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1. Evidenztabellen zu Kapitel 5.1 Niederschwellige Angebote

Evidenztabelle für die Empfehlung Kurzinterventionen/ Beratungen
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N
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Outcome and effect size

Funding

We found 41 trials (>33,000 participants) whichmet our inclusion criteria. Four trials,which directly compared the same
intervention in stage-based and standard versions, found no clear advantage for the staging component. Stage-based versus
standard self-help materials (two trials) gave a relative risk (RR) of 0.93 (95% CI 0.62 to 1.39). Stage-based versus standard
counselling (two trials) gave a relative risk of 1.00 (95% CI 0.82 to 1.22). Six trials of stage-based self-help systems versus
any standard self-help support demonstrated a benefit for the staged groups, with an RR of 1.27 (95% CI 1.01 to 1.59).
Twelve trials comparing stage-based self help with ’usual care’ or assessment-only gave an RR of 1.32 (95% CI 1.17 to
1.48). Thirteen trials of stage-based individual counselling versus any control condition gave an RR of 1.24 (95% CI 1.08 to
1.42). These findings are consistent with the proven effectiveness of these interventions in their non-stage-based versions.
The evidence was unclear for telephone counselling, interactive computer programmes or training of doctors or lay
supporters. This uncertainty may be due in part to smaller numbers of trials.

1 and 6 months

Approximately 33% of the sample reported at least one 24-h quit period during the 6 months they were followed after the trial.
Results suggest that while neither treatment was superior, there were subgroup differences. Participants in the motivational
condition were also more likely to respond to follow-up calls

Supported by a grant from The Arizona Disease
Control Research Commission.

control group received counseling, nicotine 1 month
patches and quit smoking guide

The results found that respondents in the experimental condition were more likely to report using and sharing the test
materials with others compared with the control condition. Overall mean knowledge scores for the experimental group were
slightly higher compared with those who received the standard materials. Knowledge of cigarette ingredients was not related
to quit attempts or quitting smoking. This study found that the experimentalmaterials were better recalled and contributed to
higher levels of knowledge about specific cigarette design features; however, this did not translate into changes in smoking
behavior.

RobertWood JohnsonFoundation;American Legacy
Foundation; National Cancer Institute Cancer Center
Support Grant (CA16056).

active control condition of sustainedrelease bupropion.

3, 6 and 12 months

Intention-to-treat analysis revealed Russell standard 12-month continuous abstinence rates of 39.1% in the psychotherapy
group versus 12.3% in the bupropion SR group (P < 0.001) with a relative benefit (RB) of 3.16 (2.38–4.26). Completer
analysis revealed 12-month continuous abstinence rates of 39.9% in the psychotherapy group versus 22.5% in the bupropion
group [P < 0.001; RB 1.78 (1.35–2.34)]. Of note, bupropion abstinence rates were comparable to previous
medications/placebo-only comparisons in geographically different samples.

The costs of treatments, pregnancy tests,
breathCOanalysis and travel costs for members of
the steering committee of the present trial were
carried by the governmental Styrian Regional Health
Care System (Steiermaerkische
Gebietskrankenkasse, STGKK). Urine cotinine
analysis was supported in part by theAustrian
Science Fund (FWF grant P16394-B05)

55 weeks

Community-based service attendance at 5 weeks was 7% in Group A, 4% in Group B, and 23% in Group C ( p < .001). Over
12 – 26 weeks, rates of community-based service attendance were 6% – 12% in all groups. These rates remained
consistently higher in Group C ( p < .05) but fell throughout the period to only 3%, 5%, and 7%, respectively, at 52 weeks ( p
= .26). HSCS attendance at 55 weeks and point prevalence, validated quit rates were 17% for Group A, 20% for Group B,
and 22% for Group C ( p = .75).

A Welsh Assembly Department of Health Grant of
£50,000 funded start-up costs and salaries for HD
and CW . Hywel Dda NHS Trust received £16,000
from Pfi zer, UK, to maintain the clinical service to
complete this study, until hospital funding was
approved for a long-term service.

6 months

Dropout was considerable; 10 clinics terminated their participation. Questionnaires of 797 patients (IG, 416; NG, 381) were
received from 35 clinics and the records of 497 patients (IG, 248; NG, 249) were analyzed. Among patients in IG and NG,
12.1% and 4.8% reported attempts to quit, respectively. Odds ratios of quitting attempts and progression and regression
through the stages of behavioral changes adjusted for sex, age, and stage at the first visit were 2.2 (95% confidence interval:
1.04, 4.5), 1.7 (1.1, 2.8), and 0.28 (0.15, 0.53) for all patients, respectively, and 3.1 (1.3, 7.5), 2.1 (1.3, 3.4), and 0.21 (0.11,
0.44), respectively, for patients who were not ready to quit. Trends in the movement through stages differed because of the
stage at the first visit.

This work was supported in part by a Grant-in-Aid for
Cancer Research from the Japanese Ministry of
Health, Labor and Welfare (13-3)

Most compared standard womenonly treatment (i.e., general
evidence-based smoking cessation interventions that were
delivered to individual or groups of women) to enhanced
womenonly treatment in which women-specific components,
such as weight control or mood management strategies, were
added to the standard treatment. The majority focused on
cessation counseling strategies with or without additional
medication, and had more than one intervention component.

12 months or longer

Among efficacy studies, interventions addressing weight gain/concerns showed the most promising results. If medication can
support smoking cessation in women and how it interacts with non-pharmacological treatment also warrant further research.
For effectiveness studies, the available evidence suggests that smoking should be addressed in low-income women
accessing public health clinics. Further attention should be devoted to identifying new settings for providing smoking
cessation interventions to women from disadvantaged groups. Womenspecific tobacco programs help women stop smoking,
although they appear to produce similar abstinence rates as non-sex/gender specific programs. Offering interventions for
women specifically may reduce barriers to treatment entry and better meet individual preferences of smokers.

This research was supported by a grant from the
Women’s Health Research Network (WHRN). Dr.
Torchalla was supported by two postdoctoral
research fellowships from the Canadian Institute for
Health Research (CIHR): through the Investigating
Tobacco and Gender (iTAG) team grant and the
Intersections of Mental Health Perspectives in
Addictions Research Training (IMPART) program.

(1) brief advice by the practitioner; (2) individually tailored
computer-generated letters; or (3) a combination of both
interventions.

12 months

Negative binomial regression analysis revealed that the number of interventions provided was higher in practices allocated to
the tailored letter and combination intervention groups by 215% (p < .01) and 127% (p = .02), respectively, compared to the
brief advice intervention group. Among the patients who received the combination of both intervention, the odds of point
abstinence from smoking was increased by 65% (p = .02) and 32% (p = .01) compared to the brief advice and tailored letters
intervention respectively. Comparing the number of abstinent patients at follow-up revealed that the tailored letter and
combination interventions were superior to the brief advice intervention.

The “Proactive interventions for smoking cessation in
General medical Practices” (Pro GP) project is part of
the German research network EARLINT (EARLy
substance use INTervention) and is funded by the
German Federal Ministry of Research and Education
(grant no. 01EB0120, 01EB0420), the Social Ministry
of the State of Mecklenburg-Vorpommern (grant no.
IX311a 406.68.43.05) and the German Research
Foundation (Deutsche Forschungsgemeinschaft,
grant no. JO150/6-1).

RCT

medium

n= 6967

smokers

two models of a pharmacist-led behavioral intervention [Group
A (3-sessions) vs. Group B (1-session)] in conjunction with 5
weeks of nicotine replacement therapy (NRT)

21069681

Cahill, Kate, K

Stage-based interventions for
smoking cessation.

Ia

SR

very high

n>33 000

smokers

stage-based interventions

20627440

Davis, Melinda F, MF

Motivational interviewing versus
prescriptive advice for smokers who
are not ready to quit.

Ib

RCT

high

n= 218

precontemplative and
contemplative smokers

Participants were randomized to a 15-min intervention to
compare the effectiveness of brief motivational or prescriptive
counseling by a health professional

20064838

Bansal-Travers, Maansi, M Educating smokers about their
cigarettes and nicotine medications.

IIb

RCT

medium

n= 682

New York State Smokers’
Quitline callers

experimental group received counseling, nicotine patches,
quit guide, plus information about cigarette characteristics
mailed in a brand-tailored box.

19469746

Zernig, Gerald, G

A randomized trial of short
psychotherapy versus sustainedrelease bupropion for smoking
cessation.

Ib

RCT

high

n= 779

adult smokers recruited by
advertising

psychodynamic model (PDM) training

19436042

Lewis, Keir E, KE

Can smokers switch from a hospital- Ib
based to a community-based stop
smoking service? an open-label,
randomized trial comparing three
referral schemes.

RCT

high

n= 450

consecutive smokers

Group A received a brief intervention consisting of a 20-min
consultation from an HSCS and leafl ets with contact
information for their community- based service. Group B
received a 60-min consultation, four weekly appointments with
the HSCS, and leafl ets with contact information for their
community-based service. Group C received a 60-min
consultation and four weekly appointments with the HSCS
and then agreed to attend a scheduled appointment at the
nearest community-based service within 1 week.
Pharmacotherapy was recommended to all participants, and
they were advised to attend the community-based service for
ongoing support immediately and at Weeks 5, 12, 26, and 52.

17615018

Hanioka, Takashi, T

Patient feedback as a motivating
force to quit smoking.

RCT

medium

n= 1294

Dental patients who currently
smoked

intervention group: dental professionals provided brief
explanations regarding oral symptoms and dental treatments
specifically relevant to smoking.

22324357

Torchalla, Iris, I

Smoking cessation programs
targeted to women: a systematic
review.

SR

n= 13921

adult women (not pregnant or
postpartum)

21924563

Meyer, Christian, C

Adoption, reach and effectiveness of Ib
computer-based, practitioner
delivered and combined smoking
interventions in general medical
practices: a three-arm cluster
randomized trial.

RCT

n= 3086

adult smokers

standard versions; standard self-help
materials; standard counselling

nonintervention group

Comments

The STOP Study was funded by the Ontario Ministry
of Health Promotion (awarded to P. Selby) and
conducted b

> 6 months

IIb
Effectiveness of pharmacist
counseling combined with nicotine
replacement therapy: a pragmatic
randomized trial with 6,987 smokers.

high

Length of follow-Up

Quit rates were significantly higher among Group A, 3-session completers (27.7%; n = 478) compared to Group B
participants (18.0%; n = 604). Multivariable results suggest that even when controlling for possible confounders and
clustering across pharmacies, Group A participants who completed all three sessions were more likely to quit compared to
Group B [OR = 1.72 (95% CI: 1.53, 1.94)].

Costello, Mary Jean, MJ

IIb

Com-parison
5 weeks

21153694
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21661618

Smith, Patricia M, PM

Nurse case-managed tobacco
cessation interventions for general
hospital patients: results of a
randomized clinical trial.

RCT

n= 616

hospital patients

interventions included advice and pamphlets for Brief and
bedside counselling, take-home materials, and 7 postdischarge telephone counselling calls over 2 months for
Intensive.

brief smoking cessation interventions

1 year

Confirmed 1-year abstinence was 28% for Intensive (85/301) and 24% for Brief (76/315). Abstinence was significantly higher
for patients who did not use pharmacotherapy (36%) versus those who did (16%) and for patients with CVD (40%) versus
other diagnoses (20%). Because this was a replication trial, benchmarks for planning can be suggested: 12% to 15%
recruitment of identified smokers, 90% plus completion for Intensive, 15% drop-out, and 75% abstinence corroboration.

21574708

Shadel, William G, WG

Lapse-induced surges in craving
influence relapse in adult smokers:
an experimental investigation.

RCT

n= 63

adult smokers who quit smoking
with a brief cognitive-behavioral
intervention and self-help
materials

No Lapse (a no smoking control/30 minute waiting period) or
Lapse (smoking two cigarettes of their favored brand during a
30 minute period).

no lapse

14 days

Results of Cox regression analysis revealed that participants in the lapse condition relapsed more quickly than participants in
the no lapse condition (HR = 2.12, 95% CI [1.03, 4.35]). These effects were due in part to episodic increases in craving
among participants in the lapse condition only (HR = 12.42, 95% CI [2.00, 77.1]).

This research was supported by R01CA127491.

21317630

Warner, David O, DO

Clinician-delivered intervention to
facilitate tobacco quitline use by
surgical patients.

RCT

n= 300

adults scheduled for elective
surgery

After formative work involving patients and cli- nicians, a brief control standard brief stopintervention was designed to facilitate tele- phone quitline use. smokingintervention

30 and 90 days postoperatively

Records from the designated quitline documented that 29 of 149 subjects (19.5%) in the quitline intervention group and 0 of
151 subjects in the control group completed the first full counseling session ( P 0.0001). There were no significant differences
in the self-reported point-prevalent and continuous abstinence rates between groups at either 30 or 90 days postoperatively,
although rates tended to be higher in the quitline intervention group

Supported by grant RC-2006–2007 from Clearway
Minnesota, Minneapolis. ClinicalTrials.gov Identifier:
NCT00656500

21299294

Shahab, Lion, L

A randomized, controlled trial of
adding expired carbon monoxide
feedback to brief stop smoking
advice: evaluation of cognitive and
behavioral effects.

Ib

RCT

n= 160

smokers

intervention group (as control group plus carbon-monoxide
level feedback)

6 months

Threat appraisal was signifi- cantly enhanced in the intervention compared with the control group, t (158) 2.29, p .023, as
was intention to stop smoking in the next month, t (151) 2.9, p .004. However, this effect on intention to stop smoking was
short-lived. Groups did not differ in terms of quit attempts or abstinence at follow-up, but the intervention increased the
likelihood of cessation in smokers with higher self-efficacy, 2 (1) 5.82, p .016

This study was funded by the Department of Health
and the charity Cancer Research United Kingdom.

21204686

Zanis, David A, DA

Comparing intervention strategies
among rural, low SES, young adult
tobacco users.

Ib

RCT

n= 192

non-treatment-seeking 18- to 24year-old tobacco consumers

2 brief intervention conditions: (1) a telephone quitline (TQ) N
= 90; or (2) a brief direct treatment intervention (BDTI) N =
102.

90 days

19.6% of BDTI and 10.2% of TQ participants reported 30-day point prevalence tobacco quit rates (chi-square = 2.37, P = .09).

21112451

de Azevedo, Renata Cruz
Soares, RC

General hospital admission as an
opportunity for smoking-cessation
strategies: a clinical trial in Brazil.

20735366

van der Meer, Regina M,
RM

Effectiveness of a mood
management component as an
adjunct to a telephone counselling
smoking cessation intervention for
smokers with a past major
depression: a pragmatic randomized
controlled trial.

n= 485

daily smokers with past major
depression, according to the
DSM-IV.

The mood management intervention was an integration of the The control intervention consisted of eight
sessions of proactive telephone
control intervention with a mood management component.
counselling.
This component consisted of a self-help mood management
manual, two more preparatory proactive telephone counselling
sessions and supple- mentary homework assignments and
advice

6 and 12 months

The mood management intervention resulted in significantly higher prolonged abstinence rates at 6- and 12-month follow-up
(30.5% and 23.9% in experimental condition, 22.3% and 14.0% in the control condition). The odds ratios were 1.60 (95% CI
1.06–2.42) and 1.96 (95% CI 1.22–3.14) for both follow- ups. The mood management intervention did not seem to prevent
recurrence of depressive symptoms

20675426

Gordon, Judith S, JS

Do faxed quitline referrals add value
to dental office-based tobacco-use
cessation interventions?

n= 2160

patients

The authors randomly assigned 68 private dental clinics to
one of three conditions: 5 As (Ask, Advise, Assess, Assist,
Arrange); 3 As (AAR model); or usual care

12 months

At the 12-month assessment, compared with those in usual care, participants in the two intervention conditions combined
were more likely to report cessation of tobacco use, as measured by nine-month prolonged abstinence (3 percent versus 2
percent; F(1,66) = 3.97, P < .10) and 12-month point prevalence (12 percent versus 8 percent; F(1,66) = 7.32, P < .01).
There were no significant differences between participants in the clinics using the 5 As and 3 As strategies.

This research was funded by grant R01 DA017972
from the National

20099536

Secades-Villa, Roberto, R

Effectiveness of three intensities of
smoking cessation treatment in
primary care.

RCT

n= 89

smokers

3 treatment groups: brief counseling plus information
pamphlet, self-help program with telephone follow-up,
intensive behavioral treatment

12 months

intensive behavioral treatment (42.8% abstinence) more effective than the self-help program (27.5%), which was in turn more
effective than counseling (12.9%). Continued abstincence was also higher in the intensive treatment group (37.9%) than in
the self-help (17.2%) and in the counseling groups (9.7%), although these differences only reached statistical significance in
the first and the third of these groups. Treatment adherence was higher in the intensive behavioral treatment group (82.8% of
all participants attended all the sessions) than in the self help group (61.8% completed the program).

Institutes of Health, National Institute on Drug Abuse,
to the Oregon

19842864

Bodner, Michael E, ME

Advice as a smoking cessation
strategy: a systematic review and
implications for physical therapists.

SR

n= 25 141

pregnant women or women
receiving prenatal care, patients
with COPD, patients with
smoking-related conditions,
mothers with children, men at
high risk for cardiovascular
disease, dental patients, patients
who were hospitalized

advice by a health professional and its components to
optimize smoking cessation instituted in the context of
physical therapy practice

5 months postintervention or longer

Risk ratios (RRs) were used to estimate pooled treatment effects. RRs for brief, intermediate, and intensive advice were 1.74
(95% CI ¼ 1.37, 2.22), 1.71 (95% CI ¼ 1.39, 2.09), and 1.60 (95% CI ¼ 1.13, 2.27), respectively. Self-help materials, followup, and interventions based on psychological or motivational frameworks were particularly effective components of
intermediate and intensive advice interventions. Advice can be readily integrated into physical therapy practice and used to
initiate or support ongoing smoking cessation in clients irrespective of reason for referral.

Research Institute, Eugene. This study was a
collaboration between

high

RCT

IIb

RCT

medium

control group (quit advice plus leaflet)

usual care

Comments
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19719796

Lloyd-Richardson,
Elizabeth E, EE

Motivation and patch treatment for
HIV+ smokers: a randomized
controlled trial.

Ib

RCT

high

n= 444

mean age = 42.07 years; 63.28%
male; 51.80% European
American; mean cigarettes/day =
18.27

motivationally enhanced treatment: ME participants received
four sessions of motivational counseling and a quit-day
counseling call. All ME intervention materials were tailored to
the needs of HIV+ individuals

19524389

McClure, Jennifer B, JB

Ib
Impact of a brief motivational
smoking cessation intervention the
Get PHIT randomized controlled trial.

RCT

high

n= 536

smokers recruited from the
community, regardless of their
interest in quitting smoking

Smokers either received brief ( 20 minutes), personally
tailored counseling sessions based on their lung functioning,
carbon monoxide (CO) exposure, and smoking-related health
conditions, or they received generic smoking-risk information
and personalized counseling about their diet, BMI, and
physical activity. All were advised to quit smoking and were
offered access to a free phone-counseling program

19302637

Sadr Azodi, O, O

The efficacy of a smoking cessation
programme in patients undergoing
elective surgery: a randomised
clinical trial.

RCT

n= 117

patients, scheduled to undergo
elective orthopaedic and general
surgery

The intervention group underwent a programme initiated, on
average, 4 weeks prior to surgery with weekly meetings or
telephone counselling and were provided with free nicotine
replacement therapy (NRT).

19109354

Mottillo, Salvatore, S

Behavioural interventions for
smoking cessation: a meta-analysis
of randomized controlled trials.

Ia

SR

very high

n= 26 927

patients

minimal clinical intervention (brief advice from a healthcare
worker), and intensive interventions, including individual,
group, and telephone counselling.

18946771

Bock, Beth C, BC

Smoking cessation among patients
in an emergency chest pain
observation unit: outcomes of the
Chest Pain Smoking Study (CPSS).

IIb

RCT

medium

n= 543

adult smokers, who presented to
the emergency department with
chest pain and who were
admitted to an observation unit
for 24-hour observation to rule
out myocardial infarction

tailored intervention employing motivational interviewing and
telephone follow-up. All individuals choosing to quit were
offered nicotine patch therapy

18941375

Lemmens, Valery, V

Effectiveness of smoking cessation
interventions among adults: a
systematic review of reviews.

Ia

SR

very high

current smokers > 18 years

NRT, bupropion, physician advice, individual behavioral
counselling, group behavioral therapy, telephone counselling,
self-help interventions, nursing interventions, excersice
interventions, competitions and incentives, partner support,
aversive smoking, acupuncture and related interventions,
community

18783459

Joyce, Geoffrey F, GF

The effectiveness of covering
smoking cessation services for
medicare beneficiaries.

Ib

RCT

high

n= 7254

seniors voluntarily enrolled in the
Medicare Stop Smoking Program

(1) Usual Care, (2) reimbursement for Provider Counseling,
(3) reimbursement for Provider Counseling with
Pharmacotherapy, and (4) telephone counseling Quitline with
nicotine patch.

18647131

Wolfenden, Luke, L

Pilot of a preoperative smoking
cessation intervention incorporating
post-discharge support from a
Quitline.

IIIb

RCT

low

n= 118

Patients who currentliy smoked,
had a booked date for surgery ,
were not pregnant, not too ill to
comlete the study and could read
English

comprehensive smoking cessation intervention incorporating
preoperative computerised smoking cessation counselling,
tailored self-help , brief advice from preoperative clinical staff,
NRT, telephone counselling and proactive post- telephone
support from a Quitline

18644681

Míguez, M Carmen, MC

Abstinence from smoking ten years IIb
after participation in a randomized
controlled trial of a self-help program.

RCT

medium

n= 187

smokers who had participated in
a randomized controlled trial of a
behavioral self-help program for
smoking cessation.

behavioral self-help program

Com-parison

Length of follow-Up

Outcome and effect size

Funding

Intent-to-treat (ITT) abstinence rates at 2-month, 4-month and 6-month follow-ups were 12%, 9% and 9%, respectively, in the
ME condition, and 13%, 10% and 10%, respectively, in the SC condition, indicating no between-group differences. Among
412 participants with treatment utilization data, 6-month ITT abstinence rates were associated positively with low nicotine
dependence (P = 0.02), high motivation to quit (P = 0.04) and Hispanic American race/ethnicity (P = 0.02). Adjusting for
these variables, each additional NRT contact improved the odds of smoking abstinence by a third (odds ratio = 1.32, 95%
confidence interval = 0.99–1.75).

the Oregon Research Institute (Judith S. Gordon,
principal investi-

6 and 12 months

Participants who received the experimental treatment demonstrated no greater motivation to quit, use of treatment services,
or abstinence compared to controls at either follow-up assessment. In fact, controls reported greater motivation to quit at 12
months (M 3.42 vs 3.20, p 0.03), greater use of pharmacotherapy at 6 months (37.8% vs 28.0%, p 0.02), and greater 30-day
point prevalent abstinence at 6 months, after controlling for relevant covariates (10.8% vs 6.4%, adjusted p 0.04)

gator) and the University of Mississippi Medical
Center, Jackson

1 year

As a result, 20 ⁄ 55 (36%) patients the intervention group vs 1 ⁄ 62 (2%) in the control group became completely abstinent
throughout the peri-operative period (p < 0.001). After 1 year, those in the intervention group was most likely to be abstinent
(18 ⁄ 55 (33%) vs 9 ⁄ 62 (15%) of the controls (p = 0.03). Level of nicotine dependence and obesity seemed to be a predictor
of long-term abstinence (p = 0.

This work has been supported by the Swedish
National Institute of Public Health and the Regional
county council (Stockholm La ̈ ns Landsting). The
nicotine replacement therapy was provided by Pfizer .
The first author was provided with a scholarship from
Olle Engkvist Byggma ̈ stare Foundation

6 and/or 12 months

The estimated mean treatment effects were minimal clinical intervention [odds ratio (OR) 1.50, 95% credible interval (CrI)
0.84 – 2.78], individual counselling (OR 1.49, 95% CrI 1.08 – 2.07), group counselling (OR 1.76, 95% CrI 1.11 – 2.93), and
telephone counselling (OR 1.58, 95% CrI 1.15 – 2.29)

This work was supported by the Canadian Institutes
of Health Research (CIHR grant number 81257).
S.M. was supported by a Cana - dian Cardiovascular
Outcomes Research Team (CCORT) summer
studentship funded through a CIHR Team Grant in
Cardiovascular Outcomes Research . M.J.E. is a
senior physician-scientist of the Fonds de la
Recherche en Santé du Québec. L.P. is a physician scientist of the Canadian Institutes for Health
Research. J.O’L. is the Canada Research Chair in
the Early Determinants of Adult Chronic Disease . L.J.
is a scientist of the Fonds de la Recherche en Santé
du Québec S.R. is a physician -scientist of the Fonds
de la Recherche en Santé du Québec

1, 3 and 6 months

Abstinence (7-day point prevalence) rates were significantly greater among participants receiving the tailored intervention
compared with those given usual care ( OR 5 1.62, 95% CI [1.05–2.50]). The largest difference occurred at 1 month: 16.8%
of usual care and 27.3% of the tailored intervention group were abstinent, with differences decreasing over time. One-third of
participants who were quit at month 6 were late quitters whose initial abstinence began after the 1-month follow up. In
addition to treatment assignment, psychosocial variables including motivation to quit, confidence, reduced temptation to
smoke in response to negative affect, and the perception that their chest pain was related to their smoking, were significant
predictors of cessation

This research was funded by a grant from the
National Institutes of Health, National Heart, Lung
and Blood Institute to Dr. Bock (1 R01 HL60986)

at least 6 months

Evidence of effectiveness for the following strategies as found: group behavioural therapy [odds ratio (OR) 2.17 , confidence
interval (CI) 1.37-3.45], bupropion (OR 206, CI 1.77-2.40), intensive physician advice (OR 2.04, CI 1.71-2.43), nicotine
replacement therapy (OR 1.77, CI 1.66-1.88) individual counselling (OR 1.56, CI 1.32-1.84), telephone counselling (OR 1.56,
CI 1.38-1.77), nursing interventions (OR 1.47, CI 1.29-1.67) and tailored self-help interventions (OR 1.42, CI 1.26-1.61). A
10% increase in price increased cessactin rates by 3-5%. Comprehensive clean indoor laws increased quit rates by 12-38 %.

This study was financially supported by
EUROCADET (key determinants of the future
incidence of cancer across Europe: impact of
prevention) and funded by the 6th Framework of the
Commission European Communities (EUROCADET:
SP-23-CT-2005-006528, contract number 006258)

UC

6 and 12 months

Unadjusted quit rates assuming missing data5smoking were 10.2 percent (9.0–11.5), 14.1 percent (11.7–16.5), 15.8 percent
(14.4–17.2), and 19.3 percent (17.4–21.2) at 12 months for the Usual Care, Provider Counseling, Provider Counseling 1
Pharmacotherapy, and Quitline arms, respectively. Results were robust to sociodemographics, smoking history, motivation,
health status, and survey nonresponse. The additional cost per quitter (relative to Usual Care) ranged from several hundred
dollars to $6,450.

This research was conducted under contract to the
CMS (Contract No. 500-98-0281).

Usual care

6 months

12% of 66 usual care control group participants and 25% of 52 experimental group participants reported beeing abstinent
(p=0.07)

funding support provided by the National Heart
Foundation, the Cancer Counsel NSW, and NSW
health through the Hunter Medical Research Institute.

10 years

Reported abstinence at this follow-up was confirmed by carbon monoxide in expired air. Significant differences were found in
the abstinence rates of the two groups at the follow-ups 1 year (14% vs. 28%) and 2 years (13% vs. 24%) after the end of
the treatment. After 10 years 26% (n=52) of the total sample were abstinent. Over the ten-year period, 62.0% tried to give up
smoking at some point, the mean figure for attempts being 1.3. According to the results of the 10-year follow-up, low nicotine
dependence at pretreatment is a major factor predicting long-term cessation in smokers.

2-month, 4-month and 6-month
standard care: SC participants received
two brief sessions with a health educator.
Those setting a quit date received self-help
quitting materials and NRT.

The control group received standard care

usual care

Comments
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Comments

The Guidelines have been structured around a new m emory aid (ABC) which incorporates and replaces the 5A’s (ask,
advise, as sess, assist, arrange). ABC prompts healthcare professionals to ask about smoking status; give brief advice to
stop smoking to all smokers; and provide evidence-based Cessation support for those who wish to stop smoking. Healthcare
professionals shou ld briefly advise all people who smoke to stop smoking, regardless of whether they s ay they are ready to
stop smoking or not. They should then offer smoking cessation su pport which includes both behavioural (e.g. telephone and
face-to-face suppor t) and pharmacological (e.g. nicotine replacement therapy, nortriptyline, buprop ion, or varenicline)
interventions. Recommendations were also formulated for priority p opulations of smokers: M ā ori, Pacific, pregnant women,
and people with mental ill ness and other addiction

18574510

McRobbie, Hayden, H

New Zealand smoking cessation
guidelines.

A comprehensive literature review of smoking cessation
interventions was undertaken in November 2006.
Recommendations were formulated from the findings of the
literature review in line with the methods recommended by the
New Zealand Guidelines Group.

18425860

Stead, L F, LF

Physician advice for smoking
cessation.

SR

> 31 000

smokers, pregnant women
excluded

physician advice

at least 6 months

The results of this review, first published in 1996 and updated in 2008, continue to confirm that brief advice from physicians is
effective in promoting smoking cessation. Based on the results of a meta-analysis incorporating 28 trials and over 20,000
participants, a brief advice intervention is likely to increase the quit rate by 1to 3 percentage points.

18407003

Strecher, Victor J, VJ

Web-based smoking-cessation
programs: results of a randomized
trial.

RCT

n= 1866

smokers

A web-based smoking-cessation program plus nicotine patch.
Five components of the intervention were randomized using a
fractional factorial design: high- versus low-depth tailored
success story, outcome expectation, and efficacy expectation
messages; high- versus low-personalized source; and multiple
versus single exposure to the intervention components

6 months

Abstinence was most influenced by high-depth tailored success stories and a high-personalized message source. The
cumulative assignment of the three tailoring depth factors also resulted in increasing the rates of 6-month cessation,
demonstrating an effect of tailoring depth

18253987

Rice, V H, VH

Nursing interventions for smoking
cessation.

SR

n= 15205

smokers

nursing-delivered smoking cessation interventions. Nursing
intervention was defined as the provision of advice, co unselling, and/or strategies to helppatients quit smoking

usual care

at least 6 months

Forty-two studies met the inclusion criteria. Thirty-one studi es comparing a nursing intervention to a control or to usual care
found the intervention to significantly increase the likelihood of q uitting (RR 1.28, 95% CI 1.18 to 1.38). There was
heterogeneity among the study results, but pooling using a random effects model di d not alter the estimate of a statistically
significant effect. I n a subgroup analysis there was weaker evidence that lower intensity inte rventions were effective (RR
1.27, 95% CI 0.99 to 1.62). There wa s limited indirect evidence that interventions were more effective for h ospital inpatients
with cardiovascular disease than for inpa tients with other conditions. Interventions in non-hospitalized patien ts also showed
evidence of benefit. Nine studies comparing diff erent nurse- delivered interventions failed to detect significant benefit f rom
using additional components. Five studies of nurse counse lling on smoking cessation during a screening health check, or as
part of m ultifactorial secondary prevention in general practice (not incl uded in the main meta-analysis) found nursing
intervention to hav e less effect under these conditions

18188753

Míguez, M Carmen, MC

IIb
Evaluating the effectiveness of a
single telephone contact as an
adjunct to a self-help intervention for
smoking cessation in a randomized
controlled trial.

RCT

medium

n= 228

Volunteer participants from
northwestern Spain

a single brief prequit telephone counseling session in a selfhelp program for smoking cessation conducted through the
mail

the self-help program alone

3, 6 and 12 months

Using a conservative data analysis method (missing data considered as treatment failures), we found that the pointprevalence abstinence rate was significantly higher in the telephone-support group than in the self-help-only group at the end
of treatment (44.9% vs. 21.8%) and at the 3-month follow-up (39.0% vs. 26.4%). Likewise, sustained abstinence was
significantly higher in the telephone-support group at the 3-month follow-up (33.9% vs. 13.6%), the 6-month follow-up (25.4%
vs. 12.7%), and the 12-month follow-up (21.2% vs. 9.1%). The results of this randomized controlled trial indicate that both
treatments are an effective aid for smoking cessation, and that a single brief telephone call before the quit date is a low-cost
and effective procedure for improving abstinence rates in a mailed self-help program

18188742

Abroms, Lorien C, LC

Getting young adults to quit
smoking: a formative evaluation of
the X-Pack Program.

IIb

RCT

medium

n= 83

college student smokers

a moderately intensive, E-mail-based, young-adult
intervention (the X-Pack group) or a less- intensive program
aimed at a general adult audience (the Clearing the Air group

3 and 6 months

Participants in the X-Pack group rated their treatment more favorably overall, were more engaged in program activities, and
quit for more consecutive days at the 3- and 6-month follow-ups, compared with the Clearing the Air group. Differences in
quit rates favored the X-Pack group at the two follow-ups, but the differences were not significant. These findings offer some
support for the X-Pack Program when administered to college smokers

This study was supported by order #263-MD-510757
to George Washington University from the NICHD.
The authors thank the study staff for their dedication
to the project, especially Lisa Ramirez, Ilana
Dickman, and Jennifer Gill

18166743

Zaki, Amna, A

Interventions in the preoperative
clinic for long term smoking
cessation: a quantitative systematic
review.

Ia

SR

very high

n= 610

patients in the preoperative clinic

Interventions included pharmacotherapy, counseling,
educational literature and postoperative telephone follow-up.

3-12 months, 1 study >1 year

Overall, the interventions were associated with a significantly higher cessation rate vs control at the three to six month followup period (pooled odds ratio: 1.58, 95% confidence interval (CI) 1.02–2.45, P value = 0.01, I 2 = 0%). The only trial with
longer follow-up period (12 months), however, failed to show any sig - nificant difference between the intervention and control
groups (odds ratio: 1.05, 95% CI 0.53–2.09, P value = 0.88)

No external or internal funding

17995993

Meyer, Christian, C

IIb
Proactive interventions for smoking
cessation in general medical
practice: a quasi-randomized
controlled trial to examine the
efficacy of computer-tailored letters
and physician-delivered brief advice.

RCT

medium

n= 1499

consecutive patients aged 18–70 The tailored letters intervention group received up to three indiyears with daily cigarette smoking vidualized personal letters. Brief advice was delivered during
routine consultation by the practitioner after an onsite training
session. Both interventions were based on the
Transtheoretical Model of behaviour change

6-, 12-, 18- and 24-month

Among participants completing the last follow-up,6-month prolonged abstinence was18.3% in the tailored letters intervention
group, 14.8% in the brief advice intervention group and 10.5% in the assessment-only control group. Assuming those lost to
follow-up to be smokers, the rates were 10.2%, 9.7% and 6.7%, respectively. Analyses including all follow-ups confirmed
statistically significant effects of both interventions compared to assessment only. Using complete case analysis, the tailored
letters intervention was significantly more effective than brief advice for 24-hour [odds ratio (OR) = 1.4; P = 0.047] but not for
7-day point prevalence abstinence (OR = 1.4; P = 0.068) for prolonged abstinence, or for alternative assumptions about
participants lost to follow-up.

The ‘Proactive interventions for smoking cessation in
General medical Practices’ (Pro GP) Project is part of
the German research network EARLINT (EARLy
substance use INTervention) and is funded by the
German Federal Ministry of Research and Education
(grant no. 01EB0120, 01EB0420), the Social Ministry
of the State of Mecklenburg-Vorpommern (grant no.
IX311a 406.68.43.05) and the German Research
Foundation (Deutsche Forschungsgemeinschaft,
grant no. JO150/6- 1).

17652247

Gordon, Judith S, JS

The 5A\'s vs 3A\'s plus proactive
quitline referral in private practice
dental offices: preliminary results.

17530311

Sherman, Scott E, SE

Effectiveness of an on-call counselor
at increasing smoking treatment.

n= 482

smokers

Two hundred ninety-six patients were re- ferred to the on-call counselor, who counseled each patient in person and provided
follow-up calls. The counselor referred 45% to the on-site program, and 27% to telephone counseling; of these, half followed
through on the referral; 28% declined referral. Patients on the intervention team were more likely to report being counseled
about smoking (68% vs 56%; odds ratio [OR] 1.7, CI 1.0 – 2.9) and referred to a cessation program (38% vs 23%; OR 2.1,
CI 1.2 – 3.6); having attended the program (11% vs 4%; OR 3.6, CI 1.2 – 10.5); and receiving a prescription for bupropion
(17% vs 8%) (OR 2.3, CI 1.1 – 5.1). The effect was not sustained after the case management period

This work was funded by a grant from the California
Tobacco-Related Disease Research Program (#10RT0023). This project was done in collaboration with
the VA Center of Excellence for the Study of
Healthcare Provider Behavior (VA Health Services
Research & Development Service # HFP 94-028

This grant was funded from National Cancer Institute
grants P50 CA101451 and R01 CA101843. This
project was con- ducted in collaboration with the
Cancer Research Network (CRN). The CRN is a
consortium of research organizations affiliated with
nonprofit integrated healthcare delivery sys- tems
and the National Cancer Institute. Nicotine replacement therapy was provided by GlaxoSmithKline. VJS
is founder and chairman of HealthMedia, Inc., a
company that makes computer-tailored behavior
change programs

IIa

RCT

The intervention team had access to an on-call counselor who usual care
provided counseling and care coordination. Social marketing
efforts included educational outreach, pro- vider feedback,
and financial incentives
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17483139

Aveyard, Paul, P

Weekly versus basic smoking
cessation support in primary care: a
randomised controlled trial.

Ib

RCT

high

n= 925

17406348

Hall, S, S

Brief smoking cessation advice from IIb
practice nurses during routine
cervical smear tests appointments: a
cluster randomised controlled trial
assessing feasibility, acceptability
and potential effectiveness.

RCT

medium

n= 142

17389537

Wadland, William C, WC

Practice-based referrals to a
tobacco cessation quit line:
assessing the impact of comparative
feedback vs general reminders.

17184783

Wilson, Julie S, JS

Does additional support by nurses
enhance the effect of a brief
smoking cessation intervention in
people with moderate to severe
chronic obstructive pulmonary
disease? A randomised controlled
trial.

17007707

Soria, Raimundo, R

A randomised controlled trial of
motivational interviewing for smoking
cessation.

16923621

Stratelis, Georgios, G

The impact of repeated spirometry
and smoking cessation advice on
smokers with mild COPD.

16899830

Tønnesen, Philip, P

Nurse-conducted smoking cessation
in patients with COPD using nicotine
sublingual tablets and behavioral
support.

16616449

Patten, Christi A, CA

Randomized clinical trial of an
Internet-based versus brief office
intervention for adolescent smoking
cessation.

Ib

IIb

Patient character-istics
smokers of > 10 cigarettes per
day

Inter-vention

Com-parison

4, 12, 26 and 52 weeks
All participants were seen before quitting, telephoned around
quit day, and seen 1 and 4 weeks after the initi al appointment
(basic support). Participants receiving weekly support had an
additional telephone call a t 10 days and 3 weeks after the
initial appointment and an additional visit at 2 weeks to
motivate adheren ce to nicotine replacement and renew quit
attempts. 15 mg/16 h nicotine patches were given to all
particip ants

Length of follow-Up

Outcome and effect size

Funding

brief smoking cessation advice supplemented with written
information given by practice nurses during cervical smear
test appointment

no advice

2 and 10 weeks

Compared to women in the control group, those in the intervention group had higher intentions to stop smoking at 2-weeks
(adjusted mean difference 0.51, 95% CI: 0.02 to 1.03, P ¼ 0.06) and 10-weeks (adjusted mean difference 0.80, 95% CI 0.10
to 1.50, P ¼ 0.03). The two groups had similarly high intentions to attend for future screening. Consultations in the
intervention arm took a mean of 4.98 min (95% CI: 3.69 to 6.27; P o 0.001) longer than the control arm. In conclusion, brief
smoking cessation advice given by practice nurses as part of cervical screening seems acceptable, feasible and potentially
effective

This study was jointly funded by Cancer Research
UK (C4770/ A3983) and NHS Cancer Screening
Programmes. We thank the nurses, GPs and practice
managers as well as the Medical Research Council
General Practice Research Framework for their help
in conducting this study, and the women who
participated in it.

Control group: managed care only

6 and 12 months

Cognitive behavioural therapy may improve self-management and thus strengthen managed diabetes care. This should result
in changes in lifestyle and card iovascular risk profile. In addition, we also expect an improvement of quality of life and patient
satisfaction

. The study is funded by the EMGO Institute, VU
University Medi cal Center, Amsterdam, the Netherlands

n= 13

Patients with type 2 diabetes will
be selected from general
practices ho are participating in a
managed diabetes care system.

Intervention group receiving behaviour therapy (CBT) in
addition to managed care,

n= 91

smokers with COPD

brief advice alone or accompanied by individual nurse support
or group support facilitated by nurse

2, 3, 6, 9 and 12 months

After 12 months cessation rates were not significantly different between groups ( p ¼ 0.7), but all groups had a significant
reduction in their nicotine addiction ( p ¼ 0.03–0.006). No changes in subjects’ motivation or dyspnoea were detected over
the 12 months

We would like to thank the Smith & Nephew
Foundation and Pharmacia for their assistance with
this study

RCT

n= 200

smokers

anti-smoking advice (n = 86) and motivational interviewing (n
= 114). Subjects in both groups were offered bupropion when
nicotine dependency was high (Fagerström score >7).

6 and 12 months

The measure of effectiveness of the treatment for giving up smoking after both 6 and 12 months, showed that the
motivational interviewing action was 5.2 times higher than anti-smoking advice (18.4 % compared to 3.4%; 95% confidence
interval = 1.63 to 17.13).

Research project financed by the Department of
Health, Health Science Institute of the Government of
the Autonomous Communities of Castille – La
Mancha,(Spain) according to the decision taken at
the meeting of 19 February 2003 (D. O. C. M.
number 21)

RCT

n= 512

smokers with COPD; smokers
with normal lung function

combination of spirometry and brief smoking cessation advice

6, 12 months and 3 years

The point-prevalence abstinence rate and prolonged abstinence rate at 6 and 12 months increased yearly and in smokers
with COPD at year 3 was 29%, 28%, and 25%, respectively. The abstinence rates were significantly higher in smokers with
COPD than in smokers with normal lung function. Smoking cessation rates among smokers with normal lung function did not
increase with increasing number of follow-ups

The Health Research Council in the Southeast of
Sweden (FORSS) is acknowledged for its financial
support. Additional support was gratefully received
from AstraZeneca.

n= 370

COPD patients who smoked a
mean of 19.6 cigarettes per day

Nicotine sublingual tablet or placebo for 12 weeks combined
with either low support (four visits plus six telephone calls) or
high support (seven visits plus five telephone calls) provided
by nurses.

6 and 12 months

Two hundred eighty-eight of 370 patients were evaluable for the final study end points. Smoking cessation rates were
statistically significantly superior with sublingual nicotine vs placebo for all measures of abstinence: 6-month point
prevalence, 23% vs 10%; 12-month point prevalence, 17% vs 10%. There was no significant difference in effect between low
vs high behavioral support. The SGRQ score improved significantly in abstainers vs nonabstainers; the changes in mean
scores were –10.9 vs – 2.9 for total score, and – 28.6 vs 2.3 for symptom score, respectively.

The Danish Medical Research Council provided the
major grant for this study ($375,000; No. 9900732
kg/mp). Pfizer Consumer Healthcare, Sweden,
supplied the study drugs used in the trial and
provided grant support ($25,000).

n= 139

Adolescent smokers ages 11–18
years

clinic-based, brief office intervention (BOI; N = 69) consisting
of four individual counseling sessions; or to Stomp Out
Smokes (SOS), an Internet, home-based intervention

week 24 and 36

The 30-day, point-prevalence smoking abstinence rates for BOI and SOS were 12% versus 6% at week 24 and 13% versus
6% at week 36, with no significant treatment differences. Among participants who continued to smoke, SOS was associated
with a significantly greater reduction in average number of days smoked than BOI (P = 0.006). The BOI was found to be
feasible with high session attendance rates. SOS participants accessed the site a mean S.D. of 6.8 7.1 days. SOS use
dropped to less than one-third of participants by week 3. Conclusion: Additional research is needed to tap the potential
capabilities of the Internet for adolescent smoking cessation using proactive, personalized, patient-education components.

This study was supported by grant #R01 CA80323
from the National Cancer Institute. Findings from this
study were presented at the National Cancer Institute
Youth Tobacco Research Meeting, San Diego,
California, in June 2004.

RCT

high

Comments

This study was funded by a programme grant from Cancer Research UK (trial registration ISRCTN 05689186). United
Of the 469 and 456 participants in
Pharmaceuticals supplied the nicotine patches for the study free to be given without charge to the participants.
the basic and weekly arms, the
numbers (%) who quit and the
percentage difference were 105
(22.4%) vs 102 (22.4%), 0.1% (95%
CI 2 5.3% to 5.5%) at 4 weeks, 66
(14.1%) vs 52 (11.4%), 2 2.6% (95%
CI 2 6.9% to 1.7%) at 12 weeks, 50
(10.7%) vs 40 (8.8%), 2 1.9% (95%
CI 2 5.7% to 2.0%) at 26 weeks and
36 (7.7%) vs 30 (6.6%), 2 1.1% (95%
CI 2 4.4% to 2.3%) at 52 weeks
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Hahn, Ellen J, EJ

A controlled trial of a Quit and Win
contest.

IIb

RCT

medium

n= 1006

tobacco users

Quit and Win contest

1 year

Treatment group participants were significantly more likely than controls to experience quitting during the 1 year follow-up, as
determined by both self-report and urine confirmation. After adjusting for baseline differences in demographics, tobacco use
and stage of change, those in the treatment group had 2.6 the odds of repoting quitting in the postintervention period and 5.3
the odds of experience quitting confirmed by urine cotinine, relative to controls.

16106336

Chan, Sophia S C, SS

A randomized controlled trial of an
individualized motivational
intervention on smoking cessation
for parents of sick children: a pilot
study.

IV

RCT

very low

n= 80

smoking parents of sick children

the intervention group received an IMI from a trained nurse
counselor and telephone reminders were given 1 week after
the intervention

1 month

The quit rate at 1 month was 7.5% (95% CI, 0–21) in the intervention group and 2.5% (95% CI, 0–7) in the control group.
Preliminary results indicated that the IMI provided by nurses seemed to be effective in helping resistant parents of sick
children stop smoking.

15893085

Colby, Suzanne M, SM

Brief motivational intervention for
adolescent smokers in medical
settings.

IIb

RCT

medium

n= 85

adolescent patients treated in a
hospital outpatient clinic or
Emergency Department; aged
14–19 years

er one session of motivational interviewing (MI) or
standardized brief advice (BA)

at 1, 3, and 6 months

on. Self- report data indicated that 7-day abstinence rates at 6-month follow-up were significantly higher in the MI group than
in the BA group, but this difference was not confirmed biochemically. Self- reported smoking rate (average cigarettes per day)
was significantly lower at 1, 3, and 6 months follow-up than it was at baseline. Cotinine levels indicated reduced smoking for
both groups at 6 months, but not at 1 month. At 3-month follow-up, only those in MI showed cotinine levels that were
significantly reduced compared to baseline. Findings offer some support for MI for smoking reduction among non-treatmentseeking adolescents, but overall changes in smoking were small.

This study was supported by grant number 030330
from the Robert Wood Johnson Foundation.
Additional support was provided by grant #DA11204
from the National Institute on Drug Abuse, and by
two Department of Veterans Affairs Career Research
Scientist Awards to Dr. Monti and Dr. Rohsenow.

22171728

Schleicher, Holly E, HE

Mood management intervention for
college smokers with elevated
depressive symptoms: a pilot study.

RCT

n= 58

college smokers with elevated
depressive symptomatology

6 session of CBT

Relative to CG patients, significantly more CBT patients reduced smoking intensitiy by 50% (X²=[1, N=58] = 4.86, p= .028) at
end of treatment. Although CBT patients maintained smoking reduction at 3- and 6- months follow-up, group differences were
no longer significant. No group differences in cessation emerged. Finally, patients in both groups evidenced incresed
motivation to stop smoking at end of treatment (F [1, 44]= 11.717, p= ., np²= .207)

This work was supported by the National Institute on
Drug Abuse (NIDA). (F31DA023738, principal
investigator: Schleicher) and the University of
Montana, Missoula, MT 59812-1584, USA.

21553949

Shmueli, Dikla, D

A test of positive affect induction for
countering self-control depletion in
cigarette smokers.

RCT

n= 200

smokers

(1) resist eating from a plate of desserts (high temptation) or
from a plate of raw vegetables (low temptation) and then (2)
undergo a positive or neutral affect induction.

The interaction between depletion and exposure group was significant, Wald’s 2 9.66, df 3, p .05. Among those
assigned to resist desserts, 65.5% to 85% smoked if they were in the neutral video or writing conditions versus 10.5% in the
positive affect video group. Positive affect elicited with a video was able to counteract the detrimental effects of self-control
depletion on smoking behavior, while writing exercises were associated with smoking.

This research was supported by the State of
California Tobacco-Related Disease Research
Program (#16FT- 0050 and #17RT-0077) and the
National Institute on Drug Abuse (#T32 DA007250,
#K23 DA018691, and #P50 DA09253).

19443788

Tevyaw, Tracy O\'L, TO

Contingency management and
motivational enhancement: a
randomized clinical trial for college
student smokers.

RCT

n= 110

Nontreatment-seeking daily
smokers (college students)

3 weeks of CM versus noncontingent re- inforcement (NR)
and to three individual sessions of MET versus a relaxation
control

6 months

Compared with NR, CM resulted in signifi cantly low- er CO levels and greater total and consecutive abstinence during the
intervention. Those in the CM and MET groups reported greater interest in quitting smoking posttreatment, but rates of confi
rmed abstinence at follow-up were very low (4% at 6-month follow-up) and did not differ by group.

Funding for this study was provided by National
Institute on Drug Abuse ( grant DA011204 ) and by a
Senior Career Research Scientist Award from the
Department of Veterans Affairs, both awarded to
PMM.

18629732

Lacasse, Yves, Y

IIb
Randomized trial of a smoking
cessation intervention in hospitalized
patients.

RCT

n= 196

hospitalized smokers aged <70
years.

a smoking cessation intervention consisting of education and
psychological support, with or without pharmacological
therapy, associated with follow-up phone calls

1 year

Although the smoking cessation rates at 12-month follow-up were higher than expected, we found no significant difference
between the study groups (intervention: 30.3%; control: 27.8%). Similar results were obtained in patients whose smoking
status was validated by urinary cotinine assay. Length of stay and dependence to nicotine were the only significant
predictors of smoking cessation. A smoking cessation intervention of moderate intensity delivered in a tertiary cardiopulmonary center did not increase the smoking cessation rate at 1-year follow-up. The results of this trial should not divert
those who deliver care to inpatients from delivering a brief smoking cessation intervention

18280668

Prokhorov, Alexander V,
AV

\"Look at your health\": outcomes
associated with a computer-assisted
smoking cessation counseling
intervention for community college
students.

RCT

n= 426

students

a computer- assisted, counselor-delivered smoking cessation
program that addresses personal health risks and readiness
to change smoking behavior among community college
students

10 months

cotinine-validated smoking cessation rates were 16.6% in the experimental condition and 10.1% in the standard care
condition ( p =0.07).

This research was supported by NCI grant #
CA69425-03.

16580189

Buffels, Johan, J

Spirometry and smoking cessation
advice in general practice: a
randomised clinical trial.

n= 1206

smokers

minimal intervention strateg, single office spirometry

6 months, 1 and 2 years

Two hundred and twenty-one patients undertook an attempt of smoking cessation. Nicotine replacement therapy (NRT) or
bupropion was prescribed in 51% of the attempts. Sixty-four sustained quitters were counted after 6 months (29%), 43 after 1
year (19%) and 33 after 2 years (15%). We found a small but statistically non-significant difference in success rate in favour
of the group that underwent office spirometry

This study was realised with an unconditional grant
by Voorzorgskas voor Geneesheren, Brussels,
Belgium.

16448302

Williams, Geoffrey C, GC

Testing a self-determination theory
intervention for motivating tobacco
cessation: supporting autonomy and
competence in a clinical trial.

n= 1006

adult smokers. Participants were intensive treatment or community care
relatively poor and undereducated

6 months

. Intervention patients perceived greater autonomy support and reported greater autonomous and competence motivations
than did control patients. They also reported greater medication use and significantly greater abstinence. Structural equation
modeling analyses confirmed the SDT process model in which perceived autonomy support led to increases in autonomous
and compe- tence motivations, which in turn led to greater cessation

This research was supported by Grant 1-R01MH5954, cofunded by the National Institute of Mental
Health and the National Cancer Institute, and by
National Center for Research Resources Grant 5M01-RR00044 to the University of Rochester General
Clinical Research Center

IV

RCT

RCT

medium

very low

nutrition-focused attention-matched control 3 and 6 months
group

Usual Care

control group

Comments

This study was funded by the American Legacy
Foundation and the University of Kentucky Markey
Cancer.

16295703
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21690120

Audrain-McGovern, Janet, The efficacy of motivational
J
interviewing versus brief advice for
adolescent smoking behavior
change.

Ib

RCT

medium

n= 355

adolescent smokers

motivational interviewing (MI) compared with structured brief
advice (SBA)

21069681

Cahill, Kate, K

Stage-based interventions for
smoking cessation.

Ia

SR

high

n >33,000
participants

Smokers, of any age, race or
gender.

stage-based interventions

20828584

Harris, Kari Jo, KJ

Motivational interviewing for smoking IIb
cessation in college students: a
group randomized controlled trial.

RCT

medium

n= 452

20627440

Davis, Melinda F, MF

Motivational interviewing versus
prescriptive advice for smokers who
are not ready to quit.

Ib

high

RCT

20091612

Lai, Douglas Tc, DT

Motivational interviewing for smoking Ia
cessation.

very high

20434863

McClure, Jennifer B, JB

IIc
Impact of spirometry feedback and
brief motivational counseling on longterm smoking outcomes: a
comparison of smokers with and
without lung impairment.

RCT

20099536

Secades-Villa, Roberto, R

Effectiveness of three intensities of
smoking cessation treatment in
primary care.

19842864

Bodner, Michael E, ME

Advice as a smoking cessation
strategy: a systematic review and
implications for physical therapists.

SR

Length of follow-Up
24 weeks

Outcome and effect size
White adolescents were 80% less likely to attempt to cut back (odds ratio [OR]: 0.21; confidence interval [CI]: 0.08–0.53)
and 80% less likely to attempt to quit smoking compared with black adolescents (OR: 0.17 [CI: 0.06–0.46]). Adolescents
who were at least planning to cut back or quit smoking at baseline were almost 3 times more likely to attempt to cut back
(OR: 2.87 [CI: 1.26–6.52]) and to attempt to quit smoking (OR: 3.13 [CI: 1.19–8.26]). Adolescents who received MI
were 60% less likely than adolescents who received SBA to try to quit smoking (OR: 0.41 [CI: 0.17– 0.97]). However,
adolescents who received MI showed a greater reduction in cigarettes smoked per day than adolescents who received SBA
(5.3 vs 3.3 fewer cigarettes per day). There were no statistically significant differences between MI and SBA in smoking
abstinence (5.7% vs 5.6%, respectively).

This study was supported by grant SAP 4100027295
from the Commonwealth of Pennsylvania,
Pennsylvania Department of Health.

non-stage-based controls, with ’usual care’ 6 months minimum
or with assessment only

Four trials,which directly compared the same intervention in stage-based and standard versions, found no clear advantage
for the staging component. Stage-based versus standard self-help materials (two trials) gave a relative risk (RR) of 0.93
(95% CI 0.62 to 1.39). Stage-based versus standard counselling (two trials) gave a relative risk of 1.00 (95% CI 0.82 to
1.22). Six trials of stage-based self-help systems versus any standard self-help support demonstrated a benefit for the staged
groups, with an RR of 1.27 (95% CI 1.01 to 1.59). Twelve trials comparing stage-based self help with ’usual care’ or
assessment-only gave an RR of 1.32 (95% CI 1.17 to 1.48). Thirteen trials of stage-based individual counselling versus any
control condition gave an RR of 1.24 (95% CI 1.08 to 1.42). These findings are consistent with the proven effectiveness of
these interventions in their non-stage-based versions. The evidence was unclear for telephone counselling, interactive
computer programmes or training of doctors or lay supporters. This uncertainty may be due in part to smaller numbers of
trials.

students attending college in the individually-delivered Motivational Interviewing counseling
Midwest smoking at least 1 of 30 sessions for smoking cessation
days were recruited regardless of
their interest in quitting

a matched intensity comparison condition

6 months

No significant differences were found for 30-day cessation between treatment and comparison at end of treatment (31.4% vs
28%, OR=1.20, 95% CI 0.72,1.99) or at follow-up (20.4% vs 24.6%, OR=0.78, 95% CI 0.50,1.22). Predictors of cessation at
follow-up, regardless of condition, included more sessions attended (OR 1.2, 95% CI 1.1,1.8) and more cigarettes smoked in
30 days at baseline (OR 4.7, 95% CI 2.5,8.9). The odds of making at least one quit attempt were significantly greater for
those in the smoking group at end of treatment (OR 1.75, 95% CI 1.11,2.74) and follow-up (OR 1.66, 95% CI 1.11,2.47).
Modeling showed reduction in days smoked for both groups. At end of treatment, more frequent smokers in the treatment
condition had greater reductions in days smoked.

The project described was supported by Award
Number R01CA107191 from the National Cancer
Institute.

n= 218

pack-a-day precontemplative and brief motivational counseling
contemplative smokers

prescriptive counseling by a health
professional

6 months

Approximately 33% of the sample reported at least one 24-h quit period during the 6 months they were followed after the trial.
Results suggest that while neither treatment was superior, there were subgroup differences. Participants in the motivational
condition were also more likely to respond to follow-up calls

Supported by a grant from The Arizona Disease
Control Research Commission

SR

n> 10 000

Randomized controlled trials in which motivational interviewing
Participants could be tobacco
users of either gender recruited in or its variants were offered to smokers to assist smoking
any setting. The only exceptions cessation.
are trials which only recruited
pregnant women or adolescent
smokers, as their particular
needs and circumstances warrant
them being treated as separate
populations.

Randomized controlled trials in which
motivational interviewing or its variants
were offered to smokers to assist smoking
cessation.

at least 6 months

Our meta-analysis of MI versus brief advice or usual care yielded a modest but significant increase in quitting (RR 1.27; 95%
CI 1.14 to 1.42). Subgroup analyses suggested that MI was effective when delivered by primary care physicians (RR 3.49;
95% CI 1.53 to 7.94) and by counsellors (RR 1.27; 95% CI 1.12 to 1.43), and when it was conducted in longer sessions
(more than 20 minutes per session) (RR 1.31; 95% CI 1.16 to 1.49). Multiple session treatments may be slightly more
effective than single sessions, but both regimens produced positive outcomes. Evidence is unclear at present on the optimal
number of follow-up calls.

medium

n= 267

smokers with and without
impaired lung functioning

brief motivational intervention for smoking cessation including
spirometric testing and feedback ( 20 min), were advised to
quit smoking, offered free access to a phone-based smoking
cessation program

smokers with/without impaired lung function one year

n= 89

smokers

brief counseling plus information pamphlet, self-help program
with telephone follow-up, intensive behavioral treatment

n= 25 141

patients

advice by a health professional

control / usual care

Participants with lung impairment reported greater use of self-help cessation materials at 6 months, greater use of non-studyprovided counseling services at 6 and 12 months, higher 7-day PPA rates at 6 months, and were more likely to talk with their
doctor about their spirometry results.

This study was supported by the National Cancer
Institute (R01 CA100341) and Group Health (GH)

12 months

intensive behavioral treatment (42.8% abstinence) was more effective than self-help program (27.5%) which was in turn more
effective than counselling (12.9%). Continued abstincence was also higher in the intensive treatment group (37.9%) than in
the self-help (17.2%) and the counselling groups (9.7%), although these differences reached significance only in the first and
third of these groups. Treatment adhearence was higher in the intensive behavioral treatment group (82.8% of all participants
attented all the sessions) than in the self-help program (61.8% completed the program)-

This research was supported by research grant no.
MB-02-506-2 from the University of Oviedo (Spain).

5 months postintervention or longer

Risk ratios (RRs) were used to estimate pooled treatment effects. RRs for brief, intermediate, and intensive advice were 1.74
(95% CI¼1.37, 2.22), 1.71 (95% CI¼1.39, 2.09), and 1.60 (95% CI¼1.13, 2.27), respectively. Self-help materials, follow-up,
and interventions based on psychological or motivational frameworks were particularly effective components of intermediate
and intensive advice interventions. Advice can be readily integrated into physical therapy practice and used to initiate or
support ongoing smoking cessation in clients irrespective of reason for referral. Incorporating smoking cessation as a
physical therapy goal is consistent with the contemporary definition of the profession and the mandates of physical therapy
professional associations to promote health and wellness, including smoking cessation for both primary health benefit and to
minimize secondary effects (e.g., delayed healing and recovery, and medical and surgical complications).

This research was funded by a Strategic Training
Program in Rehabilitation Research awarded to
Michael Bodner by the CIHR Institute of
Musculoskeletal Health and Arthritis and by the
Canadian Lung Association.
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19822836

Peterson, Arthur V, AV

Group-randomized trial of a
proactive, personalized telephone
counseling intervention for
adolescent smoking cessation.

Ib

RCT

high

n= 2 151

smokers in experimental schools
during their senior year of high
school

Trained counselors delivered the motivational interviewing
plus cognitive behavioral skills training telephone intervention

control condition

more than 1 year

The intervention increased the percentage who achieved 6-month prolonged smoking abstinence among all smokers (21.8%
in the experimental condition vs 17.7% in the control condition, difference = 4.0%, 95% confidence interval [CI] = 0.2 to
8.1, P = .06) and in particular among daily smokers (10.1% vs 5.9%, difference = 4.1%, 95% CI = 0.8 to 7.1, P = .02). There
was also generally strong evidence of intervention impact for 3-month, 1-month, and 7-day abstinence and duration since last
cigarette ( P = .09, .015, .01, and .03, respectively). The intervention effect was strongest among male daily smokers and
among female less-than-daily smokers.

National Institutes of Health ( CA082569 to A.V.P.).

19719796

Lloyd-Richardson,
Elizabeth E, EE

Motivation and patch treatment for
HIV+ smokers: a randomized
controlled trial.

Ib

RCT

high

n= 444

HIV+ smoker referrals from eight
immunology clinics in the
northeastern United States.

more intensive motivationally enhanced (ME) treatment plus
NRT

standard care (SC) treatment plus nicotine
replacement therapy (NRT)

2, 4 and 6 months

Intent-to-treat (ITT) abstinence rates at 2-month, 4-month and 6-month follow-ups were 12%, 9% and 9%, respectively, in the
ME condition, and 13%, 10% and 10%, respectively, in the SC condition, indicating no between-group differences. Among
412 participants with treatment utilization data, 6-month ITT abstinence rates were associated positively with low nicotine
dependence (P = 0.02), high motivation to quit (P = 0.04) and Hispanic American race/ethnicity (P = 0.02). Adjusting for
these variables, each additional NRT contact improved the odds of smoking abstinence by a third (odds ratio = 1.32, 95%
confidence interval = 0.99–1.75).

This research was supported by grant R01-DA1234406 from the National Institute of Drug Abuse (R.
Niaura PhD), grant K23-HL069987 from the National
Heart, Lung and Blood Institute (E. Lloyd-Richardson
PhD), grant K07-CA95623 from the National Cancer
Institute (C. Stanton PI), an NIH-funded
Transdisciplinary Tobacco Use Research Center
(TTURC) Award (P50 CA084719), an NIH-funded
Lifespan/Tufts/Brown Center for AIDS Research
Award (P30 AI42853) and by the Robert Wood
Johnson Foundation.

19524389

McClure, Jennifer B, JB

Ib
Impact of a brief motivational
smoking cessation intervention the
Get PHIT randomized controlled trial.

RCT

high

n= 536

Smokers were recruited from the
community, regardless of their
interest in quitting smoking.

brief ( 20 minutes), personally tailored counseling sessions
based on their lung functioning, carbon monoxide (CO)
exposure, and smoking-related health conditions

generic smoking-risk information and
personalized counseling about their diet,
BMI, and physical activity

6 and 12 months

Participants who received the experimental treatment demonstrated no greater motivation to quit, use of treatment services,
or abstinence compared to controls at either follow-up assessment. In fact, controls reported greater motivation to quit at 12
months (M 3.42 vs 3.20, p 0.03), greater use of pharmacotherapy at 6 months (37.8% vs 28.0%, p 0.02), and greater 30day point prevalent abstinence at 6 months, after controlling for relevant covariates (10.8% vs 6.4%, adjusted p 0.04).

This study was supported by the National Cancer
Institute (R01 CA100341) and the Group Health
Center for Health Studies in Seattle.

19299409

McClure, Jennifer B, JB

Immediate and short-term impact of
a brief motivational smoking
intervention using a biomedical risk
assessment: the Get PHIT trial.

IIb

RCT

medium

n= 536

smokers

brief ( 20 minutes), personally tailored counseling sessions
based on their lung functioning, carbon monoxide (CO)
exposure, and smoking-related health conditions

generic smoking-risk information and
personalized counseling about their diet,
BMI, and physical activity

1 month

Immediately posttreatment, experimental participants rated themselves as more likely to try to quit ( p = .02) and report- ed a
greater mean increase in their motivation to quit than con- trols ( p = .04). At 1-month follow-up, however, we found no signifi
cant group differences on any motivational indices. In post- hoc analyses comparing smokers in the experimental group with
and without lung impairment, pe rsons with impaired lung func- tioning had a greater change from baseline in posttreatment
mo- tivation to quit (adjusted p = .05) and perceived risk of developing a smoking-related disease ( p = .03) compared with
persons with no lung impairment, but we found no signifi cant treatment effect on any motivational indices at 1 month.

National Cancer Institute ( CA100341) and Group
Health.

18269367

Brendryen, Håvar, H

Happy ending: a randomized
controlled trial of a digital multimedia smoking cessation
intervention.

Ib

RCT

high

n= 396

the internet- and cell-phone-based Happy Ending intervention. The control group received a self-help
subjects willingness to quit
smoking and being aged 18 years The intervention programme lasted 54 weeks and consisted of booklet.; NRT
more than 400 contacts by e-mail, web-pages, interactive
or older.
voice response (IVR) and short message service (SMS)
technology; NRT

1, 3, 6 and 12 months

Participants in the treatment group reported clinically and statistically significantly higher repeated point abstinence rates
than control participants [22.3% versus 13.1%; odds ratio (OR) = 1.91, 95% confidence interval (CI): 1.12–3.26, P = 0.02;
intent-to-treat). Improved adherence to NRT and a higher level of post-cessation self-efficacy were observed in the treatment
group compared with the control group.

This trial wasmade possible through the cooperation
and co-funding between the University of Oslo,
Happy Ending AS and the Norwegian Research
Council. Pfizer Norway provided a free supply of NRT.

18155287

Prochaska, James O, JO

Initial efficacy of MI, TTM tailoring
and HRI\'s with multiple behaviors
for employee health promotion.

n= 1 400

employees at a major medical
university

The treatment protocol included an HRI session for everyone
and in addition either a recommended three TTM online
sessions or three MI in person or telephone sessions over 6
months.

6 months

Compared to the HRI only group, the MI and TTM groups had significantly more participants in the Action stage for exercise
and effective stress management and significantly fewer risk behaviors at 6 months. MI and TTM group outcomes were not
different

This study was supported by CDC Grant 1 RO1
DP000103 to Susan Butterworth, Ph.D

17943620

Parker, Donna R, DR

Feasibility, cost, and costeffectiveness of a telephone-based
motivational intervention for
underserved pregnant smokers.

IIb

RCT

medium

n= 358

women

a motivational telephone counseling intervention (MI)
delivered by trained counselors using a semistructured
protocol

6 months

Although this population was very mobile, the MI counselors were able to reach 86% of the women with at least one call and
46% received all three calls. The group receiving three MI calls had a cotinine-confirmed quit rate of 23%. Cost-effectiveness
analyses for those women receiving telephone counseling supported the net benefit in favor of the three phone calls
compared with the women who did not receive any telephone calls, with an effectiveness to cost ratio of 1:$84.

This research was supported by National, Heart,
Lung, and Blood Institute grant HL57457. The
authors thank Cindy Davis for the statistical
programming

17173716

Horn, Kimberly, K

Efficacy of an emergency
department-based motivational
teenage smoking intervention.

IIb

RCT

medium

n= 75

teenagers

motivational tobacco intervention (MTI)

6 months

Similar to past clinic-based studies of motivational inter- viewing with teenage smokers, our study found negative results in
terms of intervention efficacy for cessation. Six- month follow-up cessation rates were nonsignificant — two teenagers quit
smoking. Among teenagers who were available at follow-up, a medium effect size (Cohen’s h = .38) was found for reduction
and a large effect size (Cohen’s h = .69) was found for percentage reduction, although these results also were not
statistically significant.

Funding for this study was provided by the United
States Department of Health and Human Services,
Agency for Healthcare Research and Quality (5 R18
HS010736-04)

17007707

Soria, Raimundo, R

A randomised controlled trial of
motivational interviewing for smoking
cessation.

n= 200

smokers

anti-smoking advice (n = 86) and motivational interviewing (n
= 114). Subjects in both groups were offered bupropion when
nicotine dependency was high (Fagerström score >7).

6 and 12 months

motivational interviewing action was 5.2 times higher than anti-smoking advice (18.4 % compared to 3.4%; 95% confidence
interval = 1.63 to 17.13).

Research project financed by the Department of
Health, Health Science Institute of the Government of
the Autonomous Communities of Castille – La
Mancha,(Spain) according to the decision taken at
the meeting of 19 February 2003 (D. O. C. M.
number 21)

16873594

Hokanson, Jennifer M, JM Integrated tobacco cessation
counseling in a diabetes selfmanagement training program: a
randomized trial of diabetes and
reduction of tobacco.

n= 114

subjects recruited from an
ongoing type 2 diabetes adult
edu- cation program at a large
diabetes center.

Intervention (n = 57; face- to-face motivational interviewing
plus telephone counsel- ing and offering of medication)

3 and 6 months

Intensive intervention using motivational interviewing integrated into a standard DSMT program resulted in a trend toward
greater abstinence at 3 months of follow-up in those receiving the intervention. However, this same trend was not observed
at 6 months. The addition of this structured smoking cessation intervention did not nega- tively affect either diabetes
education or other measures of diabetes management, including A1C value

This research was funded by a grant from the
Minnesota Partnership for Action Against Tobacco

RCT

RCT

IIb

RCT

medium

brief advice or care as usual

standard care (n = 57)

Comments
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Individualized motivational intervention (IMI) ndividualized
motivational intervention (IMI) ndividualized motivational
intervention (IMI)

n= 58

college smokers with elevated
depressive symptomatology

CBT,

nutrition-focused attention-matched control 3 and 6 months
group

Relative to CG participants,significantly more CBT participants reduced smoking intensity by 50% at end of treatment.
Although CBT participants maintained smoking reductions at 3- and 6 months follow-up, group differences were no longer
significant. No group differences in smoke cessation emerged. Finally, participants of both groups evidenced increased
motivation to stop smoking at end of treatment.

very high

n=

pregnant and nonpregnant
samples

motivational interviewing (MI)

BAD brief advice, LIT literature, brochures,
or pamphlets, RX pharmacotherapy, etc.

For nonpregnant samples, combined results suggest that MI significantly outperformed comparison condi- tions at long-term
follow-up points ( d c .17). The magnitudes of this result represented a 2.3% difference in abstinence rates between MI and
comparison groups. All analyses investigating the impact of moderating participant, intervention, and study design
characteristics on outcome were nonsignificant, with the exception of studies including international, non-U.S. samples,
which had larger effects overall. Several subgroups of studies had significant combined effect sizes, pointing to potentially
promising appli- cations of MI, including studies that had participants with young age, medical comorbidities, low tobacco
dependence, and, consistent with clinical practice guidelines, low motivation or intent to quit. Effects were smaller among
pregnant samples. In addition, significant combined effect sizes were observed among subgroups of studies that
administered less than 1 hr of MI and among studies that reported high levels of treatment fidelity

SR

very high

13 studies

adult smokers

actual (clinical studies) or imagined (analogue studies)
personalised DNA-ba sed disease risk estimates for diseases
for which the risk coul d plausibly be reduced by behavioural
change

Ia

SR

very high

n=9845

motivational interviewing (MI)
eight comprised adolescent
samples, eight comprised adults
with chronic physical or mental
illness, five comprised
pregnant/postpartum women and
10 comprised other adult samples.

control condition

Four categories of studies were
created by follow-up time- point:
between 4 and 8 weeks inclusive,
between 10 and 12 weeks inclusive,
between 22 and 26 weeks inclusive
and 52 week

overall OR comparing likelihood of abstinence in the MI versus control condition of 1.45 (95% CI or CI 1.14 to 1.83). These
findings suggest that current MI smoking cessation approaches can be effective for adoles- cents and adults. However,
comparative efficacy trials could be useful.

This work was supported by the National Institutes of
Health [CA108685 to CH, CA006927 to Fox Chase
Cancer Center]

Motivational enhancement therapy
for high-risk adolescent smokers.

IIb

RCT

medium

n= 81

adjudicated adolescents

motivational enhancement therapy (MET)

education control

1 and 6 months

Results suggest that although between-group differences on outcome measures were not significant at follow-up, smoking
behavior decreased in both groups with approximately 10% achieving 1-month smoking abstinence at 6- month follow-up.
Furthermore, participant response to MET varied by level of alcohol use and impulsivity such that participants with lower
levels of alcohol use and impulsivity had significantly greater response to MET. In contrast, participants who endorsed higher
rates of alcohol use and impulsivity responded better to the control than the MET condition

This work was supported by a grant from the National
Institute on Drug Abuse awarded to the first author
(DA13182-02).

Kelly, Adrian B, AB

The HYP program-targeted
motivational interviewing for
adolescent violations of school
tobacco policy.

IV

RCT

very low

n=56

66% male, mean age 15 years,
high school students

one-hour motivational interview (MI)
The SC intervention was built on a widely used
session or to standard care
psychoeducation model, where knowledge
dissemination/attainment is assumed to result in change. The (advice/education)
interventions differed in content and focus. The MI
intervention primarily explored the meaning of smoking in their
lives, the positives and negatives of smoking/quitting, the
impact of smoking on self-concept, health goals, and
identification of obstacles to goal attainment

3 and 6 month follow-up

The MI intervention resulted in significant short-term reductions in quantity and frequency of smoking relative to standard
care, however, effects were not maintained at 3- and 6-month follow-up. Improvements in refusal self-efficacy were significant
relative to standard care . For quantity of cigarettes per smoking day, the overall model showed nonsignificant effects for time
and group, and a significant group by time interaction, F (3,52)=4.08, p <.01. Relative to the SC group, MI was associated
with signi- ficantly reduced smoking quantity (on days when smoking occurred) at one-month follow-up, but at 3- and 6-month
follow-up, the two conditions were not significantly different. The SC condition did not show significant variation in smoking
quantity. There was an acceptable risk of Type II error (observed power=0.79) and a small effect size for the interaction (0.18)

The study was funded by NHMRC Project 189414
awarded to the first author.

16778147

Okuyemi, Kolawole S, KS

IIb
Pathways to health: a cluster
randomized trial of nicotine gum and
motivational interviewing for smoking
cessation in low-income housing.

16298723

McClure, Jennifer B, JB

Ib
Proactive, motivationally enhanced
smoking cessation counseling
among women with elevated cervical
cancer risk.

RCT

high

n = 275

female smokers with elevated risk The present study assessed the acceptability and impact of a
for cervical cancer
proactively delivered, motivationally tailored phone counseling
program targeted to women with elevated risk for cervical
cancer. Female smokers with a recent abnormal pap exam or
a colposcopy were contacted and invited to participate,
regardless of their interest in quitting smoking. Participants
were randomly assigned to usual care (UC) or UC plus
motivationally enhanced phone counseling (MEC).

6 months

The intervention was well received: 79% of eligible women enrolled (n5275), and 90% completed at least three of four calls.
Participation did not vary by baseline motivation to quit. Compared with control subjects, counseling participants were more
likely to seek additional treatment services and had a higher 7-day point-prevalence abstinence rate at 6 months (20% MEC
vs. 12% UC, p,.05). MEC impact was sustained at 12 months, but abstinence increased among the UC group (18% MEC vs.
20% UC, p5ns). There was no difference in repeated point-prevalence abstinence at 6 and 12 months (11% MEC vs. 10%
UC, p5ns). Outcomes were similar in a subgroup of 229 women who, at baseline, were interested in quitting in the next 6
months.

National Cancer Institute grant CA84603, with
additional support from CA74517 and from National
Institute on Drug Abuse grant DA11194.

A randomized controlled trial of an
individualized motivational
intervention on smoking cessation
for parents of sick children: a pilot
study.

22171728

Schleicher, Holly E, HE

Mood management intervention for
college smokers with elevated
depressive symptoms: a pilot study.

RCT

21114344

Hettema, Jennifer E, JE

Motivational interviewing for smoking Ia
cessation: a meta-analytic review.

SR

20927756

Marteau, Theresa M, TM

Ia
Effects of communicating DNAbased disease risk estimates on riskreducing behaviours.

20675688

Heckman, Carolyn J, CJ

Efficacy of motivational interviewing
for smoking cessation: a systematic
review and meta-analysis.

17428617

Helstrom, Amy, A

16920183

Comments

The quit rate at 1 month was 7.5% (95% CI, 0–21) in the intervention group and 2.5% (95% CI, 0–7) in the control
group.Preliminary results indicated that the IMI provided by nurses seemed to be effective in helping resistant parents of sick
children stop smoking. They also suggested that it was acceptable and feasible to implement such intervention in a pediatric
outpatient clinic/ward in Hong Kong.

smoking parents of sick children

Chan, Sophia S C, SS

very low

N
N= 80

16106336

This work was supported by the National Institute of
Drug Abuse (NIDA) and the University of Montana,
Missoula, MT

Meta-analyses revealed no statistically significant effects on either short- term (less than 6 months) smoking cessation (OR
1.35, 95% CI 0.76 to 2.39, P = 0.31, n = 3 studies) or cessation after six months (OR 1.07, 95% CI 0.64 to 1.78, P = 0.80, n
= 4 studies). Two clinical s tudies assessed diet and found effects that significantly favo ured DNA-based risk estimates (OR
2.24, 95% CI 1.17 to 4.27, P = 0.01). No statistically significant effects were found in the two studi es assessing physical
activity (OR 1.03, 95% CI 0.59 to 1.80, P = 0.9 2) or the one study assessing medication or vitamin use aimed a t reducing
disease risks (OR 1.26, 95% CI 0.58 to 2.72, P = 0.56). For the six non-clinical analogue studies, meta-analysis revea led a
statistically significant effect of DNA-based risk on inten tion to change behaviour (SMD 0.16, 95% CI 0.04 to 0.29, P = 0.01).

10

Citation

First Author

Degree of
Evidence

Title (shortened)

Study type

Study
quality

N

16096304

Tappin, D M, DM

Randomised controlled trial of home
based motivational interviewing by
midwives to help pregnant smokers
quit or cut down.

RCT

high

n= 762

15784061

McCambridge, Jim, J

IIb
Deterioration over time in effect of
Motivational Interviewing in reducing
drug consumption and related risk
among young people.

RCT

medium

n= 200

Patient character-istics
pregnant women who were
regular smokers at antenatal
booking

Inter-vention

Com-parison

Length of follow-Up

Outcome and effect size

Funding

Midwives provided standard health promotion including
information on smoking and pregnancy from a health
education book given to all pregnant women in Scotland
(www.hebs.com/ readysteadybaby). Women in the
intervention group were offered two to five additional home
visits of about 30 minutes’ duration from the same study
midwife

All women received standard health
promotion information. Women in the
intervention group were offered
motivational interviewing at home

12 weeks after treatment onset

17/351 (4.8%) women in the intervention group stopped smoking (according to self report and serum cotinine concentration <
13.7 ng/ml) compared with 19/411(4.6%) in the control group. Fifteen (4.2%) women in the intervention group cut down (self
report and cotinine concentration less than half that at booking) compared with 26 (6.3%) in the control group. Fewer women
in the intervention group reported smoking more (18 (5.1%) v 44 (10.7%); relative risk 0.48, 95% confidence interval 0.28 to
0.81). Birth weight did not differ significantly (mean 3078 g v 3048 g)

Funding: Chief Scientist at the Scottish Executive,
the Scottish Cot Death Trust, and the BUPA
Foundation.

MI

assessment- only control condition

3 and 12 months

A satisfactory follow-up rate (81%) was achieved. After 12 months, 3-month differences between MI and assessment-only
groups have disappeared almost entirely. Unexpected improvements by the assessment-only control g roup on a number of
outcomes suggest the possibility of reactivity to the research assessment at 3-month follow-up

The original trial was undertaken in the context of a R
esearch Training Fellowship awarded by the NHS
Exec- utive (London/South Thames) to the first author
under the supervision of the second author. We are
grateful to Action on Addiction for additional funding
to enable the longer-term follow-up study reported
here,
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Comments

There was not a significant difference between study groups in the number of callbacks completed. There was also no
difference in 7- or 30-day nonsmoker prevalence rates measured after 3 months' follow-up or reported use of the free nicotine
replacement therapy between those assigned to either the 2- or 4-callback protocols. The cost per quit was essentially the
same in both groups (2 callbacks--$442 per quit vs 4 callbacks--$445 per quit).

adult (18+ years)
Medicaid/uninsured current
smokers (10+ cigarettes per day)
who called the NYSSQL between
February and March 2009
seeking help to stop smoking

At the time of the study, the NYSSQL provided
Medicaid/uninsured callers with up to 6 weeks of free nicotine
medications and up to 4 counseling callbacks. Half the
subjects were randomized to standard care with up to 4
counseling callbacks with the remaining subjects offered only
2 counseling callbacks. All participants were sent a minimum
of a 2-week supply of nicotine replacement therapy, with
some receiving up to 6 weeks. Participants were recontacted
3 months after enrollment in the study to assess smoking
status.

smokers

Our primary objective was to test the effectiveness of stagebased interventions in helping smokers to quitWe included
randomized controlled trials, which compared stage-based
interventions with non-stage-based controls, with ’usual care’
or with assessment only. We excluded trials which did not
report a minimum follow-up period of six months from start of
treatment, and those which measured stage of change but did
not modify their intervention in the light of it.

6 months

The main outcome was abstinence from smoking for at least six months. We used the most rigorous definition of abstinence,
and preferred biochemically validated rates where reported. Where appropriate we performed meta-analysis to estimate a
pooled risk ratio, using the Mantel-Haenszel fixed-effect model.

Current treatment seeking
smokers

Eligible participants were randomized to one of three smokingcessation interventions: web-based counseling (n=401),
proactive telephone-based counseling (PTC; n=402), or
combined PTC and web counseling (n=399). All participants
received a standard 12-week FDA-approved course of
varenicline. Self-report determined the primary outcomes (7day point prevalent abstinence at 3- and 6-month follow-up),
the number of days varenicline was taken, and treatmentrelated symptoms. Behavioral measures determined utilization
of both the web- and phone-based counseling.

3 months, 6 months

Intent-to-treat analyses revealed relatively high percentages of abstinence at 3 months (38.9%, 48.5%, 43.4%) and at 6
months (30.7%, 34.3%, 33.8%) for the web, PTC, and PTC web groups, respectively. The PTC group had a significantly
higher percentage of abstinence than the web group at 3 months, OR=1.48, 95% CI 1.12–1.96, but no between-group
differences in abstinence outcomes were seen at 6 months.

smokers

Following the Russell Standards, studies were selected
according to design, analysis of data [intention-to-treat
(ITT)/per protocol (PP)], documentation of abstinence and
length of follow-up. Cochrane reviews of pharmacological
studies were used as the benchmark.

smokers

We included only RCTs that reported biochemically validated
smoking cessation outcomes at 6 and/or 12 months after the
target quit date. Outcomes were aggregated using
hierarchical Bayesian random-effects models. We identified
50 RCTs, which randomized n 1 ⁄4 26 927 patients (minimal
clinical intervention: 9 RCTs, n 1 ⁄4 6456; individual
counselling: 23 RCTs, n 1 ⁄4 8646; group counselling: 12
RCTs, n 1⁄4 3600; telephone counselling: 10 RCTs, n 1⁄4
8225).

financial support from Pfizer to attend a 1-day
advisory meeting in 2008, and a small grant from
Pfizer to support recruitment and study intake.

Although ITT analysis is the standard scientific approach advocated, most studies of BMSCPs reviewed were analysed by
using the PP approach and were based on self-reported point prevalence estimates. This resulted in the reported 1-year quit
rates between 16%–45% (PP) and 9%–23% (ITT). In contrast, phar- macological studies are conservative, as they are
randomised, use ITT analysis and have continuous quit rates with biochemical verification of abstinence.

6 months, 12 months

The estimated mean treatment effects were minimal clinical intervention [odds ratio (OR) 1.50, 95% credible interval (CrI)
0.84–2.78], individual counselling (OR 1.49, 95% CrI 1.08–2.07), group counselling (OR 1.76, 95% CrI 1.11–2.93), and
telephone counselling (OR 1.58, 95% CrI 1.15–2.29).

the Canadian Institutes of Health Research (CIHR
grant number 81257). S.M. was supported by a Cana dian Cardiovascular Outcomes Research Team
(CCORT) summer stu- dentship funded through a
CIHR Team Grant in Cardiovascular Outcomes
Research. M.J.E. is a senior physician -scientist of
the Fonds de la Recherche en Sante ́ du Que ́bec .
L.P. is a physician -scientist of the Canadian
Institutes for Health Research . J.O’L. is the
Canada.Research Chair in the Early Determinants of
Adult Chronic Disease .L.J. is a scientist of the Fonds
de la Recherche en Sante ́ du Que ́bec .S.R. is a
physician-scientist of the Fonds de la Recherche en
Sante ́ du Que ́ bec .
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the National Cancer Institute, grant #RO1 CA 9097401.

For every intervention strategy, only the most recent
publications were included. 23 studies met the inclusion
criteria. The included intervention strategies and policies were
ranked according to their effect size, taking into account the
number of original studies, the proportion of studies with an
positive effect and the presence of a long-term effect.

Group behavioral therapy (OR 2.17, CI 1.37-3.45) bupropion (OR 2.06, CI 1.77-2.40) intensive physician advice (OR 2.04, CI
1.71-2.43) nicotine replacement therapy (OR 1.77, CI 1.66-1.88) individual councelling (OR 1.56, CI 1.32-1.84) telephone
councelling (OR 1.56, CI 1.38-1.77) nursing intervention (OR 1.47, CI 1.29-1.67) and tailored self care intervention (OR 1.42,
CI 1.26-1.61). A 10% increase in price increased cessation rates at 3-5%. Comprehensive clean indoor laws increased quit
rates by 12-38%.

EUROCADET and funded by the 6th Framework
program of the commission of European communities
(EUROCADET: SP23-CT-2005-006528, contact
number 006528)

non-pregnant smokers aged 16
or more residing in England who
called the quitline between
February 2009 and February
2010 and agreed to set a quit date

Two interventions were offered in addition to standard
support: six weeks’ nicotine replacement therapy, provided
free, and proactive counselling sessions (repeat telephone
calls from, and interaction with, cessation advisors).

At six months, 17.7% (n=229) of those offered nicotine replacement therapy reported smoking cessation compared with
20.1% (n=261) not offered such therapy (odds ratio 0.85, 95% confidence interval 0.70 to 1.04), and 18.2% (n=236) offered
proactive counsellingreported smoking cessation compared with 19.6% (n=254) offered standard support (0.91, 0.75 to 1.11).
Data validated by carbon monoxide readings changed the findings for nicotine replacement therapy only, with smoking
cessation validated in 6.6% (85/1295) of those offered nicotine replacement therapy compared with 9.4% (122/1296) not
offered such therapy (0.67, 0.50 to 0.90).

female smokers

A total of 39 studies were identified. In efficacy
studiesherapists addressed weight concerns and nonpharmacological aspects of smoking, taught mood/stress
management strategies, and scheduled the quit date to be
timed to the menstrual cycle. In effectiveness studies,
therapists were peer counselors, provided telephone
counseling, and/or distributed gendered booklets, videos, and
posters. Among efficacy studies, interventions addressing
weight gain/concerns showed the most promising results. If
medication can support smoking cessation in women and how
it interacts with non-pharmacological treatment also warrant
further research.

Women- specific tobacco programs help women stop smoking, although they appear to produce similar abstinence rates as
non-sex/gender specific programs. Offering interventions for women specifically may reduce barriers to treatment entry and
better meet individual preferences of smokers. Developing approaches that fully account for the multiple challenges
treatment-seeking women face is still an area of research.

n = 2277

asian smokers

Subjects (N = 2277) were stratified by language and randomly
assigned to telephone counseling (self-help materials and up
to six counseling sessions; n = 1124 subjects) or self-help
(self-help materials only; n = 1153 subjects) groups: 729
Chinese subjects (counseling = 359, self-help = 370), 848
Korean subjects (counseling = 422, self-help = 426), and 700
Vietnamese subjects (counseling = 343, self-help = 357). The
primary outcome was 6-month prolonged abstinence.
Intention-to-treat analysis was used to estimate prolonged
abstinence rates for all subjects and for each language group.
All statistical tests were two-sided.

In the intention-to-treat analysis, counseling increased the 6-month prolonged abstinence rate among all smokers compared
with self-help (counseling vs self-help, 16.4% vs 8.0%, difference = 8.4%, 95% confidence interval [CI] = 5.7% to 11.1%, P <
.001). Counseling also increased the 6-month prolonged abstinence rate for each language group compared with self-help
(counseling vs self-help, Chinese, 14.8% vs 6.0%, difference = 8.8%, 95% CI = 4.4% to 13.2%, P < .001; Korean, 14.9% vs
5.2%, difference = 9.7%, 95% CI = 5.8% to 13.8%, P < .001; Vietnamese, 19.8% vs 13.5%, difference = 6.3%, 95% CI =
0.9% to 11.9%, P = .023).

grant from the National Cancer Institute at the
National Institutes of Health (R01CA104573 to
S.H.Z.). The recruitment of smokers for the study
was facilitated by the California Smokers’ Helpline,
which was funded by the California Department of
Public Health (contract numbers 00-90605 and 0545834 to S.H.Z.).

n = 443

smokers

We conducted a randomized controlled trial from June 1,
2004, through May 31, 2009, to compare tele- phone-based
chronic disease management (1 year; longi- tudinal care [LC])
with evidence-based treatment (8 weeks; usual care [UC]) for
tobacco dependence. A total of 443 smokers each received 5
telephone counseling calls and nicotine replacement therapy
by mail for 4 weeks. They were then randomized to UC (2
additional calls) or LC (con- tinued counseling and nicotine
replacement therapy for an additional 48 weeks). Longitudinal
care targeted repeat quit attempts and interim smoking
reduction for relapsers.

At 18 months, 30.2% of LC participants re- ported 6 months of abstinence from smoking, com- pared with 23.5% in UC
(unadjusted, P = .13). Multivar- iate analysis showed that LC (adjusted odds ratio, 1.74; 95% CI, 1.08-2.80), quit attempts in
past year (1.75; 1.06- 2.89), baseline cigarettes per day (0.95; 0.92-0.99), and smoking in the 14- to 21-day interval post-quit
(0.23; 0.14- 0.38) predicted prolonged abstinence at 18 months. The LC participants who did not quit reduced smoking more
than UC participants (significant only at 12 months). The LC participants received more counseling calls than UC participants
(mean, 16.5 vs 5.8 calls; P

grant P50 DA013333 (National Cancer
Institute/National Insti- tute on Drug Abuse) from the
Transdisciplinary To- bacco Use Research Center on
Tobacco Exposure Re- duction.

clinical trial

n = 819

smokers

We calculated the incremental cost per quit of a telephone
care intervention versus usual care using the provider’s
perspective. The study population was 819 smokers at five
US Veterans Affairs (VA) primary care clinics. They enrolled in
the clinical trial between June 2001 and December 2002. After
12 months the participants were assessed for short- and longterm abstinence over the previous six months. VA records
were used to extract the cost of VA services over 12 months,
and the cost of care purchased by the VA from others.

Intervention costs were derived through micro-costing. On average, the intervention cost $142 per person, excluding
medications. The average cost of all VA-funded medical care during the study period was $8959 in the telephone-care arm
and $7939 in the usual care arm (P 1 ⁄4 0.37). Under a standard intent-to-treat analysis the average cost per quit was
$11,408 and thus the intervention was cost-effective by conventional standards.

funded by the Department of Veterans Affairs Health
Services Research and Development Service (SUI
99101-1) and the University of Minnesota Medical
School.

RCT

n = 407

Adult Arabic smokers

Glasgow, Russell E, RE

Long-term results of a smoking
reduction program.

IIb

RCT

medium

18941375

Lemmens, Valery, V

Effectiveness of smoking cessation
interventions among adults: a
systematic review of reviews.

Ia

Review

very high

22446739

Ferguson, Janet, J

Effect of offering different levels of
support and free nicotine
replacement therapy via an English
national telephone quitline:
randomised controlled trial.

RCT

22324357

Torchalla, Iris, I

Smoking cessation programs
targeted to women: a systematic
review.

SR

22282542

Zhu, Shu-Hong, SH

The effects of a multilingual
telephone quitline for Asian
smokers: a randomized controlled
trial.

Ib

RCT

high

22123795

Joseph, Anne M, AM

Ib
Chronic disease management for
tobacco dependence: a randomized,
controlled trial.

RCT

high

22025745

Smith, Mark W, MW

Cost-effectiveness of an intensive
telephone-based intervention for
smoking cessation.

21896264

Girgis, Seham, S

Feasibility, acceptability and impact
of a telephone support service
initiated in primary medical care to
help Arabic smokers quit.

IIb

N

Both intervention and control conditions continued to improve from 3- to 12-month assessments. Between-condition differences using intent-to-treat analyses on both self-report and carbon monoxide measures were nonsignificant by the 12month follow-up (25% vs. 19% achieved 50% or greater reductions in cigarettes smoked). The intervention was implemented
consistently despite logistical constraints and was generally robust across patient char- acteristics (eg, education, ethnicity,
health literacy, dependence).

19106739

n = 320

n = 2591

adult smokers

A generally representative sample of 320 adult smokers from
an HMO scheduled for outpatient surgery or a diagnostic
procedure was randomized to enhanced usual care or a
theory-based smoking reduction intervention that combined
telephone counseling and tailored newsletters. Outcomes
included cigarettes smoked, carbon monoxide levels, and
costs.

adult smokers

12 months

6 and 18 months

usual care vs. six sessions of smoking
cessation telephonesuppert delivered by
bilingual psychologists

6 and 12 months

Comments

Although 62,2 % of participants indicates that telephone support would benefit Arabic smokers, there were no significant
differences al 6 or 12 months between intervention and controll group in point prevalence abstinent rates (11.7% vs. 12.9 %,
P = 0.83; 8.4 % vs 11.3 %, P = 0.68, respectively) or the mean shift in stage-of-change towards intervention to quit.

12

Citation

First Author

Degree of
Evidence

Title (shortened)

Study type

21667366

Schnoll, Robert A, RA

A novel recruitment message to
increase enrollment into a smoking
cessation treatment program:
preliminary results from a
randomized trial.

RCT

21666098

Tzelepis, Flora, F

Proactive telephone counseling for
smoking cessation: meta-analyses
by recruitment channel and
methodological quality.

meta analysis

21661618

Smith, Patricia M, PM

Nurse case-managed tobacco
cessation interventions for general
hospital patients: results of a
randomized clinical trial.

RCT

21464680

Carlin-Menter, Shannon, S Does offering more support calls to
smokers influence quit success?

21402601

Segan, C J, CJ

Does extended telephone callback
counselling prevent smoking
relapse?

21371155

Walker, Natalie, N

21330267

Study
quality

N

Patient character-istics

Inter-vention

Length of follow-Up

Outcome and effect size

Funding
Commonwealth of Pennsylvania Department of
Health grant (SAP 4100027297), by a National
Cancer Institute Center of Excellence in Cancer
Communication Research grant (P20 CA95856-07),
and by National Cancer Institute and National
Institute on Drug Abuse grants (P50 CA/DA84718
and P50 CA143187). Pfizer provided the study
medication free of charge.

6-9 months, 12-18 months

Methodological quality ratings indicated two strong, 10 moderate, and 12 weak studies. Overall, compared with self-help
materials or no intervention control groups, proactive telephone counseling had a statistically signifi- cantly greater effect on
point prevalence abstinence (nonsmoking at follow-up or abstinent for at least 24 hours, 7 days before follow-up) at 6–9
months (relative risk [RR] = 1.26, 95% confidence interval [CI] = 1.11 to 1.43, P < .001, I2 = 21.4%) but not at 12–15 months
after recruitment. This pattern also emerged when studies were seg- regated by recruitment channel (active, passive) or
methodological quality (strong/moderate, weak). Overall, the positive effect on prolonged/continuous abstinence (abstinent
for 3 months or longer before follow-up) was also statistically significantly greater at 6–9 months (RR = 1.58, CI = 1.26 to
1.98, P < .001, I2 = 49.1%) and 12–18 months after recruitment (RR = 1.40, CI = 1.23 to 1.60, P < .001, I2 = 18.5%).

Centre for Health Research & Psycho- Oncology,
which is funded by the Cancer Council New South
Wales and the University of Newcastle and receives
infrastructure support from the Hunter Medical
Research Institute and the University of Newcastle
Priority Research Centre for Health Behaviour.

1 year

Confirmed 1-year abstinence was 28% for Intensive (85/301) and 24% for Brief (76/315). Abstinence was significantly higher
for patients who did not use pharmacotherapy (36%) versus those who did (16%) and for patients with CVD (40%) versus
other diagnoses (20%). Because this was a replication trial, benchmarks for planning can be suggested: 12% to 15%
recruitment of identified smokers, 90% plus completion for Intensive, 15% drop-out, and 75% abstinence corroboration.

Smokers or recent ex- smokers were randomized at
recruitment: 734 usual care and 710 intervention. An inclusion
criterion of subsequently quitting for at least 1 week gave 346
usual care and 352 intervention participants. Seventy-four per
cent of inter- vention participants accepted extra calls and
received 4.3 on average but only 1.7 more post-quitting calls
than usual care group.

12 months

No significant differences were found between ex- tended contact and usual care groups on contin- uous abstinence (both
27% at 12 months) or any other cessation outcome. The tasks of quitting framework introduced in preparation for the trial
might have contributed to service improve- ment in relapse prevention (10% increased quit rate compared with an earlier
trial). However, the extra sessions did not provide any benefit.

Australia’s National Health and Medical Research
Council (Project Grant 180707]; The Victorian
Smoking and Health Program (Quit Victoria).

smokers

Smokers who called the national Quitline for quitting support
were randomized to usual Quitline care or a box containing
different NRT products (patch, gum, inhaler, sublingual tablet,
oral pouch) to try for a week prior to quitting, and then to
choose one or two of these products for 8 weeks’ use.

3 months 6 months

No differences in 6-month quit rates (7-day point prevalence or continuous abstinence) were observed between the groups.
However, smokers allo- cated to the intervention group were more likely to have quit smoking at 3 months [self-reported point
prevalence, relative risk (RR) = 1.17, 95% confidence interval (CI): 1.02, 1.35, P = 0.03], had a longer time to relapse
(median 70 days versus 28 days, P < 0.01) and used significantly more NRT. The selection box concept was highly
acceptable to users, with the patch and inhaler combination the most popular choice (34%).

Health Research Council of New Zealand and the
Heart Foundation of New Zealand. NRT was
purchased for the intervention arm of the study from
Novartis Consumer Health Australasia Pty Ltd (patch
and gum), and provided free by Johnson and
Johnson Pacific (inhaler and sublingual tablet) and
Niconovum (oral pouch).

n = 1202

smokers

One thousand two hundred and two participants were
randomized to phone, Web, or combined phone–Web
cessation treatment. Services varied by modality and were
tracked using automated systems. All participants received 12
weeks of varenicline, printed guides, an orientation call, and
ac- cess to a phone supportline. Self-report data were
collected at baseline and 6-month follow-up.

6 months

Overall, participants utilized phone services more of- ten than the Web-based services. Among treatment groups with Web
access, a significant proportion logged in only once (37% phone–Web, 41% Web), and those in the phone–Web group
logged in less often than those in the Web group (mean = 2.4 vs. 3.7, p = .0001). Use of the phone also was correlated with
in- creased use of the Web. In multivariate analyses, greater use of the phone- or Web-based services was associated with
higher cessation rates. Finally, older age and the belief that certain treatments could improve success were consistent
predictors of greater utilization across groups. Other predictors varied by treatment group.

National Cancer Institute (grant # R01CA071358)
and is registered at Clinicaltrials.gov (NCT00301145).
Varenicline and nominal support for recruit- ing
participants were provided by Pfizer, Inc. Neither
funding entity had any role in the study design, the
collection, analysis, and interpretation of data, in the
writing of the report, or in the decision to submit the
report for publication.

n = 634

smokers

We recruited partnered smokers who called the American
Cancer Society’s Quitline and administered tele- phone
interviews (N = 634, 59% female, average age = 40 years).
Interviews included 8 dyadic efficacy items and a variety of
sociodemographic, smoking history, and relationship variables
at baseline and quit outcomes at 4 months.

4 months

Factor analysis of the dyadic efficacy items yielded a 1-factor scale with strong internal consistency (a = .92). Dy- adic
efficacy was positively associated (p < .0001) with smok- ing-specific support (r = .51), relationship satisfaction (r = .44), and
dyadic coping (r = .54). Dyadic efficacy was not asso- ciated with age, gender, race, relationship length, smoking quantity, or
previous quit attempts. Respondents with smoking partners who were willing to quit with them had higher dyadic efficacy
than those whose smoking partners were not (p < .0001). Higher baseline dyadic efficacy was predictive of 7-day point
prevalence quit rates at follow-up (odds ratio = 1.25, 95% CI = 1.02–1.53).

Dr. KRS’s work on this research was supported by a
Postdoc- toral Fellowship from the Cancer Prevention
and Control Training Program, Center for Health
Promotion and Preven- tion Research at the
University of Texas-Houston School of Public Health
(National Cancer Institute/National Institutes of
Health grant 2R-25-CA-57712). Dr. MJC was
supported by a Career Development Award from
National Institute on Drug Abuse (K23 DA020482).

n = 300

smokers

After formative work involving patients and cli- nicians, a brief
intervention was designed to facilitate tele- phone quitline use.
It was then evaluated in a randomized trial of 300 adults
scheduled for elective surgery. A control standard brief stopsmoking intervention served as a compar- ator, with both
interventions delivered by clinicians. The primary outcome
was the use rate of a quitline accessed through a dedicated
toll-free telephone number, with use defined as completing at
least one full counseling session. Secondary outcomes
included self-reported abstinence from cigarettes at 30 and 90
days postoperatively.

Subject characteristics were similar between the two groups. Records from the designated quitline documented that 29 of
149 subjects (19.5%) in the quitline intervention group and 0 of 151 subjects in the control group completed the first full
counseling session (P

grant RC-2006–2007 from Clearway Minnesota,
Minneapolis. ClinicalTrials.gov Identifier:
NCT00656500.

treatment-seeking smokers

During telephone recruitment, 125 treatment-seeking smokers
were randomized to receive by phone either a standard threat
message or a threat plus genetic prime message and were
offered open-label varenicline and counseling. There was a
greater rate of enrollment into the cessation program for the
threat plus genetic prime participants (51.7%) versus the
threat-only participants (37.7%; p = .03).

smokers

Twenty-four randomized controlled trials published before
December 31, 2008, included seven of active recruit- ment,
16 of passive recruitment, and one of mixed recruitment. We
rated methodological quality on selection bias, study design,
confounders, blinding, data collection methods, withdrawals,
and dropouts, according to the Quality Assessment Tool for
Quantitative Studies. We conducted random effects metaanalysis to pool the results according to abstinence type and
follow-up time for studies overall and segregated by
recruitment channel, and methodological quality. The level of
statistical heterogeneity was quantified by I2. All statistical
tests were two-sided.

n = 616

hospital patients

interventions included advice and pamphlets for Brief and
bedside counselling, take-home materials, and 7 postdischarge telephone counselling calls over 2 months for
Intensive.

RCT

n = 1444

smokers

Does improved access and greater
choice of nicotine replacement
therapy affect smoking cessation
success? Findings from a
randomized controlled trial.

RCT

N = 1410

Zbikowski, Susan M, SM

Ib
Utilization of services in a
randomized trial testing phone- and
web-based interventions for smoking
cessation.

RCT

21324838

Sterba, Katherine Regan,
KR

Dyadic efficacy for smoking
cessation: preliminary assessment
of a new instrument.

21317630

Warner, David O, DO

Clinician-delivered intervention to
facilitate tobacco quitline use by
surgical patients.

IIb

Com-parison

Smokers who self-identified from racial/ethnic minority groups were less likely to enroll in the cessation program (p = .01)
versus smokers who self-identified as Caucasian. These preliminary data suggest that a simple, affordable, and transportable
communication approach enhances enrollment of smokers into a smoking cessation program. A larger clinical trial to
evaluate a genetic prime message for improving recruitment into smoking cessation programs is warranted.

n = 125

brief smoking cessation interventions

Comments

medium

RCT

high
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18 months

At 18 months, the 30-day multiple point preva- lence abstinence rate across all follow-up intervals was 3.5% (BI), 4.5% (EI),
and 7.7% (EI

2 brief intervention conditions: (1) a telephone quitline (TQ) N
= 90; or (2) a brief direct treatment intervention (BDTI) N =
102.

90 days

The mood management intervention resulted in significantly higher prolonged abstinence rates at 6- and 12-month follow-up
(30.5% and 23.9% in experimental condition, 22.3% and 14.0% in the control condition). The odds ratios were 1.60 (95% CI
1.06–2.42) and 1.96 (95% CI 1.22–3.14) for both follow- ups. The mood management intervention did not seem to prevent
recurrence of depressive symptoms. Conclusions Adding a mood management component to telephone counselling for
smoking cessation in smokers with a past major depression increases cessation rates without necessarily reducing
depressive symptoms.

smokers with a past major
depression

The control intervention consisted of eight sessions of
proactive telephone counselling. The mood management
intervention was an integration of the control intervention with
a mood management component. This component consisted
of a self-help mood management manual, two more
preparatory proactive telephone counselling sessions and
supple- mentary homework assignments and advice. Setting
Dutch national smoking cessation quitline.

6 months, 12 months

The mood management intervention resulted in significantly higher prolonged abstinence rates at 6- and 12-month follow-up
(30.5% and 23.9% in experimental condition, 22.3% and 14.0% in the control condition). The odds ratios were 1.60 (95% CI
1.06–2.42) and 1.96 (95% CI 1.22–3.14) for both follow- ups. The mood management intervention did not seem to prevent
recurrence of depressive symptoms. Conclusions Adding a mood management component to telephone counselling for
smoking cessation in smokers with a past major depression increases cessation rates without necessarily reducing
depressive symptoms.

n = 1202

smokers

three smoking- cessation interventions: web-based
counseling (n

Intent-to-treat analyses revealed relatively high percentages of abstinence at 3 months (38.9%, 48.5%, 43.4%) and at 6
months (30.7%, 34.3%, 33.8%) for the web, PTC, and PTC–web groups, respectively. The PTC group had a signifıcantly
higher percentage of abstinence than the web group at 3 months (OR

National Cancer Institute (Grant R01CA071358) and
is registered at Clinicaltrials.gov (NCT00301145).
Varenicline and nominal support for recruiting
participants was provided by Pfızer, Inc.

RCT

n = 1817

adult smokers

Participants included 1817 adult smokers from 16 primary
care practices in the Virginia Ambulatory Care Outcomes
Research Network. Intervention: An expanded tobacco-use
“vital sign” intervention (identify smokers, advise cessation,
and assess readiness to quit) that was combined with fax
referral of preparation-stage smokers to a quitline providing
feedback to practices was compared to a traditional tobaccouse vital sign alone. Main outcome measures: The frequency
of cessation support (in-offıce discussion of methods to quit or
quitline referral) reported by patients in an exit survey
(September 2005–July 2006, analyzed in 2008) was
measured.

The adjusted percentage of smokers who reported receiving cessation support differed by 12.5% in intervention and control
practices (40.7% vs 28.2%, respectively; p

grant from the Agency for Healthcare Research and
Quality (Grant 5R21HS014854-02).

Randomized trial: Quitline specialist
training in gain-framed vs standardcare messages for smoking
cessation.

RCT

n = 2032

smokers

Twenty-eight specialists working at the New York State
Smokers’ Quitline (a free telephone-based smoking cessation
service) were randomly assigned to provide gain-framed or
standard-care counseling and print mate- rials. Smokers (n =
2032) who called the New York State Smokers’ Quitline
between March 10, 2008, and June 13, 2008, were exposed
to either gain-framed (n = 810) or standard-care (n = 1222)
messages, and all medically eligible callers received nicotine
replacement therapy. A subset of 400 call recordings was
coded to assess treatment fidelity.

2 weeks, 3 months

Specialists providing gain-framed counseling used gain-framed statements statistically significantly more fre- quently than
those providing standard-care counseling as assessed with frequency ratings for the two types of gain-framed statements,
achieving benefits and avoiding negative consequences (for achieving benefits, gain- framed mean frequency rating = 3.9 vs
standard-care mean frequency rating = 1.4; mean difference =

American College of Neuropsychopharmacology and
received travel reimbursement for talks at the
Controlled Release Society, the Drug Information
Association, and the Association for Medical
Education and Research in Substance Abuse.

[Effectiveness of telephone aftercare
following a smoking cessation
program for women on inpatient
rehabilitation].

RCT

n =527

inpatient female smokers

527 rauchende Mütter nahmen während ihres Aufenthalts in
Präventi- ons- oder Rehabilitationskliniken an einem Tabakentwöhnungskurs teil und wurden anschließend zufällig
einer von drei gen zugewiesen: Kontrollgruppe ohne
Nachsorge, strukturierte Telefonnachsorge oder non- direktive
Telefonnachsorge. Am Ende des Kurses und 6 Monate nach
Ende der Kur wurde der Rauchstatus der Teilnehmerinnen
erfasst.

6 Monate

Die strukturierte Telefonnachsorge erbrachte die höchste Abstinenzquote nach 6 Monaten (31,5 %; OR: 2,0; CI: 1,1 – 3,8).
Die non- direktive Telefonberatung führte nicht zu einer signifikanten Verbesserung der Abstinenzquo- ten.

ASAT wurde im Zusammenhang des Programms
„Forschungsverbünde für Suchtforschung “ vom
Bundesministerium für Bildung und For- schung
finanziell gefördert (01 EB 0441).

21220660

Graham, Amanda L, AL

A randomized trial of Internet and
telephone treatment for smoking
cessation.

Ib

RCT

high

n = 2005

Current adult smokers in the
United States who smoked 5 or
more ciga- rettes per day

21204686

Zanis, David A, DA

Comparing intervention strategies
among rural, low SES, young adult
tobacco users.

Ib

RCT

high

n = 192

non-treatment-seeking 18- to 24year-old tobacco consumers

21030529

Tzelepis, Flora, F

A randomised controlled trial of
proactive telephone counselling on
cold-called smokers\' cessation
rates.

RCT

20735366

van der Meer, Regina M,
RM

Effectiveness of a mood
management component as an
adjunct to a telephone counselling
smoking cessation intervention for
smokers with a past major
depression: a pragmatic randomized
controlled trial.

RCT

n = 485

20409497

Swan, Gary E, GE

Behavioral counseling and
varenicline treatment for smoking
cessation.

RCT

20307804

Rothemich, Stephen F, SF Promoting primary care smokingcessation support with quitlines: the
QuitLink Randomized Controlled
Trial.

20056957

Toll, Benjamin A, BA

19911325

Flöter, S, S

This study aimed to determine the relative effect of Internet and Internet plus
telephone treat- ment for smoking
cessation on smoking abstinence among
US adults. A priori hypotheses were that
Internet en- hanced with tailored content
and social support would outperform basic
Internet (BI) and that enhanced Inter- net
(EI) plus proactive telephone counseling
would out- perform the other conditions.

Comments
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n = 2151

adolescent smokers

Trained counselors delivered the motivational interviewing
plus cognitive behavioral skills training telephone intervention
to smokers in experimental schools during their senior year of
high school. Participants were followed up, with 88.8%
participation, to outcome ascertainment more than 1 year
after random assignment. The main outcome was 6-months
prolonged abstinence from smoking. All statistical tests were
two-sided.

The intervention increased the percentage who achieved 6-month prolonged smoking abstinence among all smokers (21.8%
in the experimental condition vs 17.7% in the control condition, difference = 4.0%, 95% confidence interval [CI] ==

National Institutes of Health (CA082569 to A.V.P.).

RCT

n = 1562

daily adult smokers

Between September 2005 and April 2007, 1562 adult daily
smokers randomly selected from the electronic NSW
telephone directory were recruited into an RCT. The
proportion of smokers and the cost per smoker recruited were
examined. Participants were compared to NSW adult daily
smokers from the NSW Population Health Survey and the
Centre for Health Research & Psycho-oncology Smoking
Community Survey. Analysis was completed in 2008.

More than half (52%) of eligible smokers contacted by telephone were recruited into cessation support. The cost per smoker
recruited was AU$71 (US$59). Active telephone recruitment successfully enrolled smokers who are currently underrepresented among quitline users. For instance, more than two thirds (68%) of participants were not intending to quit within 1
month. Compared with NSW adult daily smokers, partici- pants were significantly more likely to be older; more highly
educated; married/living with partner or divorced/separated; a nonmetropolitan resident; more nicotine dependent; more
ready to quit; and have fewer household members. Participants were significantly less likely to live with a smoker than were
NSW adult daily smokers.

CHeRP is funded by the Cancer Council NSW, the
University of Newcastle, and receives infra- structure
support from the Hunter Medical Research Institute
and the University of Newcastle Priority Research
Centre for Health Behaviour. The HNEPH is a unit of
Hunter New England Health and receives
infrastructure support from the Hunter Medical
Research Institute and the University of Newcastle
Priority Research Centre for Health Behaviour. The
project received funding from the Australian
Research Council, National Heart Foundation, Hunter
New England Population Health, and the Cancer
Council NSW.

The efficacy of a smoking cessation
programme in patients undergoing
elective surgery: a randomised
clinical trial.

RCT

n = 117

smokers

We randomly assigned 117 patients, scheduled to undergo
elective orthopaedic and general surgery, to smoking
cessation intervention and control group. The intervention
group underwent a programme initiated, on average, 4 weeks
prior to surgery with weekly meetings or telephone
counselling and were provided with free nicotine replacement
therapy (NRT). The control group received standard care.

As a result, 20 ⁄ 55 (36%) patients the intervention group vs 1 ⁄ 62 (2%) in the control group became completely abstinent
throughout the peri-operative period (p < 0.001). After 1 year, those in the intervention group was most likely to be abstinent
(18 ⁄ 55 (33%) vs 9 ⁄ 62 (15%) of the controls (p = 0.03). Level of nicotine dependence and obesity seemed to be a predictor
of long-term abstinence (p = 0.02).

This work has been supported by the Swedish
National Institute of Public Health and the Regional
county council (Stockholm La n
̈ s Landsting). The
nicotine Ò replacement therapy was provided by
Pfizer . The first author was provided with a
scholarship from Olle Engkvist Byggma s̈ tare
Foundation.

Sood, Akshay, A

\"Real-world\" effectiveness of
reactive telephone counseling for
smoking cessation: a randomized
controlled trial.

RCT

n = 990

adult current smokers

The study was implemented during a period from 2003 to
2006 to evaluate a reactive telephone helpline run by the
American Lung Association chapter of Illinois-Iowa. The 990
new callers, all adult current smokers who called the helpline,
were randomized on their first call into one of the two following
groups: a control group that received only mailed self-help
literature (n

The two groups did not differ significantly in baseline demographics and smoking-related behavior. The abstinence rates
(ranging between 0.09 and 0.15) were not significantly different between the two groups at 1-, 3-, 6-, and 12-month follow-up
evaluations. Post hoc subgroup analysis showed that black callers had lower abstinence rates at the 3- and 12-month followup evaluations as compared with white callers.

This study was supported by American Lung
Association grant CG-870-N. Dr. Sood was also
supported by the University of New Mexico Clinical
Translational Science Center Scholar Award and
Department of Health and Human Services/ National
Institutes of Health/National Center for Research
Resources/ General Clinical Research Center grant
No. 5M01 RR00997.

19114383

Travis, Heather E, HE

Randomized controlled trial
examining the effectiveness of a
tailored self-help smoking-cessation
intervention for postsecondary
smokers.

RCT

n = 216

postsecondary smokers

College student smokers (N = 216) from 6 Ontario universities
participated. Methods: The researchers used a randomized
controlled trial with a 3-month telephone follow-up.
Interventions included a new program (Smoke|Quit), the
Canadian Cancer Society’s self-help program, and a usual
care quit kit.

19109354

Mottillo, Salvatore, S

Behavioural interventions for
smoking cessation: a meta-analysis
of randomized controlled trials.

Ia

meta analysis

very high

n = 26927

19025274

Glasgow, Russell E, RE

Evaluating initial reach and
robustness of a practical
randomized trial of smoking
reduction.

IIb

RCT

medium

n = 320

adult smokers from an HMO,
scheduled for outpatient surgery
or a diagnostic procedure

19023834

Boyle, Raymond G, RG

A randomized controlled trial of
Telephone Counseling with
smokeless tobacco users: the
ChewFree Minnesota study.

IIb

RCT

medium

n = 406

smokeless tobacco users

(a) a self-help manual (Manual only) or (b) a self-help manual
plus proactive telephone-based cessation counseling
(Telephone Counseling). The telephone-based treatment
included up to four calls in support of quitting, and
personalized various cognitive and behavioral strategies that
are generally considered effective in tobacco cessation (such
as setting a quit date, examining patterns of use, developing
stress reduction skills, avoiding known triggers to use).

3 and 6 months

Prolonged abstinence from all tobacco was 6.8% and 30.9% (p,.001) at 3 months and 9.8% and 30.9% (p,.001) at 6 months
in Manual only and Telephone Counseling, respectively. We found older age, lower dependency, and increased readiness
predicted quitting success. Proactive telephone-based counseling is an effective strategy for improving cessation rates
among ST users. Future research should determine the components contributing to the intervention success.

Grant RC-2004-0010 from ClearWay Minnesota. Its
contents are the sole responsibility of the authors
and do not necessarily represent the official views of
ClearWay Minnesota.

18941375

Lemmens, Valery, V

Effectiveness of smoking cessation
interventions among adults: a
systematic review of reviews.

Ia

review

very high

n = 7354

adult smokers

There were 7,354 seniors voluntarily enrolled in the Medicare
Stop Smoking Program and they were followed-up for 12
months. Intervention(s). (1) Usual Care, (2) reimbursement for
Provider Counseling, (3) re- imbursement for Provider
Counseling with Pharmacotherapy, and (4) telephone counseling Quitline with nicotine patch. Main Outcome Measure.
Seven-day self-reported cessation at 6- and 12-month fol- lowups.

6 and 12 months

Unadjusted quit rates assuming missing data5smoking were 10.2 percent (9.0–11.5), 14.1 percent (11.7–16.5), 15.8 percent
(14.4–17.2), and 19.3 percent (17.4–21.2) at 12 months for the Usual Care, Provider Counseling, Provider Counseling 1
Pharmacotherapy, and Quitline arms, respectively. Results were robust to sociodemographics, smoking history, motivation,
health status, and survey nonre- sponse. The additional cost per quitter (relative to Usual Care) ranged from several hundred
dollars to $6,450.

This research was conducted under contract to the
CMS (Contract No. 500-98-0281). The authors had
full access to all of the data in the study and take
responsibility for the integrity of the data and the
accuracy of the data analysis.

19822836

Peterson, Arthur V, AV

Group-randomized trial of a
proactive, personalized telephone
counseling intervention for
adolescent smoking cessation.

19765505

Tzelepis, Flora, F

Telephone recruitment into a
randomized controlled trial of quitline
support.

19302637

Sadr Azodi, O, O

19225061

Ib

RCT

high

1, 3, 6, and 12 months

Comments

Intention-to-treat analysis of 7-day point prevalence ces- sation revealed quit rates of 11.4% for Smoke|Quit, 2.9% for the
Cancer Society’s program, and 5.6% for the usual care interven- tion (p < .05). Among nonquitters, 46.5% had made a quit
attempt, and weekly consumption decreased from 54.01 to 42.08 cigarettes (p < .001) with no differences across
interventions.

6 and 12 months

We included only RCTs that reported biochemically validated
smoking cessation outcomes at 6 and/or 12 months after the
target quit date. Outcomes were aggregated using
hierarchical Bayesian random-effects models. We identified
50 RCTs, which randomized n 1 ⁄4 26 927 patients (minimal
clinical intervention: 9 RCTs, n 1 ⁄4 6456; individual
counselling: 23 RCTs, n 1 ⁄4 8646; group counselling: 12
RCTs, n 1⁄4 3600; telephone counselling: 10 RCTs, n 1⁄4
8225).

The estimated mean treatment effects were minimal clinical intervention [odds ratio (OR) 1.50, 95% credible interval (CrI)
0.84–2.78], individual counselling (OR 1.49, 95% CrI 1.08–2.07), group counselling (OR 1.76, 95% CrI 1.11–2.93), and
telephone counselling (OR 1.58, 95% CrI 1.15–2.29).

Canadian Institutes of Health Research (CIHR grant
number 81257). S.M. was supported by a Cana - dian
Cardiovascular Outcomes Research Team (CCORT)
summer stu- dentship funded through a CIHR Team
Grant in Cardiovascular Outcomes Research . M.J.E.
is a senior physician -scientist of the Fonds de la
Recherche en Sante ́ du Que ́bec . L.P. is a physician scientist of the Canadian Institutes for Health
Research. J.O’L. is the CanadaResearch Chair in the
Early Determinants of Adult Chronic Disease .L.J. is a
scientist of the Fonds de la Recherche en Sante ́ du
Que ́bec.S.R. is a physician -scientist of the Fonds de
la Recherche en Sante ́ du Que ́bec .

The intervention enrolled 30% of known eligible smokers and produced reductions of 3 cigarettes per day greater than
enhanced usual care. Intervention participants were significantly more likely than control participants to achieve at least a
50% reduction in self- reported number of cigarettes using complete cases, imputation analyses, and intent-to-treat
procedures. Similar patterns were seen for carbon monoxide results but were significant only in complete case analyses. The
intervention was generally robust across patient characteristics (e.g., education, ethnicity, health literacy, and dependence)
and phone counselors.

enhanced usual care or a theory-based
smoking reduction intervention that
combined telephone coun- seling and
tailored newsletters.
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6 and 12 months

Unadjusted quit rates assuming missing data5smoking were 10.2 percent (9.0–11.5), 14.1 percent (11.7–16.5), 15.8 percent
(14.4–17.2), and 19.3 percent (17.4–21.2) at 12 months for the Usual Care, Provider Counseling, Provider Counseling 1
Pharmacotherapy, and Quitline arms, respectively. Results were robust to sociodemographics, smoking history, motivation,
health status, and survey nonre- sponse. The additional cost per quitter (relative to Usual Care) ranged from several hundred
dollars to $6,450.

This research was conducted under contract to the
CMS (Contract No. 500-98-0281). The authors had
full access to all of the data in the study and take
responsibility for the integrity of the data and the
accuracy of the data analysis.

smokers

The study design was cluster randomized controlled trial.
Practices were randomized to one of two interventions, at a
rate of 1:2: (i) standard in-practice GP management or (ii)
referral to a quitline service. The main outcome measures
were sustained abstinence of >1 month duration at 3-month
follow-up and >10 months duration at 12 months, using
intention to treat analysis.

3 and 12 months

At 3-month follow-up, patients in the referral condition were twice as likely to report sustained abstinence than those in the inpractice condition [12.3% compared with 6.9%; odds ratio (OR) = 1.92 (95% confidence interval (CI) 1.17–3.13]. At 12-month
follow-up, patients in the referral condition had nearly three times the odds of sustained abstinence [6.5% compared with
2.6%; OR = 2.86 (95% CI 0.94–8.71)]. The intervention effect was mediated by the amount of help received outside the
practice.

Prof. Jeremy Anderson in leading this project until his
untimely death. We dedi- cate this paper to his
memory. Author contributions: The study was
primarily de- signed by the late Prof. J. Anderson and
RB with sig- nificant input from LP, CS and JB. The
other authors (except NB) were all involved in finetuning both the interventions and the design and in
data collection. NB and JB conducted the data
analysis with input from RB. The initial draft of the
paper was preparedby RB, JB and NB and other
authors provided input, comments and additional text
on various drafts. All authors have approved the final
version.National Health and Medical Research
Council (284346).

n = 118

Patients who currentliy smoked,
had a booked date for surgery ,
were not pregnant, not too ill to
comlete the study and could read
English

comprehensive smoking cessation intervention incorporating
preoperative computerised smoking cessation counselling,
tailored self-help , brief advice from preoperative clinical staff,
NRT, telephone counselling and proactive post- telephone
support from a Quitline

6 months

12% of 66 usual care control group participants and 25% of 52 experimental group participants reported beeing abstinent
(p=0.07)

funding support provided by the National Heart
Foundation, the Cancer Counsel NSW, and NSW
health through the Hunter Medical Research Institute.

n = 200

smokers

This study was based on a ten-year follow-up of smokers who
had participated in a randomized controlled trial of a
behavioral self-help program for smoking cessation. The
original sample was made up of 200 smokers assigned at
random to two treatment groups. Ten years later 93.5% (n =
187) of the sample were successfully located (of the 13 not
located, 6 had died), from whom information was obtained
about their current state and the evolution of their smoking
over the 10-year period.

Reported abstinence at this follow-up was confirmed by carbon monoxide in expired air. Significant differences were found in
the abstinence rates of the two groups at the follow-ups 1 year (14% vs. 28%) and 2 years (13% vs. 24%) after the end of
the treatment. After 10 years 26% (n = 52) of the total sample were abstinent. Over the ten-year period, 62.0% tried to give
up smoking at some point, the mean figure for attempts being 1.3. According to the results of the 10-year follow-up, low
nicotine dependence at pretreatment is a major factor predicting long-term cessation in smokers.

The development of the 2007 New Zealand Smoking
Cessation Guidelines was funded by the Ministry of
Health.

A comprehensive literature review of smoking cessation
interventions was undertaken in November 2006.
Recommendations were formulated from the findings of the
literature review in line with the methods recommended by the
New Zealand Guidelines Group.

The Guidelines have been structured around a new memory aid (ABC) which incorporates and replaces the 5A’s (ask,
advise, assess, assist, arrange). ABC prompts healthcare professionals to ask about smoking status; give brief advice to
stop smoking to all smokers; and provide evidence-based Cessation support for those who wish to stop smoking. Healthcare
professionals should briefly advise all people who smoke to stop smoking, regardless of whether they say they are ready to
stop smoking or not. They should then offer smoking cessation support which includes both behavioural (e.g. telephone and
face-to-face support) and pharmacological (e.g. nicotine replacement therapy, nortriptyline, bupropion, or varenicline)
interventions. Recommendations were also formulated for priority populations of smokers: Māori, Pacific, pregnant women,
and people with mental illness and other addictions.

The effectiveness of covering
smoking cessation services for
medicare beneficiaries.

Ib

18689856

Borland, Ron, R

In-practice management versus
quitline referral for enhancing
smoking cessation in general
practice: a cluster randomized trial.

Ib

RCT

high

18647131

Wolfenden, Luke, L

Pilot of a preoperative smoking
cessation intervention incorporating
post-discharge support from a
Quitline.

IIIb

RCT

low

18644681

Míguez, M Carmen, MC

Abstinence from smoking ten years IIb
after participation in a randomized
controlled trial of a self-help program.

RCT

medium

18574510

McRobbie, Hayden, H

New Zealand smoking cessation
guidelines.

Ia

n = 7354

18304363

Young, Jane M, JM

Acceptability and effectiveness of
opportunistic referral of smokers to
telephone cessation advice from a
nurse: a randomised trial in
Australian general practice.

Ib

18239745

Zwar, Nicholas, N

Smoking cessation--what works?

V

18188753

Míguez, M Carmen, MC

IIb
Evaluating the effectiveness of a
single telephone contact as an
adjunct to a self-help intervention for
smoking cessation in a randomized
controlled trial.

RCT

medium

n = 5228

18048633

Hollis, Jack F, JF

Ib
The effectiveness and cost
effectiveness of telephone
counselling and the nicotine patch in
a state tobacco quitline.

RCT

high

n = 4614

very high

high

Com-parison

There were 7,354 seniors voluntarily enrolled in the Medicare
Stop Smoking Program and they were followed-up for 12
months. Intervention(s). (1) Usual Care, (2) reimbursement for
Provider Counseling, (3) re- imbursement for Provider
Counseling with Pharmacotherapy, and (4) telephone counseling Quitline with nicotine patch.

Joyce, Geoffrey F, GF

RCT

Inter-vention

smokers

18783459

n = 318

smokers

Adult smokers (n = 318) attending 30 GPs in South Western
Sydney, Australia were randomly allocated to usual care or
referral to a telephone-based program comprising assessment
and stage-based behavioural advice, written information and
follow-up delivered by a nurse. Self- reported point prevalence
abstinence at six and 12 months was compared between
groups. Characteristics of patients who accepted and
completed the intervention were investigated.

Usual care

6 and 12 months

This article describes evidence based approaches to smoking
cessation that can be applied in general practice.

smokers

Of 169 smokers randomised to the intervention, 76 (45%) consented to referral. Compared with smokers in 'precontemplation', those further along the stage-of-change continuum were significantly more likely to consent (p = 0.003).
Those further along the continuum also were significantly more likely to complete all four calls of the intervention (OR 2.6,
95% CI: 0.8–8.1 and OR 8.6, 95% CI: 1.7–44.4 for 'contemplation' and 'preparation' respectively). At six months, there was
no significant difference between groups in point prevalence abstinence (intention to treat) (9% versus 8%, p = 0.7). There
was no evidence of differential intervention effectiveness by baseline stage-of-change (p = 0.6) or patient sex (p = 0.5). At 12
months, point prevalence abstinence in the intervention and control groups was 8% and 6% respectively (p = 0.6).

Comments

We thank Maria-Jose Velasco for assisting in followup data collection and A/Prof Bin Jalaludin, A/g
Director, Centre for Research, Evidence Management & Surveillance (REMS) for organisational
support. We also thank all GPs and their
receptionists who participated willingly and without
financial reward. This study was supported by a
Project Grant G00S0686 from the National Heart
Foundation of Australia. At the time of the study, JY
was supported by a National Health and Medical
Research Foundation Public Health (Australia)
Fellowship (No 007024).

Evidence based approaches to smoking cessation include brief counselling, pharmacotherapy, referral to a specialised
service such as Quitline, and follow up. The five As approach – Ask, Assess, Advise, Assist and Arrange follow up – provides
a structure for intervention. Smoking cessation pharmacotherapies (nicotine replacement therapy and bupropion) have been
shown to double quit rates. A new pharmacotherapy (varenicline) has recently become available which evidence to date
suggests is more effective. Clinical suitability, the context of the quit attempt, and patient preference are important
considerations in choosing a pharmacotherapy. Active follow up helps to reduce the rate of relapse which is otherwise high in
what is commonly a chronic relapsing condition.

This study evaluated the effects of including a single brief
prequit telephone counseling session in a self-help program
for smoking cessation conducted through the mail, by
comparison with the effects of the self-help program alone.
Volunteer participants from northwestern Spain (N5228) were
randomly assigned to one of two groups: (a) the self-help-only
group (n5110, mean age537.4 years, pretreatment cigarette
consumption526.5 cigarettes/day) or (b) the telephonesupport group (n5118, mean age536.8 years, pretreatment
cigarette consumption527.7 cigarettes/day).

6 and 12 months

Using a conservative data analysis method (missing data considered as treatment failures), we found that the pointprevalence abstinence rate was significantly higher in the telephone-support group than in the self-help-only group at the end
of treatment (44.9% vs. 21.8%) and at the 3-month follow-up (39.0% vs. 26.4%). Likewise, sustained abstinence was
significantly higher in the telephone-support group at the 3-month follow-up (33.9% vs. 13.6%), the 6-month follow-up (25.4%
vs. 12.7%), and the 12-month follow-up (21.2% vs. 9.1%). The results of this randomized controlled trial indicate that both
treatments are an effective aid for smoking cessation, and that a single brief telephone call before the quit date is a low-cost
and effective procedure for improving abstinence rates in a mailed self-help program.

This 362 randomised trial included 4614 Oregon tobacco
quitline callers and compared brief (one 15-minute call),
moderate (one 30-minute call and a follow-up call) and
intensive (five proactive calls) intervention protocols, with or
without offers of free nicotine patches (nicotine replacement
therapy, NRT). Blinded staff assessed tobacco use by phone
at 12 months.

12 months

Abstinence odds ratios were significant for moderate (OR = 1.22, CI = 1.01 to 1.48) and intensive (OR = 1.29, CI = 1.07 to
1.56) intervention, and for NRT (OR = 1.58, CI = 1.35 to 1.85). Intent to treat quit rates were as follows: brief no NRT (12%);
brief NRT (17%); moderate no NRT (14%); moderate NRT (20%); intensive no NRT (14%); and intensive NRT (21%).
Relative to brief no NRT, the added costs for each additional quit was $2467 for brief NRT, $1912 for moderate no NRT,
$2109 for moderate NRT, $2641 for intensive no NRT, and $2112 for intensive NRT.

This work was supported by the National Cancer
Institute (grant R01 CA86242), and we want to thank
GlaxoSmithKline for supplying the nicotine patches
used in the study.
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18048627

Stead, Lindsay F, LF

A systematic review of interventions
for smokers who contact quitlines.

smokers

17943620

Parker, Donna R, DR

Feasibility, cost, and costeffectiveness of a telephone-based
motivational intervention for
underserved pregnant smokers.

IIb

RCT

medium

n = 358

pregnant smokers who may or
may not receive ongoing prenatal
care

17884837

Levinson, Arnold H, AH

IIb
Tailored behavioral support for
smoking reduction: development and
pilot results of an innovative
intervention.

RCT

medium

n = 553

smokers

17652247

Gordon, Judith S, JS

The 5A\'s vs 3A\'s plus proactive
quitline referral in private practice
dental offices: preliminary results.

IIa

17551088

Gies, Cheryl E, CE

Effect of an inpatient nurse-directed
smoking cessation program.

IIb

RCT

medium

n = 68

adults hospitalizedsmokers

17491176

Strecher, Victor J, VJ

Moderators and mediators of a webbased computer-tailored smoking
cessation program among nicotine
patch users.

n = 3971

subjects who purchased a
particular brand of nicotine patch
and logged on to use a free Webbased behavioral support program

17454714

Boyle, Raymond G, RG

Proactive recruitment of health plan
smokers into telephone counseling.

17389537

Wadland, William C, WC

Practice-based referrals to a
tobacco cessation quit line:
assessing the impact of comparative
feedback vs general reminders.

RCT

IIb

RCT

RCT

medium

n = 13

Smokers with type 2 diabetes

Inter-vention

Com-parison

Length of follow-Up
6 months

This review includes quitline studies identified as part of
Cochrane reviews of telephone counselling and self help
materials for smoking cessation. We updated the searches for
this review. Study selection: We included studies that were
randomised or quasi-randomised controlled trials of any
quitline or related service with follow-up of at least six months.
Data extraction: Data were extracted by one author and
checked by a second. The cessation outcome was numbers
quit at longest follow-up taking the strictest definition of
abstinence available, and assuming participants lost to followup continued to smoke.

As part of the New England SCRIPT
randomized clinical trial comparing the
efficacy of three types of smoking
cessation interventions for pregnant
smokers, one-third of the women (n5358)
received a motivational telephone
counseling intervention (MI) delivered by
trained counselors using a semistructured
protocol.

A computer-assisted telephone inter- viewing program
generates real-time-tailored counseling delivered by lay
interviewers. Pilot participants (n 5 53) were adult smokers
sched- uled for outpatient procedures in a health maintenance organization, randomized to intervention or a control
condition (quarterly mailings). Smoking levels were measured
by self-report and biochemically.

3 months
The control group received smoking
cessation literature. The intervention group
received smoking cessation literature and
a nursing intervention. Each member of the
intervention group was randomly assigned
to a one or four tele- phone call subgroup
for post discharge nurse follow-up at 3
months.

Outcome and effect size

Funding

We identified 14 relevant studies. Eight studies (18 500 participants) comparing multiple call-backs to a single contact
increased quitting in the intervention group (Mantel-Haenszel fixed effect odds ratio 1.41, 95% confidence interval 1.27 to
1.57). Two unpublished studies without sufficient data to include in the meta-analysis also reported positive effects. Three
call-back trials compared two schedules of multiple calls. Two found a significant dose-response effect and one did not detect
a difference. We did not find consistent differences in comparisons between counselling approaches (two trials) or between
different types of self help materials supplied following quitline contact (three trials).

The Cochrane Tobacco Addiction group receives
core funding from the UK NHS R&D programme.

vational telephone counseling intervention (MI) delivered by trained counselors using a semistructured protocol. Although this
population was very mobile, the MI counselors were able to reach 86% of the women with at least one call and 46% received
all three calls. The group receiving three MI calls had a cotinine-confirmed quit rate of 23%. Cost-effectiveness analyses for
those women receiving telephone counseling supported the net benefit in favor of the three phone calls compared with the
women who did not receive any telephone calls, with an effectiveness to cost ratio of 1:$84.

This research was supported by National, Heart,
Lung, and Blood Institute grant HL57457. The
authors thank Cindy Davis for the statistical
programming.

Among intervention partici- pants continuing at 3 months, all but one rated their telephone support person positively on all
dimensions. Counseling calls were ‘about right’ in number, and newsletters were perceived as quite personal. Intervention
recipients reported smoking significantly fewer mean cigarettes per day at 3 months than at baseline, and significantly fewer
than control participants. Comparisons were non-significant under intent-to-treat analy- ses and on biochemical measures.
The programwas well received by outpatients who were not ready to quit smoking, and was implemented suc- cessfully by
telephone staff who had no previous smoking cessation counseling experience. An on- going trial is evaluating effectiveness,
cost and relationship to eventual cessation.

National Cancer Institute (1R01CA90974-01).

Smokers receiving the nurse-directed inter- vention were significantly more likely to be tobacco abstinent at 3 months (n =
17, 55%) than smokers in the control group (n = 5, 21%). Within the inter- vention group, tobacco abstinence at 3 months
was not significantly different between the one and four telephone call groups. For the total sample, smok- ing relapse was
significantly higher for participants who lived with another smoker.

The intervention was Web-based tailored behavioral smoking
cessation materials or Web-based nontailored materials. The
10-week continuous abstinence rate was assessed by
Internet-based survey at 12-week follow-up. Potential
treatment moderators were examined using subgroups of
established or possible predictors of smoking cessation.
Treatment mediators examined included 6-week follow-up
measures of program relevance and amount of the Webbased materials read.

10, 12 weeks

Within all subgroups examined, subjects in the Web-based tailored intervention were more likely to report 10-week
continuous abstinence at 12-week follow-up. Significant moderators, indicating a significant difference in program efficacy
between subgroups, included presence of a tobacco-related illness (larger treatment-control differences among subjects with
a tobacco-related illness), presence of nonsmoking children in the household (larger treatment- control differences among
subjects with nonsmoking children in the household), and frequent alcohol consumption (larger treatment-control differences
among subjects with higher alcohol consumption). Perceived program relevance at 6-week follow-up was a mediator of
cessation at 12-week follow-up. Robust results of the tailored program may be explained by the tailoring strategies utilized in
the treatment conditions. Moderating variables may be particularly useful to address in tailored messaging. The mediating
factor of perceived message relevance may provide a partial mechanism of effective program tailoring.

This research was supported by GlaxoSmithKline.
The authors would like to sincerely thank Tess Player
and Joseph Matthias for their assistance. Dr.
Strecher is a shareholder in HealthMedia, Inc., which
developed the intervention tested in this study, and
has undertaken consultancy and research for, and
travel funds from, manufacturers of smoking
cessation products including the sponsor of this study

Health plan members filling a prescription for cessation
medications were randomized either to a no-contact control
group or to proactive recruitment into telephone counseling.
An increased point-prevalence quit rate at 3 months (33.1%
vs. 27.4%, p,.05) among smokers randomized to proactive
recruitment for telephone counseling was not maintained.

3 and 12 months

Although at 12 months smokers in the proactive recruitment arm were more likely to report a 24-hr quit attempt, compared
with control group smokers (86.7% vs. 80.8%, p5.027), we found no differences between the groups in repeated (3-month
and 12- month) 7-day point-prevalence quit rates. In an analysis of predictors of quitting, age, marital status, making a
lifestyle change, and the presence of household smokers were associated with repeated 3-month and 12-month pointprevalence abstinence. Offering telephone counseling to insured smokers who have filled prescriptions for cessation
medications did not increase long-term quit rates. Although other variations of this approach might be tested, we suspect that
it might be more useful to test innovative ways to influence the factors we identified as being most strongly predictive of lack
of successful quitting.

The authors thank Colleen King and the Data
Collection Center for their work and Christopher
Enstad for providing project management. This
research was supported by grant 044163 from the
Robert Wood Johnson Foundation Addressing
Tobacco in Managed Care Program.

The primary outcome measure is the difference between intervention and control group in change in cardiovascular risk
score. For this purpose blood pressure, HbA1c, total and HDL-cholesterol and smoking status will be assessed. Secondary
outcome measures are quality of life, patient satisfaction, physical activity, eating behaviour, smoking status, depression and
determinants of behaviour change. Differences between changes in the two groups will be analysed according to the
intention-to-treat principle, with 95% confidence intervals. The power calculation is based on the risk for cardiovascular
disease and we calculated that 97 patients should be included in every group.

The study is funded by the EMGO Institute, VU
University Medical Center, Amsterdam, the Netherlands.

Patients will be randomised into an intervention group
receiving cognitive behaviour therapy (CBT) in addition to
managed care, and a control group that will receive managed
care only. The CBT consists of three to six individual sessions
of 30 minutes to increase the patient's motivation, by using
principles of MI, and ability to change their lifestyle, by using
PST. The first session will start with a risk assessment of
diabetes complications that will be used to focus the
intervention.

Comments
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n = 99

Ninety-nine smokers hospitalized
with CHD

Subjects completed a baseline questionnaire, were provided
with bedside counseling, and offered nicotine replacement
therapy. They were randomly assigned to a usual care (UC)
or an IVR group. The IVR group received automated
telephone follow-up calls 3, 14 and 30 days after discharge
inquiring about their smoking status and confidence in
remaining smoke-free. When deemed necessary, they were
offered additional counseling. Smoking status was determined
52 weeks after hospital discharge.

The 52-week point prevalence abstinence rate in the IVR group was 46.0% compared to 34.7% in the UC group (OR = 1.60,
95% CI: 0.71–3.60; P = .25). After adjustment for education, age, reason for hospitalization, length of hospitalization, and quit
attempts in the past year, the odds of quitting in the IVR group compared to the UC group were 2.34 (95% CI: 0.92–5.92; P =
.07). Conclusions:
IVRisapromisingtechnologyforfollowingCHDpatientsattemptingtoquitsmokingfollowingdischargefromhospital,however,a larger
trial is required to confirm its efficacy.

partnership coordinated by the Canadian Tobacco
Control Research Initiative (Grant number 15735).
Robert D. Reid is supported by a New Investigator
Award from the Heart and Stroke Foundation of
Canada. The authors also acknowledge the ongoing
support of the Ontario Ministry of Health Promotion.

n = 114

Smokers with type 2 diabetes

A total of 114 subjects were randomized to intervention (n =
57; face- to-face motivational interviewing plus telephone
counsel- ing and offering of medication) or standard care (n =
57). Outcome measures included tobacco cessation rates,
mean number of cigarettes smoked, A1C, weight, blood
pressure, and lipids.

Intensive intervention using motivational interviewing integrated into a standard DSMT program resulted in a trend toward
greater abstinence at 3 months of follow-up in those receiving the intervention. However, this same trend was not observed
at 6 months. The addition of this structured smoking cessation intervention did not nega- tively affect either diabetes
education or other measures of diabetes management, including A1C values.

grant from the Minnesota Partnership for Action
Against Tobacco.

SR

n > 24.000

adult smokers

Randomized or quasi-randomized controlled trials in which
proactive or reactive telephone counselling to assist smoking
cessation was offered to smokers or recent quitters.

Efficacy of telephone counseling for
pregnant smokers: a randomized
controlled trial.

RCT

n = 442

pregnant smokers

The efficacy of proactive pregnancy-tailored telephone
counseling for smoking cessation was com- pared with a
“best-practice” brief-counseling control in a randomized
controlled trial of 442 pregnant smokers referred by prenatal
providers and a managed care plan. Trained counselors using
cognitive-behavioral and moti- vational interviewing methods
called intervention sub- jects throughout pregnancy and for 2
months postpartum (mean

Cotinine-validated 7-day tobacco abstinence rates in intervention and control groups were 10.0% and 7.5% at end of
pregnancy (odds ratio [OR] 1.37, 95%confidence interval [CI] 0.69–2.70; number needed to treat

Pan, Wei, W

Ia
Proactive telephone counseling as
an adjunct to minimal intervention for
smoking cessation: a meta-analysis.

meta analysis

very high

Proactive telephone counseling is an effective adjunct to
minimal intervention for smoking cessation, but its effect has
not been quantita- tively synthesized thoroughly. The present
meta-analysis reviewed 22 studies published between
January 1990 and December 2003 and found that there was a
heterogeneous, sig- nificant adjunct effect of proactive
telephone counseling for smoking cessation.

This meta- analytic review also found that the following study characteristics explained most of the variation in the adjunct
effect: year of publica- tion, follow-up time, mean age of participants, proportion of female participants, participants’ readiness
to quit smoking and number of cigarettes smoked per day before intervention. In other words, based on the 22 studies, proactive telephone counseling is effective as an adjunct to other minimal interventions for younger, male, light-smoking
participants. The results of this meta-analytic review imply that researchers and health care providers may need to focus on
participants as much as on intervention process to obtain more effective interventions.

16548938

Gilbert, Hazel, H

Evaluating the effectiveness of
proactive telephone counselling for
smoking cessation in a randomized
controlled trial.

Ib

RCT

high

n = 1478

Quiteline calling smokers

Control group to receive usual care or to a Repeated Contact
group to be offered five proactive calls in addition to usual
care.

6 and 12 months

No significant differences were found between the Repeated Contact and Control groups on prolonged or point-prevalent
abstinence. On an intention-to-treat basis, 9.5% of the Control group were abstinent for longer than 6 months at the 12month follow-up, compared with 9.3% of the Repeated Contact group; 18.9% and 20.2%, respec- tively, were point-prevalent
abstinent at the 6-month follow-up. Significantly more non-quitters in the Control group made a quit attempt in the first 6
months following recruitment than in the Repeated Contact group (62.6%/56.1%, P < 0.05).

16534040

An, Lawrence C, LC

Benefits of telephone care over
primary care for smoking cessation:
a randomized trial.

Ib

RCT

high

n = 837

daily smokers

The telephone care group (n = 417) received behavioral
counsel- ing with mailing of smoking cessation medications as
clinically indicated. The standard care group (n = 420)
received intervention as part of routine health care. The
primary outcome was self-reported 6-month duration of abstinence 12 months after enrollment. Secondary outcomes were
7-day point prevalence abstinence at 3 and 12 months,
participation in counseling programs, and use of smoking
cessation medications.

12 months

Using intention-to-treat procedures, we found that the rate of 6-month abstinence at the 12-month fol- low-up was 13.0% in
the telephone care group and 4.1% in the standard care group (odds ratio [OR], 3.50; 95% confidence interval [CI], 1.996.15). The rate of 7-day point prevalence abstinence at 3 months was 39.6% in the telephone care group and 10.1% in the
standard care group (OR, 5.84; 95% CI, 4.02-8.50). Telephone care com- pared with standard care increased the rates of
partici- pation in counseling programs (97.1% vs 24.0%; OR, 96.22; 95% CI, 52.57-176.11) and use of smoking ces- sation
medications (89.6% vs 52.3%; OR, 7.85; 95% CI, 5.34-11.53).

16377603

Strecher, Victor J, VJ

A randomized controlled trial of
multiple tailored messages for
smoking cessation among callers to
the cancer information service.

n = 1978

Smokers

A single, untailored smoking cessation guide (SU): a single,
tailored smoking cessation guide (ST): a series of four
(multiple) printed materials tailored only to baseline data (MT):
and a series offour (multiple) printed materials tailored to
baseline as well as retailored using 5-month interim progress
data (MRT). The primary outcome measure was 7-day point
prevalence abstinence rates assessed using a computerassisted telephone interview (CATI) at 12-month follow-up.

12 months

At 12-month follow-up, using intent-to-treat, imputed, and per-protocol analyses, no differences were found among the four
The research discussed in this publication was
experimental conditions (linear trend), or when the ST, MT, and MRT groups were compared with the control (SU) group.
funded by a grant from the National Cancer Institute
Participants in the two multiple message group conditions combined (MT+ MRT), however, had significantly higher
(CA57586-04). The authors express their sincere
abstinence rates than participants in the two single message group conditions combined (SU+ST). Moreover, among
gratitude to all of the CIS Regional offices that
subjects who reported quitting at the 5-month follow-up, participants receiving the MRTmaterials reported higher abstinence
participated in Project 3, especially to the CIS Cancer
rates at 12 months than the other three erouns combined (SU+ST+MT). The results of this study support the effectiveness,
information spe- cialists who delivered the telephone
over and above a single tele- counseling interaction, of multiple tailored print material contacts on cessation. These effects,
intervention and the telephone service managers who
however may be due to tailoring, or the longitudinal nature of the two multiple tailored conditions, or both. The strongest
trained and supervised them and provided invaluable
evidence for tailoring occurred in the MRT condition for relapse prevention, suggesting that print materi- als tailored to interim contributions to survey and intervention development.
progress may be especially effective in this context. The qua- lities of specific psychosocial and communication elements in tailo In particular we would like to thank Susan Baum,
Alice Bradley, Hali Rohinett, and Nancy Zharen for
their efforts.

16036266

Boyle, Raymond G, RG

Offering telephone counseling to
smokers using pharmacotherapy.

1,329 subjects were randomly allocated to receive an
invitation either to telephone-based counseling (n5663) or to a
control group (n5666). On average, 7 days (range 53–15
days) elapsed from the day of the prescription fill until the
Center for Health Promotion began calling to invite members
to participate in telephone counseling.

6 months

The Center for Health Promotion was able to reach 49% of those in the intervention group (323/663). Of these members, 118
(37%) declined any participation. Therefore, in response to the proactive contact, 63% (205/323) of those reached and 31%
(205/663) of those eligible participated in some smoking cessation counseling. At the 3-month follow-up, we observed an
increased quit rate (33.1% vs. 27.4%) among health plan members randomized to telephone-based smoking cessation
counseling. The results varied by gender and amount smoked. In addition, the variables associated with quitting in a
multivariate logistic regression model included older age and using more than 30 days of medication.

17336026

Reid, Robert D, RD

Interactive voice response telephony
to promote smoking cessation in
patients with heart disease: a pilot
study.

16873594

Hokanson, Jennifer M, JM Integrated tobacco cessation
counseling in a diabetes selfmanagement training program: a
randomized trial of diabetes and
reduction of tobacco.

16855992

Stead, L F, LF

Telephone counselling for smoking
cessation.

16816060

Rigotti, Nancy A, NA

16740673

IIb

RCT

medium

RCT

IIb

RCT

medium

n = 1329

at least 6 months

Comments

Sixty-five trials met the inclusion criteria. Among smokers who contacted helplines, quit rates were higher for groups
randomized to receive multiple sessions of proactive counselling (nine studies, >24,000 participants, risk ratio (RR) for
cessation at longest follow up 1.37, 95% confidence interval (CI) 1.26 to 1.50). There was mixed evidence about whether
increasing the number of calls altered quit rates but most trials used more than two calls. Two studies comparing different
counselling approaches during a single quitline contactdid not detect significant differences. Of three studies that provided
access to a hotline two detected a significant benefit and one did not. Telephone counselling not initiated by calls to helplines
also increased quitting (44 studies, >24,000 participants, RR 1.29, 95% CI 1.20 to 1.38). In the subgroup of studies offering
1-2 calls the effect was small and not significant.

This study was funded by the Robert Wood Johnson
Foundation’s SmokeFree Families Program
(#040667) and a National Heart, Lung, and Blood
Institute Midcareer Investigator Award in PatientOriented Research (#K24-HL04440) to Dr. Rigotti.

This study was funded by the Depart- ment of
Veterans Affairs Health Services Research and
Development Service grant SUI 99101-1 (Dr Joseph).

grant 044163 from The Robert Wood Johnson
Foundation’s Addressing Tobacco in Managed Care
program.
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15533544

Solomon, Laura J, LJ

Does extended proactive telephone
support increase smoking cessation
among low-income women using
nicotine patches?

RCT

16298723

McClure, Jennifer B, JB

Ib
Proactive, motivationally enhanced
smoking cessation counseling
among women with elevated cervical
cancer risk.

RCT

Study
quality

high

N

Patient character-istics

Inter-vention

n = 330

low income female smokers

n = 275

female smokers with elevated risk The present study assessed the acceptability and impact of a
for cervical cancer
proactively delivered, motivationally tailored phone counseling
program targeted to women with elevated risk for cervical
cancer. Female smokers with a recent abnormal pap exam or
a colposcopy were contacted and invited to participate,
regardless of their interest in quitting smoking. Participants
were randomly assigned to usual care (UC) or UC plus
motivationally enhanced phone counseling (MEC).

Com-parison

Length of follow-Up

We randomly assigned 330 low-income women smokers to
receive either free nicotine patches (control condition) or free
nicotine patches with up to 16 weeks of proactive telephone
support (experimental condition). All participants were
assessed by telephone at baseline and at 2 weeks, 3 months,
and 6 months post-baseline to determine smoking status.

Outcome and effect size

Funding

Results revealed a significant effect for the telephone support at 3 months, with 43% of experimental versus 26% of control
condition women reporting 30-day point prevalent abstinence (P = 0.002). The difference was no longer significant at 6
months. A metaanalysis conducted with five randomized studies revealed a slight but non-significant long-term benefit of
proactive telephone support when added to the provision of free nicotine patches for smoking cessation.

This research was funded by the Vermont
Department of Health. We are very grateful to the
interviewers and telephone support staff who
contributed to this study.

The intervention was well received: 79% of eligible women enrolled (n5275), and 90% completed at least three of four calls.
Participation did not vary by baseline motivation to quit. Compared with control subjects, counseling participants were more
likely to seek additional treatment services and had a higher 7-day point-prevalence abstinence rate at 6 months (20% MEC
vs. 12% UC, p,.05). MEC impact was sustained at 12 months, but abstinence increased among the UC group (18% MEC vs.
20% UC, p5ns). There was no difference in repeated point-prevalence abstinence at 6 and 12 months (11% MEC vs. 10%
UC, p5ns). Outcomes were similar in a subgroup of 229 women who, at baseline, were interested in quitting in the next 6
months.

National Cancer Institute grant CA84603, with
additional support from CA74517 and from National
Institute on Drug Abuse grant DA11194.
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Cahill, Kate, K

Stage-based interventions for
smoking cessation.

Ia

meta analysis

very high

n > 33,000

smokers

We found 41 trials which met our inclusion criteria. Four trials,
which directly compared the same intervention in stage-based
and standard versions, found no clear advantage for the
staging component.

20409497

Swan, Gary E, GE

Behavioral counseling and
varenicline treatment for smoking
cessation.

Ib

RCT

high

n = 1202

current treatment seeking
smokers

Eligible participants were randomized to one of three smokingcessation interventions: web-based counseling (n=401),
proactive telephone-based counseling (PTC; n=402), or
combined PTC and web counseling (n=399). All participants
received a standard 12-week FDA-approved course of
varenicline. Self-report determined the primary outcomes, the
number of days varenicline was taken, and treatment-related
symptoms. Behavioral measures determined utilization of both
the web- and phone-based counseling.

3 and 6 months

Intent-to-treat analyses revealed relatively high percentages of abstinence at 3 months (38.9%, 48.5%, 43.4%) and at 6
months (30.7%, 34.3%, 33.8%) for the web, PTC, and PTC web groups, respectively. The PTC group had a significantly
higher percentage of abstinence than the web group at 3 months, OR=1.48, 95% CI 1.12–1.96, but no between-group
differences in abstinence outcomes were seen at 6 months.

Pfizer to attend a 1-day advisory meeting in 2008,
and a small grant from Pfizer to support recruitment
and study intake. No other financial disclosures were
reported by the authors of this paper.

19617300

Pisinger, Charlotta, C

A cluster randomized trial in general
practice with referral to a groupbased or an Internet-based smoking
cessation programme.

IIb

RCT

medium

n =1518/ 1914

smokers

In 2005, all 61 general practitioners (GPs) in four
municipalities in Copenhagen, Denmark, were invited to
participate. Twenty-four GPs accepted and were cluster
randomized to one of three groups: Group A, referral to groupbased SC counselling (national model), n 1 ⁄4 10; Group B,
referral to internet-based SC programme (newly developed), n
1⁄4 8; or Group C, no referral (‘do as usual’), n 1⁄4 6. A total of
1518/ 1914 smokers were included, and 760 returned a
questionnaire at 1-year follow-up.

12 months

The participating GPs reported significantly more SC counselling than GPs who refused participation (P 1 ⁄4 0.04). Selfreported point abstinence was 6.7% (40/600), 5.9% (28/476) and 5.7% (25/442) in Groups A, B and C, respectively. Only 40
smokers attended group-based SC counselling, and 75 logged in at the internet-based SC programme. In cluster analyses,
we found no significant additional effect of referral to group-based (OR: 1.05; 95% CI: 0.6–1.8) or internet-based SC
programmes (OR: 0.91; 95% CI: 0.6–1.4).

Danish Centre for Evaluation and Health Technology
Assessment.

22324357

Torchalla, Iris, I

Smoking cessation programs
targeted to women: a systematic
review.

female smokers

A total of 39 studies were identified. In efficacy
studies,therapists addressed weight concerns and nonpharmacological aspects of smoking, taught mood/stress
management strategies, and scheduled the quit date to be
timed to the menstrual cycle. In effectiveness studies,
therapists were peer counselors, provided telephone
counseling, and/or distributed gendered booklets, videos, and
posters.

Among efficacy studies, interventions addressing weight gain/concerns showed the most promising results. If medication can
support smoking cessation in women and how it interacts with non-pharmacological treatment also warrant fur- ther research.
For effectiveness studies, the available evidence suggests that smoking should be addressed in low-income women
accessing public health clinics. Further attention should be devoted to identifying new settings for providing smoking
cessation interventions to women from disadvantaged groups. Women- specific tobacco programs help women stop
smoking, although they appear to produce similar abstinence rates as non-sex/gender specific programs. Offering
interventions for women specifically may reduce barriers to treatment entry and better meet individual preferences of
smokers. Developing approaches that fully account for the multiple challenges treatment-seeking women face is still an area
of research.

Women’s Health Research Network (WHRN). Dr.
Torchalla was supported by two postdoctoral
research fellowships from the Canadian Institute for
Health Research (CIHR): through the Investigating
Tobacco and Gender (iTAG) team grant and the
Intersections of Mental Health Perspectives in
Addictions Research Training (IMPART) program.

22282542

Zhu, Shu-Hong, SH

The effects of a multilingual
telephone quitline for Asian
smokers: a randomized controlled
trial.

smokers

Subjects (N = 2277) were stratified by language and randomly
assigned to telephone counseling (self-help materials and up
to six counseling sessions; n = 1124 subjects) or self-help
(self-help materials only; n = 1153 subjects) groups: 729
Chinese subjects (counseling = 359, self-help = 370), 848
Korean subjects (counseling = 422, self-help = 426), and 700
Vietnamese subjects (counseling = 343, self-help = 357). The
primary outcome was 6-month prolonged abstinence.
Intention-to-treat analysis was used to estimate prolonged
abstinence rates for all subjects and for each language group.
All statistical tests were two-sided.

In the intention-to-treat analysis, counseling increased the 6-month prolonged abstinence rate among all smokers compared
with self-help (counseling vs self-help, 16.4% vs 8.0%, difference = 8.4%, 95% confidence interval [CI] = 5.7% to 11.1%, P <
.001). Counseling also increased the 6-month prolonged abstinence rate for each language group compared with self-help
(counseling vs self-help, Chinese, 14.8% vs 6.0%, difference = 8.8%, 95% CI = 4.4% to 13.2%, P < .001; Korean, 14.9% vs
5.2%, difference = 9.7%, 95% CI = 5.8% to 13.8%, P < .001; Vietnamese, 19.8% vs 13.5%, difference = 6.3%, 95% CI =
0.9% to 11.9%, P = .023).

grant from the National Cancer Institute at the
National Institutes of Health (R01CA104573 to
S.H.Z.). The recruitment of smokers for the study
was facilitated by the California Smokers’ Helpline,
which was funded by the California Department of
Public Health (contract numbers 00-90605 and 0545834 to S.H.Z.).

meta analysis

Ib

RCT

high

n = 2277

Comments

Stage-based versus standard self-help materials (two trials) gave a relative risk (RR) of 0.93 (95% CI 0.62 to 1.39). Stagebased versus standard counselling (two trials) gave a relative risk of 1.00 (95% CI 0.82 to 1.22). Six trials of stage-based selfhelp systems versus any standard self-help support demonstrated a benefit for the staged groups, with an RR of 1.27 (95%
CI 1.01 to 1.59). Twelve trials comparing stage-based self help with ’usual care’ or assessment-only gave an RR of 1.32
(95% CI 1.17 to 1.48). Thirteen trials of stage-based individual counselling versus any control condition gave an RR of 1.24
(95% CI 1.08 to 1.42).

21069681
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Of the randomly assigned participants 116 (of 419, response rate = 27,7%) in the intervention group and 128 (of 428,
response rate = 29,9%) in the control group had participated over the 12 months and responded at the end of follow up. The
7 day intention-to-treat abstinence rete at 1 month was 15,2% (149/982) among those receiving the tailored intervention
compared with 9,4% (94/999) among those who received the nontailored intervention (p < .001) The corresponding figures at
3 months were 13,5% (122/902) and 9,4% (84/896, p = .006) and at 12 months were 11,2% (47/419) and 11,7% (50/428, p =
.91). Likewise the intervention group had higher self-efficacy and perceived tailoring at 1 and 3 months. Self-efficacy was
found to partially mediate the effect of the intervention.

EXTRA funds from the Norwegian Foundation for
Health and Rehabilitation and by funds from the
Norwegian Directorate of Health. The second author
was funded by a doctoral fellowship from the
Northern Norway Regional Health Authority, grant
No: TFP 743-08.

Medical students were all provided access to a self-directed
web-based learning module on smoking cessation. Thereafter,
they were randomly allocated to attend 1 of 4 education
approaches: (a) web-based training using the same tool, (b)
lecture, (c) role playing, and (d) supervised interaction with
real patients.

Success of the intervention was measured in an objective structured clinical examination. Scores were highest in Group 4
(35.9 ± 8.7), followed by Groups 3 (35.7 ± 6.5), 2 (33.5 ± 9.4), and 1 (28.0 ± 9.6; p = .007). Students in Groups 4 (60.7%)
and 3 (57.7%) achieved adequate counseling skills more frequently than those in Groups 2 (34.8%) and 1 (30%; p = .043).
There was no difference in the scores reflecting theoretical knowledge (p = .439). Self-assessment of cessation skills and
students’ sat- isfaction with training was significantly better in Groups 3 and 4 as compared with 1 and 2 (p < .001 and p =
.006, respectively).

Clinic of Pulmonary Medicine and Respiratory Cell
Research, University Hospital Basel. DSwas
supported by a grant from the Swiss National
Foundation (PP00P3_128412/1). This study was
honored with the Europe- an Respiratory Society
School Educational Research Grant.

Items for Systematic Reviews and Meta-Analyses guidelines
to conduct a qualitative review of randomized controlled trials
that reported on the efficacy of mobile phones or handheld
computers used to enhance the treatment of psychiatric
disorders. We identified eight randomized controlled trials.
Five studies used mobile phones to target smoking cessation.
Those re- ceiving the smoking cessation intervention were
significantly more likely to achieve abstinence compared with
those under the control condition.

Three studies used nonYpersonal digital assistant (PDA) handheld computers target- ing anxiety. Compared with those in the
control condition, those who received the non-PDA handheld computer intervention had significant improvement in anxiety
outcomes in only one of the three studies. The limited number of rigor- ous evaluations of mobile phone, PDA, or smartphone
interventions for mental health problems underscores the opportunities to enhance our interventions using the available tools
of contemporary technology.

12 months

22169631

Wangberg, Silje C, SC

Effect of tailoring in an internetbased intervention for smoking
cessation: randomized controlled
trial.

RCT

n = 2298

smokers

Altogether 2298 self-selected participants aged 16 years or
older registered at the website between August 15, 2006 and
December 7, 2007 and were randomly assigned to either a
multicomponent non-tailored internet based intervention for
smoking cessation (control) or a version of the same internetbased intervention with tailored content delivered on the
website and via mail.

22090454

Stolz, Daiana, D

Enhanced didactic methods of
smoking cessation training for
medical students--a randomized
study.

RCT

n = 143

smoking medical students

22048142

Ehrenreich, Benjamin, B

Are mobile phones and handheld
computers being used to enhance
delivery of psychiatric treatment? A
systematic review.

Ia

SR

very high

21907496

Haug, Severin, S

Efficacy of an internet program for
smoking cessation during and after
inpatient rehabilitation treatment: a
quasi-randomized controlled trial.

IIb

RCT

medium

n = 759

Daily smokers or former daily
smokers who regularly used the
internet and e-mail were
proactively invited for study
participation.

Out of 749 eligible patients, 477 (64%) participated in the
study and were randomly assigned to an intervention or an
assessment only control group based on the calendar week of
admission. Patients of the intervention group had the
possibility to use an internet program for smoking cessation
for a period of six months. The program provided at least one
but up to seven individual counseling ses- sions through a
computer expert system, informational websites and a
message board.

6 months

At six-months follow-up, seven-day point prevalence smoking abstinence was twice as high in the inter- vention group as in
the control group (OR=2.0; CI 1.1–3.8; p=.02).

21722952

Free, Caroline, C

Smoking cessation support
delivered via mobile phone text
messaging (txt2stop): a single-blind,
randomised trial.

Ib

RCT

high

n = 11914

smokers willing to make a quit
attempt

independent telephone randomisation system, to a mobile
phone text messaging smoking cessation programme
(txt2stop), comprising motivational messages and behaviouralchange support, or to a control group that received text
messages unrelated to quitting. The system automatically
generated intervention or control group texts according to the
allocation. Outcome assessors were masked to treatment
allocation.

6 months

Primary outcome data were available for 5524 (95%) participants. Biochemically verified continuous abstinence at 6 months
was significantly increased in the txt2stop group (10·7% txt2stop vs 4·9% control, relative risk [RR] 2·20, 95% CI 1·80–2·68;
p<0·0001). Similar results were obtained when participants that were lost to follow-up were treated as smokers (268 [9%] of
2911 txt2stop vs 124 [4%] of 2881 control [RR 2·14, 95% CI 1·74–2·63; p<0·0001]), and when they were excluded (268
[10%] of 2735 txt2stop vs 124 [4%] of 2789 control [2·20, 1·79–2·71; p<0·0001]). No significant heterogeneity was shown in
any of the prespecified subgroups.

21371991

Whittaker, Robyn, R

A theory-based video messaging
mobile phone intervention for
smoking cessation: randomized
controlled trial.

n = 226

current daily smokers, at least 16
years old

The intervention group received an automated package of
video and text messages over 6 months that was tailored to
self-selected quit date role model and timing of messages.
Extra messages were available on demand to beat craving
and address lapses.

6 months

The target sample size was not achieved due to difficulty recruiting young adult quitters. Of the 226 randomized participants
47% (107/226) were female and 24% (54/226) were Maori (indigenous population of New Zealand). Their mean age was 27
years (SD 8.7) and there was a high level of nicotine addiction. Continuous abstinence at 6 months was 26,4% (29/110) in
the intervention group and 27,6% (32/116) at the control group (p = .8). Feedback from participants indicated that the support
provided by the video role models was important and appreciated.

Health Research Council of New . It was supported
by Vodafone New Zealand, Ltd., who provided free
access to their mobile phone but was otherwise
uninvolved in the study. Students at the Freelance
Animation School provided animated clips for the
intervention. The intervention was based on work
previously funded by the Digital Strategy Community
Partnership Fund, Department of Internal Affairs, New
Zealand.

21330285

McDonnell, Diana D, DD

An internet-based smoking
cessation program for Korean
Americans: results from a
randomized controlled trial.

Ib

RCT

high

n = 1112

korean american smokers

A randomized controlled trial was used to evaluate this
cognitive-behavioral program. The main outcome was the
proportion of participants who had quit for at least 30 days, 50
weeks after enrollment, among those randomized into the
Internet intervention compared with those receiving a similar
program via booklet. The study had 11 online surveys
administered every 5 weeks.

The study took place between September 2005 and April 2009 and had a final enrollment of 1,112. Based on the outcome
assessed at 50 weeks, there was no significant differ- ence in 30-day smoking cessation between the Internet (11%) and
booklet (13%) groups (intent-to-treat [ITT] difference = −2%, 95% CI = −6% to 2%). In post-hoc analysis, quitting was higher
among participants in the Internet intervention (n = 562) who completed the online program: 26% quit com- pared with 10%
who did not complete the program (ITT differ- ence = 16%, 95% CI = 3%–29%)

This work was supported by the CDC (Cooperative
Agree- ments # 1-U48-DP000033 and 1-U48DP001908).

21330267

Zbikowski, Susan M, SM

Ib
Utilization of services in a
randomized trial testing phone- and
web-based interventions for smoking
cessation.

RCT

high

n = 1202

smokers

Participants were randomized to phone, Web, or combined
phone–Web cessation treatment. Services varied by modality
and were tracked using automated systems. All participants
received 12 weeks of varenicline, printed guides, an
orientation call, and ac- cess to a phone supportline.

6 months

Overall, participants utilized phone services more of- ten than the Web-based services. Among treatment groups with Web
access, a significant proportion logged in only once (37% phone–Web, 41% Web), and those in the phone–Web group
logged in less often than those in the Web group (mean = 2.4 vs. 3.7, p = .0001). Use of the phone also was correlated with
in- creased use of the Web. In multivariate analyses, greater use of the phone- or Web-based services was associated with
higher cessation rates. Finally, older age and the belief that certain treatments could improve success were consistent
predictors of greater utilization across groups. Other predictors varied by treatment group.

This study was funded by the National Cancer
Institute (grant # R01CA071358) and is registered at
Clinicaltrials.gov (NCT00301145). Varenicline and
nominal support for recruit- ing participants were
provided by Pfizer, Inc. Neither funding entity had any
role in the study design, the collection, analysis, and
interpretation of data, in the writing of the report, or in
the decision to submit the report for publication.

21242555

Ruffin, Mack T, MT

Effect of preventive messages
tailored to family history on health
behaviors: the Family Healthware
Impact Trial.

RCT

n = 4,248

smokers

The study was a cluster-randomized clinical trial that included
41 primary care practices, the majority in the Midwest, using
Family Healthware, a self-administered, Web-based tool that
assesses familial risk for the diseases and provides
personalized risk-tailored messages. Smoking cessation, fruit
and vegetable intake, physical activity, aspirin use, blood
pressure, and cholesterol and blood glucose screening were
assessed at baseline and 6 months after the intervention.

6 months

Of 4,248 participants, 3,344 (78%) completed the study. Participants were white (91%), female (70%), and insured (97%),
and had a mean age of 50.6 years (range 35-65 years). Intervention participants were more likely to increase daily fruit and
vegetable consumption from 5 or fewer servings a day to 5 or more servings a day (OR=1.29; 95% confidence interval [CI],
1.05-1.58) and to increase physical activity (OR=1.47; 95% CI, 1.08-1.98) to 5 to 6 times a week for 30 minutes or more a
week. The absolute differences in proportion were 3% and 4%, respectively. Intervention participants were less likely to move
from not having cho- lesterol screening in the last 5 years to having their cholesterol measured within 5 years (OR=0.34;
95% CI, 0.17-0.67), with an absolute difference of 15%.

The Family Healthware Impact Trial (FHITr) was supported through cooperative agreements between the
CDC and the Asso- ciation for Prevention Teaching
and Research (ENH #U50/CCU300860 TS-1216) and
the American Association of Medical Colleges (UM
#U36/ CCU319276 MM-0789 and CWR
#U36/CCU319276 MM0630). Dr Ache- son also
received salary support from the National Cancer
Institute K07 CA086958 in Cancer Prevention and
Control.

RCT

The control group also set a quit date and
received a general health video message
sent to their phone every 2 weeks.

Patients in the control group received an
age- and sex-specific health message
related to lifestyle and screening.

Comments

The project was funded by the German Association
for the Promotion of Research in Rehabilitation
(Verein zur Förderung der Rehabilitationsforschung,
VFFR) in Hamburg, Mecklenburg-Western
Pomerania and Schleswig-Holstein.
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Smolkowski, Keith, K

Modeling missing binary outcome
data in a successful web-based
smokeless tobacco cessation
program.

RCT

n = 2523

19851916

Etter, Jean-François, JF

Comparing computer-tailored,
internet-based smoking cessation
counseling reports with generic,
untailored reports: a randomized trial.

RCT

n = 2872

19832783

Shahab, Lion, L

Online support for smoking
cessation: a systematic review of
the literature.

19821377

Whittaker, Robyn, R

Mobile phone-based interventions
for smoking cessation.

19632976

Danaher, Brian G, BG

Use of non-assigned smoking
cessation programs among
participants of a Web-based
randomized controlled trial.

20409497

Swan, Gary E, GE

Behavioral counseling and
varenicline treatment for smoking
cessation.

20177844

Seidman, Daniel F, DF

20148782

IIc

high

N

RCT

A randomized trial of Internet and
telephone treatment for smoking
cessation.

RCT

Study
quality

Current adult smokers in the
United States who smoked 5 or
more ciga- rettes per day

Graham, Amanda L, AL
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18 months

At 18 months, the 30-day multiple point preva- lence abstinence rate across all follow-up intervals was 3.5% (BI), 4.5% (EI),
and 7.7% (EI

Eligible participants were randomized to one of three smokingcessation interventions: web-based counseling (n=401);
proactive telephone-based counseling (PTC; n=402); or
combined PTC and web counseling (n=399). All participants
received a standard 12-week FDA-approved course of
varenicline. Self-report determined the primary outcomes (7day point prevalent abstinence at 3- and 6-month follow-ups);
the number of days varenicline was taken; and treatmentrelated symptoms. Behavioral measures determined utilization
of both the web- and Phone-based counseling.

3 and 6 months

Intent-to-treat analyses revealed relatively high percentages of abstinence at 3 months (38.9%, 48.5%, 43.4%) and at 6
months (30.7%, 34.3%, 33.8%) for the web, PTC, and PTC–web groups, respectively. The PTC group had a signifıcantly
higher percentage of abstinence than the web group at 3 months (OR=1.48, 95% CI=1.12, 1.96), but no between-group
differences in abstinence outcomes were seen at 6 months.

National Cancer Institute (Grant R01CA071358) and
is registered at Clinicaltrials.gov (NCT00301145).
Varenicline and nominal support for recruiting
participants was provided by Pfızer, Inc.

To determine the 13-month effectiveness of an Internet
program presenting a set sequence of interactive steps, and
the role of depressed affect. In a randomized controlled trial
sponsored by the American Cancer Society, a treatment
condition (n=1,106) was compared to a control site (n=1,047).

13 months

More treatment condition participants were absti- nent (30-day point prevalence) than control site participants (12.9% vs.
10.1%, p<.05) at 13 months. This effect was greater among participants not reporting depressed affect (15.0% vs. 10.1%,
p<.01). Among smokers who reported depressed affect, there was no difference in abstinence between the treatment and
control conditions.

American Cancer Society

The ChewFree randomized controlled trial used a two-arm
design to compare tobacco absti- nence at both the 3- and 6month follow-up for participants randomized to either an
enhanced web-based intervention condition or a basic
information-only control condition. Setting Internet in the
United States and Canada. Participants Secondary analyses
focused upon 2523 participants in the ChewFree trial.
Measurements Point- prevalence tobacco abstinence
measured at 3- and 6-month follow-up.

3 and 6 months

The results of this study confirmed the findings for the original ChewFree trial and highlighted the use of different missingdata approaches to achieve intent-to-treat analyses when confronted with substantial attrition. The use of different imputation
methods yielded results that differed in both the size of the estimated treatment effect and the standard errors.

This work was funded, in part, by grants from the
National Cancer Institute: R01-CA84225 and R01CA118575.

This study aimed to determine the relative effect of Internet and Internet plus
telephone treat- ment for smoking
cessation on smoking abstinence among
US adults. A priori hypotheses were that
Internet en- hanced with tailored content
and social support would outperform basic
Internet (BI) and that enhanced Inter- net
(EI) plus proactive telephone counseling
would out- perform the other conditions.

current and former smokers

After answering a questionaire current anf former smokers
were randomly assigned to immediately receiving either an
online, individually tailored councelling report a personalized
but untailored generic report. Participants were invited by
email to report any smoking in the previous 24 hours, 48
hours after baseline.

There were 2,872 participants at baseline and 2,226 at follow up (78%). At baseline there were 76% of current smokers
(mean = 18 cigarettes per day) and 24% of recent quitters (median 7 days of abstinence.) The same proportion of smokers in
both study groups have made a 24 hour quit attempt at follow up (12,1% P = 1.0). In baseline recent quitters, lapse/relapse
rates at follow up were similar at both groups tailored 25,1%, untailored 23,5% P 0,64. We conclude, that untailored reports
were as effective as tailored reports in the short term. Even though there particular computer-tailored reports were not more
effective than untailored reports meta analyses show that computer-tailored documents are in general more effective than
untailored ones.

Health Department of the Canton of Geneva; the
Swiss Federal Office of Public Health (Berne) and the
Swiss Cancer League (Berne), all of Switzerland.
Support from Pfizer and Novartis.

meta analysis

smokers

To examine the efficacy and acceptability of online, interactive
interventions for smoking cessation and to identify treatment
effect moderators and mediators. A systematic review and
meta-analysis of the literature (1990–2008) was conducted,
finding 11 relevant randomized controlled trials. Data were
extracted and risk ratios and risk differences estimated with a
random effects model.

There was no evidence of publication bias. Included trials were of variable methodological quality. Web-based, tailored,
interactive smoking cessation interventions were effective compared with untailored booklet or e-mail interventions [rate ratio
(RR) 1.8; 95% confidence interval (CI) 1.4–2.3] increasing 6-month abstinence by 17% (95% CI 12–21%). No overall effect of
interactive compared with static web-based interventions was detected but there was significant heterogeneity, with one
study obtaining a clear effect and another failing to find one. Few moderating or mediating factors were evaluated in studies
and those that were had little effect. Pooled results suggest that only interventions aimed at smokers motivated to quit were
effective (RR 1.3, 95% CI 1.0–1.7). Fully automated interventions increased smoking cessation rates (RR 1.4, 95% CI
1.0–2.0), but evidence was less clear-cut for non-automated interventions.

This review was funded by the Department of Health,
England.

meta analysis

smokers of any age who wanted
to quit

Studies were those examining any type of mobile phonebased intervention. This included any intervention aimed at
mobile phone users, based around delivery via mobile phone,
and using any functions or applications that can be used or
sent via a mobile phone. Information on the specified quality
criteria and methodological details was extracted using a
standardised form. Participants who dropped out of the trials
or were lost to follow up were considered to be smoking.

RCT

medium

n = 1028

Web-based SHIP (Smokers`Health Improvement Program )
compared to the Quit Smoking Network (QSN) treatment
program and the Active Lives condition (which purposefully
omittes mention of the use of pharmacotherapy).

Four trials (reported in five papers) are
included: a text message programme in
New Zealand; a text message programme
in the UK; and an Internet and mobile
phone programme involving two different
groups in Norway.

6 months

The different types of interventions are analysed separately. When combined by meta-analysis the text message programme
trials showed a significant increase in short-term self-reported quitting (RR 2.18, 95% CI 1.80 to 2.65). However, there was
considerable heterogeneity in long-term outcomes, with the much larger trial having problems with misclassification of
outcomes; therefore these data were not combined. When the data from the Internet and mobile phone programmes were
pooled we found statistically significant increases in both short and long-term self-reported quitting (RR 2.03, 95% CI 1.40 to
2.94).

3 months

Use of nen-assignes Wed programs were related to greater levels of self-reportes smoking cessation measured at the 3
month assessment (OR = 2.63, CI = 1.67 - 4.41, P <.001) as well as the combinated 3 and 6 month assessments (OR 2.09, CI = 1.11 - 3.91, P = .022). In terms of reported medication use, there were no differences between conditions in the
number of pharmacotherapy products used. However, more participants in the QSN condition used at least one
pharmacotherapy product: 50.0 % (262/524) vs 43.8 % (221/504); x2 (1, N = 1028) = 3.90, P = .048.

Comments
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Participants (n = 35) in the Abstinence Contingent (AC) group received monetary incentives contingent on recent smoking
abstinence (i.e., CO of 4 parts per million or below). Participants (n = 33) in the Yoked Control (YC) group received monetary
incentives independent of smok- ing status. Participants in the AC group were significantly more likely than the YC group to
post negative CO samples on the study website (OR = 4.56; 95% CI = 2.18–9.52). Participants assigned to AC were also
significantly more likely to achieve some level of continuous abstinence over the 6-week intervention compared to those
assigned to YC. These results demonstrate the feasibility and short-term efficacy of delivering reinforcement for smoking
abstinence over the Internet to rural populations.

This study was funded by NCI grant R21CA124881

The results 6 months after baseline (N = 5 195) showed that significantly more participants in the interven- tion group
reported not having smoked in the last 24 hours (21.5%) and 7 days (20.4%) in contrast with participants in the control group
(9.8 and 7.8%, respectively). Intention-to-treat analyses revealed similar results, though overall lower quitting percentages.
Furthermore, par- ticipants in the intervention group appreciated the computer-tailored e-mail significantly more in terms of
understandability, credibility and personal relevance.

The Netherlands foundation for a smoke free future
(STIVORO) for facilitating the study

The participants were randomly allocated to one of three
study groups: (a) control condition without intervention, (b)
intervention with one weekly SMS feedback (1SMS), or (c)
intervention with three weekly SMS feedbacks (3SMS). In
study groups (b) and (c), individualized SMS feedbacks were
sent to the participants weekly, based on data from the
baseline assessment and a weekly SMS assessment of the
stages of change according to the transtheoretical model.
Program use and acceptance were compared between the
two intervention groups differing in support intensity. An
explora- tion of the short-term efficacy of the program was
conducted by comparing the three study groups at the end of
the 3-month intervention program on smoking variables.

The median number of replies to the weekly SMS as- sessments was 12.5 in the 1SMS group and 13.0 in the 3SMS group
(not significant). The acceptance of the program did not differ between the intervention groups. At postassessment,
nosignificant differences between the three study groups emerged on the examined smoking variables.

The project is part of the German research network
EARLINT (EARLy substance use INTervention) and
is funded by the Ger- man Federal Ministry of
Research and Education (grant no. 01EB0120,
01EB0420).

smokers

The effects of Web- and computer-based smoking cessation
programs are inconsistent in random- ized controlled trials
(RCTs). We evaluated those ef- fects using a meta-analysis.
We searched MEDLINE (PubMed), EMBASE, and the
Cochrane Review in August 2008. Two evalua- tors
independently selected and reviewed eligible studies.

Of 287 articles searched, 22 RCTs, which in- cluded 29 549 participants with 16 050 enrolled in Web- or computer-based
smoking cessation program groups and 13 499 enrolled in control groups, were included in the final analyses. In a randomeffects meta-analysis of all 22 trials, the intervention group had a significant effect on smoking cessation (relative risk [RR],
1.44; 95% con- fidence interval [CI], 1.27-1.64). Similar findings were observed in 9 trials using a Web-based intervention
(RR, 1.40; 95% CI, 1.13-1.72) and in 13 trials using a computer- based intervention (RR, 1.48; 95% CI, 1.25-1.76). Subgroup analyses revealed similar findings for different lev- els of methodological rigor, stand-alone vs supplemental
interventions, type of abstinence rates employed, and du- ration of follow-up period, but not for adolescent popu- lations (RR,
1.08; 95% CI, 0.59-1.98).

Drs Myung, McDonnell, Kazinets, and Moskow- itz
receiving funding from the Cen- ters for Disease
Control and Preven- tion through Cooperative
Agreement U48/DP000033.

n = 38,060

smokers

The purpose of this study was to evaluate the empirical
evidence related to the role of cell phones and text messaging
interventions in improving health outcomes and pro- cesses of
care. Scientific literature was searched to identify controlled
studies evaluating cell phone voice and text message
interventions to provide care and disease management
support. Searches identi- fied 25 studies that evaluated cell
phone voice and text messaging interventions, with 20
randomized controlled trials and 5 controlled studies.
Nineteen studies assessed outcomes of care and six
assessed processes of care. Selected studies included
38,060 participants with 10,374 adults and 27,686 children.
They covered 12 clinical areas and took place in 13 countries.
Frequency of message delivery ranged from 5 times per day
for diabetes and smoking cessation support to once a week
for advice on how to overcome barriers and maintain regular
physical activity. Significant improvements were noted in
compliance with medicine taking, asthma symptoms, HbA1C,
stress levels, smoking quit rates, and self-efficacy.

Process improvements were reported in lower failed appointments, quicker diagnosis and treatment, and improved teaching
and training. Cost per text message was provided by two studies. The findings that enhancing standard care with reminders,
disease monitoring and management, and edu- cation through cell phone voice and short message service can help improve
health outcomes and care processes have implications for both patients and providers.

n = 200

smokers responding to radio,
poster and leaflet-based
promotions regarding the trial

he response rate for the outcome measures planned for the
main trial. Participants’ qualitative responses to open-ended
questions about the intervention content. Secondary
outcomes were the outcomes planned for the main trial
including the point prevalence of self-reported smoking at 4
weeks and pooled effect estimate for the short-term results for
the STOMP and txt2stop trials.

The response rate at 4 weeks was 96% and at 6 months was 92%. The results at 4 weeks show a doubling of self-reported
quitting relative risk (RR) 2.08 (95% CI 1.11 to 3.89), 26% vs 12%. The pooled effect estimate combining txt2stop and a
previous New Zealand trial in the short term is RR 2.18 (95% CI 1.79 to 2.65).

19615830

Stoops, William W, WW

An internet-based abstinence
reinforcement smoking cessation
intervention in rural smokers.

RCT

n = 68

smokers

Smokers were enrolled to evaluate the efficacy of an Internetbased smoking cessation program. During the 6-week
intervention period, all participants were asked to record 2
videos of breath carbon monoxide (CO) samples daily.
Participants also typed the value of their CO readings into
web-based software that provided feedback and reinforcement
based on their smoking status.

19574405

Te Poel, Fam, F

Efficacy of a single computertailored e-mail for smoking
cessation: results after 6 months.

RCT

n = 5195

smokers

To date, few Internet-delivered smoking cessa- tion
interventions have been tested. This study tested the efficacy,
understandability, credibility and personal relevance of an email-delivered computer-tailored smoking cessation intervention. It included tailored action plan feedback, as recent
studies have demonstrated the impor- tance of planning in
facilitating quitting smoking. Participants (Dutch adults) were
randomly assigned to the intervention (computer-tailored email; N 5 224) or the control group (generic, non-tailored email; N 5 234).

19542517

Haug, Severin, S

Continuous individual support of
smoking cessation using text
messaging: a pilot experimental
study.

IIb

RCT

medium

n = 194

smokers

19468084

Myung, Seung-Kwon, SK

Effects of Web- and computerbased smoking cessation programs:
meta-analysis of randomized
controlled trials.

Ia

meta analysis

very high

19382860

Krishna, Santosh, S

Healthcare via cell phones: a
systematic review.

IIa

meta analysis

medium

19318534

Free, C, C

Txt2stop: a pilot randomised
controlled trial of mobile phonebased smoking cessation support.

Ib

RCT

high

19135907

Fjeldsoe, Brianna S, BS

Ia
Behavior change interventions
delivered by mobile telephone shortmessage service.

SR

very high

Studies were included in the
review if they (1) evaluated an
intervention delivered primarily via
SMS, (2) assessed change in
health behavior using pre–post
assessment, and (3) were
published in English in a peerreviewed scientific journal.

6 months

Comments

Cancer Research UK

Of 33 studies identified, 14 met the inclusion criteria. Four of the 14 studies reviewed targeted preventive health behaviors
(e.g., smoking cessation), and ten focused on clinical care (e.g., diabetes self-management). Positive behavior change
outcomes were observed in 13 of the 14 reviewed studies. Intervention initiation (researcher or participant), SMS dialogue
initiation, tailoring of SMS content, and interactivity were found to be important features of SMS-delivered interventions.
Methodologic issues with current SMS research were also identified.
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3 months

A total of 39,7 % returned a follow-up questionaire after three months, with similar rates across the two groups. Among those
respondents assigned to the BB condition, only 11,8 % elected to view the bulletin board or post a message, liniting our
ability to analyze the impact of BB use in cessation. Satisfaction with the website was high and did not differ significantly
between conditions UC: 90.2 %, BB: 84,9 %, P = .08.

contol: buclett

1, 3, 6, and 12 months

A total of 290 participants received either the HE intervention (n=144) or the control booklet (n=146). Using intent-to-treat
analysis, participants in the intervention group reported clinically and statistically significantly higher repeated point
abstinence rates than control participants (20% versus 7%, odds ratio [OR] = 3.43, 95% CI = 1.60-7.34, P = .002). Although
no differences were observed at baseline, by the end of the preparation phase, significantly higher levels of coping planning
(t(261) = 3.07, P = .002) and precessation self-efficacy (t(261) = 2.63, P = .01) were observed in the intervention group
compared with the control group. However, neither coping planning nor self-efficacy mediated long-term treatment effect. For
point abstinence 1 month after quitting, however, coping planning and self-efficacy showed a partial mediation of the
treatment effect.

participants were randomly assigned to receive emailed
access to one of five tailored interactive sites provided by
cooperating research partners or to a targeted, minimally
interactive ACS site with text, photographs, and graphics
providing stage-based quitting advice and peer modeling.

13 months

Follow-up surveys done online and via telephone interviews at approximately 13 months after randomization yielded 2468
respondents (38%) and found no significant overall quit rate differences among those assigned to the different websites (P =
.15). At baseline, 1961 participants (30%) reported an indicator of depression. Post hoc analyses found that this group had
significantly lower 13-month quit rates than those who did not report the indicator (all enrolled, 8% vs 12%, P < .001; followed
only, 25% vs 31%, P = .003). When the 4490 participants (70%) who did not report an indicator of depression at baseline
were separated for analysis, the more interactive, tailored sites, as a whole, were associated with higher quitting rates than
the less interactive ACS site: 13% vs 10% (P = .04) among 4490 enrolled and 32% vs 26% (P = .06) among 1798 followed.

A total of 1160 students, 1098 of
whom were nonsmokers and 62
smokers at baseline, were
included.

Few studies have examined the long-term efficacy of
computer-based smoking prevention and cessation programs.
We analyzed the long-term impact of A Smoking Prevention
Interactive Experience (ASPIRE), a theoretically sound
computer-based smoking prevention and cessation curriculum
for high school students. Sixteen predominantly minority,
inner-city high schools were randomly assigned to receive the
ASPIRE curriculum or standard care (receipt of the National
Cancer Institute’s Clearing the Air self-help booklet).

18 months

At 18-month follow-up, among baseline nonsmokers, smoking initiation rates were significantly lower in the ASPIRE condition
(1.9% vs. 5.8%, p,.05). Students receiving ASPIRE also demonstrated significantly higher decisional balance against
smoking and decreased temptations to smoke. Differences between groups in self-efficacy and resistance skills were not
significant. There was a nonsignificant trend toward improved smoking cessation with ASPIRE, but low recruitment of
smokers precluded conclusions with respect to cessation. ASPIRE demonstrated the potential for an interactive multimedia
program to promote smoking prevention. Further studies are required to determine ASPIRE’s effects on cessation.

We describe the 6-month followup results of a randomized
controlled trial in which
participants recruited online were
randomly assigned to either a
Web-based smoking cessation
program (Quit Smoking Network;
QSN) or a Web-based exercise
enhancement program (Active
Lives) adapted somewhat to
encourage smoking cessation.

The study was a two-arm randomized controlled trial that
compared two Web-based smoking cessation programs: (1)
the QSN intervention condition presented cognitive-behavioral
strategies, and (2) the Active Lives control condition provided
participants with guidance in developing a physical activity
program to assist them with quitting. The QSN condition
provided smoking cessation information and behavior change
strategies while the Active Lives condition provided
participants with physical activity recommendations and goal
setting. The QSN condition was designed to be more
engaging (eg, it included multimedia components) and to
present much greater content than is typically found in
smoking cessation programs.

RCT

n = 216

postsecondary smokers

Between September 2002 and February 2003, the authors
assessed the effectiveness of a new, age- tailored, self-help
smoking-cessation program for college stu- dents. College
student smokers (N = 216) from 6 Ontario universities
participated. The researchers used a randomized controlled
trial with a 3-month telephone follow-up. Interventions
included a new program (Smoke|Quit), the Canadian Cancer
Society’s self-help program, and a usual care quit kit.

19097974

Stoddard, Jacqueline L, JL Effect of adding a virtual community
(bulletin board) to smokefree.gov:
randomized controlled trial.

RCT

n = 684

adult federal employees willing to
quit smoking

two versions of smoking cessation website (smokefree.gov),
one of which included an asynchronous bulletin board (BB
condition)

19087949

Brendryen, Håvar, H

A digital smoking cessation program
delivered through internet and cell
phone without nicotine replacement
(happy ending): randomized
controlled trial.

n = 290

Inclusion criteria were willingness
to quit on a prescribed day
without using nicotine
replacement and being aged 18
years or older

The intervention group received HE, and the control group
received a 44-page self-help booklet. Abstinence was defined
as "not even a puff of smoke, for the last seven days" and
was assessed by means of Internet surveys or telephone
interviews 1, 3, 6, and 12 months postcessation.

19033146

Rabius, Vance, V

Comparing internet assistance for
smoking cessation: 13-month followup of a six-arm randomized
controlled trial.

n = 6451

American Cancer Society (ACS)
website users

19023839

Prokhorov, Alexander V,
AV

IIb
Impact of A Smoking Prevention
Interactive Experience (ASPIRE), an
interactive, multimedia smoking
prevention and cessation curriculum
for culturally diverse high-school
students.

n = 1160

19017582

McKay, H Garth, HG

Comparing two web-based smoking
cessation programs: randomized
controlled trial.

high

RCT

Ib

medium

RCT

high

Outcome and effect size

BB condition vs. usual care

Randomized controlled trial
examining the effectiveness of a
tailored self-help smoking-cessation
intervention for postsecondary
smokers.

RCT

Length of follow-Up

Intention-to-treat analysis of 7-day point prevalence ces- sation revealed quit rates of 11.4% for Smoke|Quit, 2.9% for the
Cancer Society’s program, and 5.6% for the usual care interven- tion (p < .05). Among nonquitters, 46.5% had made a quit
attempt, and weekly consumption decreased from 54.01 to 42.08 cigarettes (p < .001) with no differences across
interventions.

Travis, Heather E, HE

Ib

Com-parison

3 months

19114383

Funding

Comments

Tobacco Control Research Branch of the Nationals
Cancer Institut: Contract HHS-P23320045016XI.

This investigation was supported by NCI grant R01
CA81934-01A2 (Alexander V. Prokhorov, M.D.,
Ph.D., Principal Investigator; Steven H. Kelder,
Ph.D., Co-Principal Investigator).

Contrary to our hypotheses, no between-condition differences in smoking abstinence were found at 3- and 6-month follow-up
assessments. While participants in the QSN intervention condition spent more time than controls visiting the online program,
the median number of 1.0 visit in each condition and the substantial attrition (60.8% at the 6-month follow-up) indicate that
participants were not as engaged as we had expected.
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18984557

Strecher, Victor J, VJ

The role of engagement in a tailored
web-based smoking cessation
program: randomized controlled trial.

18715238

Danaher, Brian G, BG

Mediators of a successful webbased smokeless tobacco cessation
program.

18647131

Wolfenden, Luke, L

Pilot of a preoperative smoking
cessation intervention incorporating
post-discharge support from a
Quitline.

IIIb

18565577

An, Lawrence C, LC

The RealU online cessation
intervention for college smokers: a
randomized controlled trial.

Ib

18417417

Schumann, Anja, A

Computer-generated tailored
feedback letters for smoking
cessation: theoretical and empirical
variability of tailoring.

18407003

Strecher, Victor J, VJ

Web-based smoking-cessation
programs: results of a randomized
trial.

N

Patient character-istics

Inter-vention

n = 1866

smokers

To determine: (1) whether engagement (defined by the
number of Web sections opened) in a Web-based smoking
cessation intervention predicts 6-month abstinence, (2)
whether particular sociodemographic and psychographic
groups are more likely to have lower engagement, and (3)
whether particular components of a Web-based smoking
cessation program influence engagement.

RCT

n = 402

Our secondary analyses focused
upon 402 participants who visited
the web-based program at least
once, whose baseline selfefficacy rating showed room for
improvement, who reported that
they were still using tobacco at
the 6-week assessment, and for
whom both 3- and 6-month followup data were available.

An enhanced web-based behavioral smokeless tobacco
cessation intervention delivered program content using text,
interactive activities, testimonial videos and an ask-an-expert
forum and a peer forum. The basic control condition delivered
tobacco cessation content using static text only.

RCT

low

n = 118

Patients who currentliy smoked,
had a booked date for surgery ,
were not pregnant, not too ill to
comlete the study and could read
English

comprehensive smoking cessation intervention incorporating
preoperative computerised smoking cessation counselling,
tailored self-help , brief advice from preoperative clinical staff,
NRT, telephone counselling and proactive post- telephone
support from a Quitline

RCT

high

n = 517

college smokers

RCT

n = 1044

smokers

RCT

n = 1866

Com-parison

Length of follow-Up

5 different treatment components of a Web- 6 months
based smoking cessation intervention. The
components were: high- versus lowpersonalized message source, highversus low-tailored outcome expectation,
efficacy expectation, and success story
messages. Moreover, the timing of
exposure to these sections was
manipulated, with participants randomized
to either a single unified Web program with
all sections available at once, or sequential
exposure to each section over a 5-week
period of time. Participants from 2 large
health plans enrolled to receive the online
behavioral smoking cessation program and
a free course of nicotine replacement
therapy (patch). The program included: an
introduction section, a section focusing on
outcome expectations, 2 sections focusing
on efficacy expectations, and a section
with a narrative success story (5 sections
altogether, each with multiple screens).
Most of the analyses were conducted with
a stratification of the 2 exposure types.
Measures included: sociodemographic and
psychosocial characteristics, Web
sections opened, perceived message relevan

Outcome and effect size

Funding

3 and 6 months

While both participant self-efficacy and program exposure satisfied the requirements for simple mediation, only self-efficacy
emerged as a mediator when we used the more robust test of multiple mediation.

6 months

12% of 66 usual care control group participants and 25% of 52 experimental group participants reported beeing abstinent
(p=0.07)

funding support provided by the National Heart
Foundation, the Cancer Counsel NSW, and NSW
health through the Hunter Medical Research Institute.

This is a two-group randomized controlled trial. The
intervention group received $10 weekly incentives to visit an
online college life magazine that provided personalized
smoking cessation messages and peer email support.
Evaluation assessments occurred at baseline and 8, 20, and
30 weeks after enrollment. The primary outcome is selfreported 30-day abstinence at week 30. Carbon monoxide
(CO) breath testing was performed for participants reporting
30-day abstinence at week 30.

Five-hundred and seventeen college smokers at the University of Minnesota were enrolled viainternet health screening
(control = 260, intervention = 257) in the fall of 2004. Intervention participantscompleted an average of 18.9 (SD 2.5) of 20
weekly website visits over the course of the study. The rate of 30-day abstinence at week 30 was higher for the intervention
compared to the control group (41% vs. 23%, p b 0.001). CO testing showed low rates of under-reporting. There was no
difference in self-reported 6-month prolonged abstinence measured at week 30.

This work was supported by grant RC 2002-0025
from ClearWay Minnesota. Additional support for
supplies was provided by the University of Minnesota
Transdisciplinary Tobacco Research Center NIH P50
013333.

This study examines tailored feedback letters of a smoking
cessation intervention that is conceptually based on the
transtheoretical model, from a content-based perspective.
Methods: Data of 2 population-based intervention studies,
both randomized controlled trials, with total N = 1044 were
used. The procedure of the intervention, the tailoring principle
for the feedback letters, and the content of the intervention
materials are described in detail. Theoretical and empirical
frequencies of unique feedback letters are presented.

The intervention system was able to generate a total of 1040 unique letters with nor- mative feedback only, and almost half a
million unique letters with normative and ipsative feedback. Almost every single smoker in contemplation, preparation, action,
and mainte- nance had an empirically unique combination of tailoring variables and received a unique letter. In contrast,
many smokers in precontemplation shared a combination of tailoring variables and received identical letters.

The study, as part of the Research Collaboration in
Early Sub- stance Use Intervention (EARLINT), has
been funded by the German Federal Ministry of
Education and Research (grant nos. 01EB0120,
01EB0420) and the Social Ministry of the State of
Mecklenburg-West Pomerania (grant no. IX311a
406.68.43.05). We thank the Krebsliga Schweiz
(Swiss Cancer League) for providing the expert
system intervention. Thanks are extended to
Christian Goeze for programming the expert sys- tem
software and the survey management software.

Abstinence was most influenced by high-depth tailored success stories and a high-personalized message source. The
cumulative assignment of the three tailoring depth factors also resulted in increasing the rates of 6-month cessation,
demonstrating an effect of tailoring depth.

This grant was funded from National Cancer Institute
grants P50 CA101451 and R01 CA101843. This
project was con- ducted in collaboration with the
Cancer Research Network (CRN). The CRN is a
consortium of research organizations affiliated with
nonprofit integrated healthcare delivery sys- tems
and the National Cancer Institute. Nicotine replacement therapy was provided by GlaxoSmithKline. VJS
is founder and chairman of HealthMedia, Inc., a
company that makes computer-tailored behavior

A web-based smoking-cessation program plus nicotine patch.
Five components of the intervention were randomized using a
fractional factorial design: high- versus low-depth tailored
success story, outcome expectation, and efficacy expectation
messages; high- versus low-personalized source; and multiple
versus single exposure to the intervention components

Usual care

6 months

Comments

The total number of Web sections opened was related to subsequent smoking cessation. Participants who were younger,
were male, or had less formal education were more likely to disengage from the Web-based cessation program, particularly
when the program sections were delivered sequentially over time. More personalized source and high-depth tailored selfefficacy components were related to a greater number of Web sections opened. A path analysis model suggested that the
impact of high-depth message tailoring on engagement in the sequentially delivered Web program was mediated by
perceived message relevance.
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18363076

Oenema, Anke, A

IIb
Efficacy and use of an internetdelivered computer-tailored lifestyle
intervention, targeting saturated fat
intake, physical activity and smoking
cessation: a randomized controlled
trial.

RCT

18236303

Severson, Herbert H, HH

ChewFree.com: evaluation of a Webbased cessation program for
smokeless tobacco users.

RCT

18236302

Schumann, Anja, A

Computer-tailored smoking
cessation intervention in a general
population setting in Germany:
outcome of a randomized controlled
trial.

RCT

18166743

Zaki, Amna, A

Interventions in the preoperative
clinic for long term smoking
cessation: a quantitative systematic
review.

18155287

Prochaska, James O, JO

Initial efficacy of MI, TTM tailoring
and HRI\'s with multiple behaviors
for employee health promotion.

RCT

18048636

Rabius, V, V

Effects of frequency and duration in
telephone counselling for smoking
cessation.

RCT

17602098

Solomon, Laura J, LJ

Mass media for smoking cessation
in adolescents.

Ia

meta analysis

Study
quality

N

very high
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Inter-vention

Com-parison

Length of follow-Up

Outcome and effect size

Funding

smokers

Purpose To evaluate the short-term (1 month) efficacy of an
Internet-delivered, computer-tailored lifestyle interven- tion
targeting saturated fat intake, physical activity (PA), and
smoking cessation, and to evaluate exposure to the
intervention. Methods A pretest–posttest randomized
controlled trial with an intervention group and a no intervention
waiting list control group was conducted. Self-reported
behaviorand determinants were assessed at baseline and 1
month follow-up. Exposure to the intervention was monitored
through server registrations. The data were analyzed using
multiple linear and logistic regression analysis.

1 month

The intervention resulted in a significantly lower self-reported saturated fat intake (b = −0.76, p < 0.01) and a higher likelihood
of meeting the PA guidelines among re- spondents who were insufficiently active at baseline (OR= 1.34, 95%CI =
1.001–1.80). No significant intervention effects were found for self-reported smoking status. Of the participants, 81% actually
visited the website.

n = 2523

smokers

The sizeable percentage of adults who use smokeless
tobacco (ST) represents an important public health target
since the majority of ST users have a strong desire to quit,
but many lack resources. We tested the impact of an
interactive, tailored Web-based intervention (Enhanced
Condition) versus a more linear, text-based website (Basic
Condition) in a randomized trial with 2523 adult ST users.

3 and 6 months

As is common in Internet-based research, there was considerable attrition: follow-up rates at 3 months, 6 months, and for
both 3 and 6 months were 48%, 45% and 34%, respectively. Results using repeated point prevalence of all tobacco use at 3
and 6 months showed that participants in the Enhanced Condition quit at significantly higher rates than those in the Basic
Condition. Using a Complete Case analysis, abstinence was 40.6% in the Enhanced Condition vs. 21.2% in the Basic
Condition (p,.001). Using intent-to-treat analysis, quit rates were 12.6% vs. 7.9%, respectively (p,.001). Similar results were
obtained for only ST use. Unobtrusive measures of program exposure indicated that program use was significantly related to
outcome as well as to attrition. We conclude that a tailored, interactive Web-assisted cessation program can be an
efficacious method for assisting adult ST users to quit.

This work was funded by the National Cancer
Institute, grant number R01-CA84225.

n = 1096

smokers

Participants of the smoking intervention study were recruited
from an existing general population health examination survey
in a university hospital. The sample consisted of 611 current
and former smokers at baseline, and of 485 participants in the
core group of baseline daily cigarette smokers. Follow-ups
were conducted 6, 12, 18, and 24 months after baseline. The
intervention was designed for both current and former
smokers, involved up to three individualized feedback letters,
and was created using expert-system technology.

6, 12, 18 and 24 months

Based on 7-day point-prevalence abstinence and 6-month prolonged abstinence as the outcome measures, the study
identified no significant differences between the intervention and control groups. Modeling the full longitudinal data in
generalized estimation equation analyses, using different nonresponse procedures, and adjusting for covariates did not alter
the results. We conclude that the computer-tailored transtheoretical model-based smoking cessation intervention, as
delivered in this study and in this special setting, was ineffective.

The study, as part of the Research Collaboration in
Early Substance Use Intervention (EARLINT), has
been funded by the German Federal Ministry of
Education and Research (Grant No. 01EB0120,
01EB0420) and the Social Ministry of the State of
Mecklenburg-West Pomerania (Grant no. IX311a
406.68.43.05).

meduim

n = 610

Comments

Overall, the interventions were associated with a significantly higher cessation rate vs control at the three to six month followup period (pooled odds ratio: 1.58, 95% confidence interval (CI) 1.02–2.45, P value = 0.01, I2 = 0%). The only trial with
longer follow-up period (12 months), however, failed to show any sig- nificant difference between the intervention and control
groups (odds ratio: 1.05, 95% CI 0.53–2.09, P value = 0.88).

Four RCTs (n = 610 patients) were included in the review.
Interventions included pharmacotherapy, counseling,
educational literature and postoperative telephone follow-up.
The follow-up period ranged between three to 12 months with
only one RCT following up patients for > one year. Two
studies used biochemical methods to validate subjects’ selfreporting of smoking cessation at the follow-up assessment.

Compared to the HRI only group, the MI and TTM groups had significantly more participants in the Action stage for exercise
and effective stress management and significantly fewer risk behaviors at 6 months. MI and TTM group outcomes were not
different.

Motivational Interviewing (MI), Online Transtheoretical Model
The treatment protocol included
an HRI session for everyone and (TTM)-tailored communications and a brief Health Risk
in addition either a recommended Intervention (HRI)
three TTM online sessions or
three MI in person or telephone
sessions over 6 months. At the
initial post-treatment assessment
at 6 months, groups were
compared on the percentage who
had progressed from at risk to
taking effective action on each of
the four risks.

n = 6322

smokers

The American Cancer Society enrolled 6322 clients in a
randomised trial comparing three counselling formats of
varying duration and frequency of contact, with or without
booster sessions, and mailed self help booklets without
telephone counselling. Participants were drawn from callers to
the American Cancer Society’s National Cancer Information
Center seeking assistance with smoking cessation who
provided informed consent and were adult daily smokers,
ready to make a quit attempt within two weeks, and from
states not served by an evidence based proactive telephone
counselling programme.

6 months

Six-month cessation rates (30-day point prevalence) were measured in telephone interviews. There was a significant
counselling effect. The overall cessation rates that were yielded by a brief protocol including booster sessions were
equivalent to those obtained with the American Cancer Society’s standard protocol with boosters.

n = 2030

smokers

Theory-driven, mass media interventions prevent smoking
among youth. This study examined effects of a media
campaign on adolescent smoking cessation. Four matched
pairs of media markets in four states were randomized to
receive or not receive a 3-year television/radio campaign
aimed at adolescent smoking cessa- tion based on social
cognitive theory. The authors enrolled 2,030 adolescent
smokers into the cohort (n = 987 experimental; n = 1,043
comparison) and assessed them via annual telephone
surveys for 3 years.

3 years

Although the condition by time interaction was not significant, the proportion of adolescents smoking in the past month was
significantly lower in the experimental than comparison condition at 3-year follow-up when adjusted for baseline smoking
status. The media campaign did not impact targeted mediating variables. A media campaign based on social cognitive
constructs produced a modest overall effect on smoking prevalence among adoles- cents, but the role of theory-based
constructs is unclear.

Grant P01 CA82708 from the National Cancer
Institute. Its contents are solely the responsibility of
the authors and do not necessarily represent the
official views of the National Cancer Institute. The
authors are grateful to Kathleen Howe, Scott
Connolly, and Anne Dorwaldt at the University of
Vermont for their assistance with the development
and placement of the media campaign and to the
interview staff at the University of Minnesota Survey
Center.
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smokers

The purpose of this study was to evaluate the effectiveness of
enhancing the American Lung Association’s Not on Tobacco
program (NOT) with a Web-based adjunct (NOT Plus).
Twenty- nine high schools were randomly assigned to either
the NOT program alone or to the NOT Plus condition, which
included access to a specially designed Web site for teens,
along with proactive phone calls from the group facilitator to
the participant. Self-reported smoking behavior was obtained
at end-of-program and at a 3-month follow-up.

3 months

Using hierarchical linear modeling, accounting for the clustering of students in schools, and controlling for student gender,
grade, race, and baseline smoking rate, there was a marginally significant (p = .06) condition effect at end-of-treatment and a
significant effect at 3-month follow-up (p < .05) favoring the NOT Plus condition. Approximately 57% of adolescents reported
visiting the Web site, and among the NOT Plus condition, use of the Web site was associated with cessation significantly at
end-of-program (p < .05), but not at 3 months. Adolescents in urban schools were more likely to access the Web site than
those in rural schools. Participants who visited the Web site rated it positively on several dimensions. Reasons for not using
the Web site will be discussed, as well as its value as an adjunct.

This publication was made possible by a grant from
the American Lung Associations of Illinois, and its
contents are solely the responsibility of the authors.
Additional support for Dr. Turner was provided by
NIDA postdoctoral training grant DA07293.

n = 99

smokers recently hospitalized
with coronary heart disease
(CHD)

Ninety-nine smokers hospitalized with CHD completed a
baseline questionnaire, were provided with bedside
counseling, and offered nicotine replacement therapy. They
were randomly assigned to a usual care (UC) or an IVR
group. The IVR group received automated telephone follow-up
calls 3, 14 and 30 days after discharge inquiring about their
smoking status and confidence in remaining smoke-free.
When deemed necessary, they were offered additional
counseling. Smoking status was determined 52 weeks after
hospital discharge.

53 weeks

The 52-week point prevalence abstinence rate in the IVR group was 46.0% compared to 34.7% in the UC group (OR = 1.60,
95% CI: 0.71–3.60; P = .25). After adjustment for education, age, reason for hospitalization, length of hospitalization, and quit
attempts in the past year, the odds of quitting in the IVR group compared to the UC group were 2.34 (95% CI: 0.92–5.92; P =
.07).

This research was funded by a partnership
coordinated by the Canadian Tobacco Control
Research Initiative (Grant number 15735). Robert D.
Reid is supported by a New Investigator Award from
the Heart and Stroke Foundation of Canada. The
authors also acknowledge the ongoing support of the
Ontario Ministry of Health Promotion.

n = 492

Heavy smokers, age 12 to 14

We randomly allocated 492 youths age 12 to 14 years to one
of three viewing conditions in which they viewed either (a) 4
NRT ads, (b) 4 Zyban ads, or (c) 4 ads promot- ing
nonpharmacologic cessation services, such as telephone
quitlines. After viewing each ad twice, participants completed
a 1-page rating form

After all ads had been viewed, youths com- pleted a questionnaire that measured intentions to smoke in the future, perceived
addictiveness of smoking, perceived risks and benefits of smoking, and perceived need for pharmaceutical products and
services. There were no differences in the composition of groups by age, gender, or smoking uptake. Youths were more
likely to agree that the NRT and Zyban ads, compared with the quitline ads, made it seem easy to quit smoking (p < .001).
However, there were no sys- tematic differences between groups in perceived addictiveness of smoking, intentions to smoke,
or other outcomes.

This study was funded by the Australian National
Health and Medical Research Council (Grant
262602).

medium

n = 69

Adolescent smokers, age 11-18

Ether clinic based, brief office intervention (BOI; N = 69)
consisting of four individual counseling sessions; or to Stomp
Out Smokes (SOS), an Internet, home-based intervention (N
= 70). Adolescents in SOS had access to the SOS site for 24
weeks.

30 days

The 30-day, point-prevalence smoking abstinence rates for BOI and SOS were 12% versus 6% at week 24 and 13% versus
6% at week 36, with no significant treatment differences. Among participants who continued to smoke, SOS was associated
with a significantly greater reduction in average number of days smoked than BOI (P = 0.006). The BOI was found to be
feasible with high session attendance rates. SOS participants accessed the site a mean

This study was supported by grant #R01 CA80323
from the National Cancer Institute. Findings from this
study were presented at the National Cancer Institute
Youth Tobacco Research Meeting, San Diego,
California, in June 2004

medium

n > 4000

smokers

Over 4,000 smokers from 74 countries entered the studies .
Studies 1 and 2 evaluated a standard smoking cessation
guide (the ‘‘Gu ́ıa’’). Studies 3 and 4 were randomized trials
comparing the Gu ́ıa+ITEMs (individually timed educational
messages) to the Gu ́ıa+ITEMs+a mood management course.
ITEMs were E-mails inviting participants back to the site at
specific times.

3 and 12 months

Online follow-up assessments resulted in completion rates of 44%–54% at 1 month and 26%– 30% at 6 months in studies 1
and 2. Incentives and follow-up phone calls increased these rates to 70%, 66%, 65%, and 62% at 1, 3, 6, and 12 months in
study 4. At 6 months, self-reported 7-day abstinence rates using missing 5smoking data were 6% in studies 1 and 2,
10%–14% in study 3, and 20%–26% in study 4. The Gu ́ıa+ITEMs condition tended to have higher quit rates , which reached
significance at the 12-month follow-up in study 3 and at the 3-month follow-up in study 4. Smokers with past (but not current )
MDEs tended to be the most likely to abstain and those with current MDEs the least likely . This trend reached significance in
studies 1 and 4.

This research was supported by grants 7RT-0057
and 10RT-0326 from the Tobacco-Related Disease
Research Program (Mun ̃oz, P.I.) and by a grant from
the University of California Committee on Latino
Research to the UCSF /SFGH Latino Mental Health
Research Program.

n = 351

subjects were required to be over
18 years of age, smoke
cigarettes, and be interested in
quitting smoking

Eligible subjects were randomly assigned individually to
treatment or control condition by computer algorithm. The
intervention consisted of a video based internet site that
presented current strategies for smoking cessation and
motivational materials tailored to the user’s race/ethnicity,
sex, and age.

90 days

The primary outcome measure was abstinence from smoking at 90 day follow up. Results: At follow up, the cessation rate at
90 days was 24.1% (n = 21) for the treatment group and 8.2% (n = 9) for the control group (p = 0.002). Using an intent-totreat model, 12.3% (n = 21) of the treatment group were abstinent, compared to 5.0% (n = 9) in the control group (p = 0.015).

The authors would like to acknowledge the National
Cancer Institute for support of this research (grant
R44 CA64028).

n = 381

smokers

This study focuses on comparing reports of cigarette
consumption using an interactive voice response (IVR)
system and the timeline follow-back (TLFB) method. As part
of a smoking cessation trial, daily reports of cigarette use
were collected using an IVR system and TLFB for 7 days after
participants attempted to quit smoking.

Reports of cigarette consumption were assessed for the entire sample (N = 381) and for the subset of nonabstinent
participants (n = 129 smokers). The results revealed high correlations between reports of smoking behavior, as assessed by
IVR and TLFB. Compliance with the TLFB was superior to compliance with the IVR system. This problem should be
addressed if researchers wish to use an IVR system in future smoking cessation clinical trials.

This research was supported in part by the Office of
Academic Affiliations, Veterans Affairs Special Mental
Illness Research, Education, and Clinical Centers
Fellowship Program in Advanced Psychiatry and
Psychology, Department of Veteran Affairs, and by
National Institutes of Health Grants K02-AA00171,
P50-DA13334, and R01-AA11197.

RCT

n = 1705

smokers willing to quit, were aged 1705 smokers were randomised to an intervention group that
received regular, personalised text messages providing
over 15 years, and owned a
smoking cessation advice, support, and distraction, or to a
mobile phone
control group. All participants received a free month of text
messaging; starting for the intervention group on their quit day
to assist with quitting, and starting for the control group at six
months to encourage follow up. Follow up data were available
for 1624 (95%) at six weeks and 1265 (74%) at six months.

The main trial outcome was current non-smoking (that is, not smoking in the past week) six weeks after randomisation.
Secondary outcomes included current non-smoking at 12 and 26 weeks. Results: More participants had quit at six weeks in
the intervention compared to the control group: 239 (28%) v 109 (13%), relative risk 2.20 (95% confidence interval 1.79 to
2.70), p , 0.0001. This treatment effect was consistent across subgroups defined by age, sex, income level, or geographic
location (p homogeneity . 0.2). The relative risk estimates were similar in sensitivity analyses adjusting for missing data and
salivary cotinine verification tests. Reported quit rates remained high at six months, but there was some uncertainty about
between group differences because of incomplete follow up.

The trial was funded by the National Heart
Foundation of New Zealand, the Cancer Society of
New Zealand, Vodafone NZ, Alcatel, and Auckland
UniServices. Anthony Rodgers held a Senior
Fellowship from the National Heart Foundation.

RCT

n = 3971

smokers

Using three approaches to the analyses of 6- and 12-week outcomes, participants in the tailored condition reported clinically
and statistically sig- nificantly higher continuous abstinence rates than participants in the non- tailored condition. In our
primary analyses using as a denominator all subjects who logged-on to the treatment site at least once, continuous
abstinence rates at 6 weeks were 29.0% in the tailored condition versus 23.9% in the non- tailored condition (OR = 1.30; P =
0.0006); at 12 weeks continuous abstinence rates were 22.8% versus 18.1%, respectively (OR = 1.34; P = 0.0006). Moreover, satisfaction with the program was significantly higher in the tailored than in the non-tailored condition.

This research was supported by GlaxoSmithKline.

Ib

high

17491173

Mermelstein, Robin, R

Web-based support as an adjunct to
group-based smoking cessation for
adolescents.

17336026

Reid, Robert D, RD

Interactive voice response telephony
to promote smoking cessation in
patients with heart disease: a pilot
study.

RCT

16719728

Wakefield, Melanie, M

Effects of exposure of youths at risk
for smoking to television advertising
for nicotine replacement therapy and
Zyban: an experimental study.

RCT

16616449

Patten, Christi A, CA

Randomized clinical trial of an
Internet-based versus brief office
intervention for adolescent smoking
cessation.

IIb

16497602

Muñoz, Ricardo F, RF

Toward evidence-based Internet
interventions: A Spanish/English
Web site for international smoking
cessation trials.

IIb

16436397

Swartz, L H G, LH

A randomised control study of a fully
automated internet based smoking
cessation programme.

16187808

Toll, Benjamin A, BA

Do daily interactive voice response
reports of smoking behavior
correspond with retrospective
reports?

16046689

Rodgers, A, A

Do u smoke after txt? Results of a
randomised trial of smoking
cessation using mobile phone text
messaging.

15847626

Strecher, Victor J, VJ

Randomized controlled trial of a webbased computer-tailored smoking
cessation program as a supplement
to nicotine patch therapy.

RCT

RCT

A total of 3971 subjects who purchased a particular brand of
nicotine patch and logged-on to use a free web-based
behavioral support program. Web-based tailored behavioral
smoking cessation materials or web-based non-tailored
materials. Twenty-eight-day continuous abstinence rates were
assessed by internet-based survey at 6-week follow-up and
10-week continuous rates at 12-week follow-up.

Control subjects received nothing for 90
days and were then allowed access to the
programme.

12 weeks

Comments
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15829474

Etter, Jean-François, JF

Comparing the efficacy of two
Internet-based, computer-tailored
smoking cessation programs: a
randomized trial.

RCT

18280668

Prokhorov, Alexander V,
AV

\"Look at your health\": outcomes
associated with a computer-assisted
smoking cessation counseling
intervention for community college
students.

RCT

18280668

Prokhorov, Alexander V,
AV

Ib
\"Look at your health\": outcomes
associated with a computer-assisted
smoking cessation counseling
intervention for community college
students.

RCT

Study
quality

N

Patient character-istics

Inter-vention

Com-parison

Length of follow-Up

Outcome and effect size

Funding

Comments

The baseline questionnaire was answered by a total of 11969 current (74%) and former (26%) smokers, and the follow-up
survey by 4237 people (35%). In an ITT analysis, abstinence rates in baseline current smokers were respectively 10.9% and
8.9% (odds ratio [OR]=1.24, 95% confidence interval [CI]1.08-1.43, P=.003) in the original and modified programs, and
25.2% and 15.7% (OR=1.81, CI 1.51-2.16, P<.001) in baseline former smokers. While we found statistically significant
differences in quit rates in smokers in the contemplation stage favoring the original program (OR=1.54, CI 1.18-2.02,
P=.002), no between-group differences in quit rates were observed in smokers in the precontemplation (OR=1.07, CI 0.363.14, P=.91) and preparation (OR=1.15, CI 0.97-1.37, P=.10) stages of change.

n = 11969

Visitors to a smoking cessation
website

interactive smoking cessation program or to a modified
program. Both programs consisted of tailored, personalized
counseling letters based on participants' characteristics,
followed by monthly email reminders. The original program
was based on psychological and addiction theory, and on
preliminary research conducted in the same population. The
modified program was shorter and contained more information
on nicotine replacement therapy and nicotine dependence,
and less information on health risks and coping strategies. In
both programs, 1 month and 2 months after entering the
study, participants were invited by email to answer the same
tailoring questionnaire again in order to receive a second
counseling letter. Participants in both programs obtained, on
average, 1.2 feedback counseling letters over 2.5 months,
and 84% received only 1 feedback letter. The outcome was
self-reported smoking abstinence (no puff of tobacco in the
previous 7 days), assessed 2.5 months after entry in the
program. We report results from intention-to-treat (ITT)
analyses, where all non-respondents at follow-up were counted

high

n = 426

smoking college students

We designed a computer- assisted, counselor-delivered
smoking cessation program that addresses personal health
risks and readiness to change smoking behavior among
community college students.

10 months

A group-randomized, controlled trial was used to assess the intervention in a sample of 426 students (58.5% females; mean
age, 22.8±4.7 years) from 15 pair- matched campuses. At the 10-month follow-up assessment, the cotinine-validated
smoking cessation rates were 16.6% in the experimental condition and 10.1% in the standard care condition (p=0.07). Our
results indicatethat our computer-assisted intervention holds considerable promise in reducing smoking among community
college students.

high

n = 426

The purpose of this study was to evaluate the impact of a
smoking cessation program based on these premises. We
designed a computer- assisted, counselor-delivered smoking
cessation program that addresses personal health risks and
readiness to change smoking behavior among community
college students.

10 months

At the 10-month follow-up assessment, the cotinine-validated smoking cessation rates were 16.6% in the experimental
condition and 10.1% in the standard care condition (p=0.07). Our results indicate that our computer-assisted intervention
holds considerable promise in reducing smoking among community college students.

This research was supported by NCI grant #
CA69425-03.
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21069681

Cahill, Kate, K

Stage-based interventions for
smoking cessation.

Ia

SR

very high

21040645

Coleman, T, T

Relapse prevention in UK Stop
Smoking Services: current practice,
systematic reviews of effectiveness
and cost-effectiveness analysis.

IIb

SR

medium

N
n > 50.000

Patient characteristics

Intervention

Smokers, of any age, race or
gender.

smokers willing to quit

Comparison
We searched the Cochrane Tobacco
Addiction Group’s specialised register for
trials, using the terms (’stage* of change’,
’transtheoretical model*’, ’trans-theoretical
model*, ’precaution adoption model*’,
’health action model’, ’processes of
change questionnaire*’, ’readiness to
change’, ’tailor*’) and ’smoking’ in the title
or abstract, or as keywords. The latest
search was in August 2010.

To assess the effectiveness and cost- effectiveness of relapse
prevention in NHS SSS. To (1) update current estimates of
effectiveness on interventions for preventing relapse to
smoking; (2) examine studies that provide findings that are
generalisable to NHS SSS, and which test interventions that
might be acceptable to introduce within the NHS; and (3)
determine the cost-effectiveness of those relapse preventions
interventions (RPIs) that could potentially be delivered by the
NHS SSS.

Length of follow-Up
minimum follow-up period of six
months

Outcome and effect size

Funding

Comments

We found 41 trials (>33,000 participants) which met our inclusion criteria. Four trials, which directly compared the same
intervention in stage-based and standard versions, found no clear advantage for the staging component. Stage-based versus
standard self-help materials (two trials) gave a relative risk (RR) of 0.93 (95% CI 0.62 to 1.39). Stage-based versus standard
counselling (two trials) gave a relative risk of 1.00 (95% CI 0.82 to 1.22). Six trials of stage-based self-help systems versus
any standard self-help support demonstrated a benefit for the staged groups, with an RR of 1.27 (95% CI 1.01 to 1.59).
Twelve trials comparing stage-based self help with ’usual care’ or assessment-only gave an RR of 1.32 (95% CI 1.17 to
1.48). Thirteen trials of stage-based individual counselling versus any control condition gave an RR of 1.24 (95% CI 1.08 to
1.42). These findings are consistent with the proven effectiveness of these interventions in their non-stage-based versions.
The evidence was unclear for telephone counselling, interactive computer programmes or training of doctors or lay
supporters. This uncertainty may be due in part to smaller numbers of trials.

Qualitative research with 16 NHS SSS managers indicated that there was no shared understanding of what relapse
Within the last 5 years Tim Coleman has undertaken
prevention meant or of the kinds of interventions that should be used for this. The systematic review included 36 studies that
consultancy work for Pierre Fabre Laboratories,
randomised and delivered interventions to abstainers. ‘Self-help’ behavioural interventions delivered to abstainers who had
France and also Johnson & Johnson. Both
achieved abstinence unaided were effective for preventing relapse to smoking at long-term follow-up [odds ratio (OR) 1.52,
companies produce nicotine replacement therapy.
95% confidence interval (CI) 1.15 to 2.01]. The following pharmacotherapies were also effective as RPIs after their
Matthew Taylor has recently received funding from a
successful use as cessation treatments: bupropion at long-term follow-up (pooled OR 1.49, 95% CI 1.10 to 2.01); nicotine
company called Synergenz, which produces a
replacement therapy (NRT) at medium- (pooled OR 1.56, 95% CI 1.16 to 2.11) and long-term follow-ups (pooled OR 1.33,
diagnostic test for assessing patients’ genetic risks of
95% CI 1.08 to 1.63) and one trial of varenicline also indicated effectiveness. The health economic analysis found that RPIs
developing lung cancer. He evaluated the test’s
are highly cost-effective. Compared with ‘no intervention’; using bupropion resulted in an incremental quality-adjusted lifepotential cost-effectiveness, based on its impact on
year (QALY) increase of 0.07, with a concurrent NHS cost saving of £68; for NRT, spending £12 resulted in a 0.04 incremental Qstopping people smoking. Andy McEwan receives a
personal income from Cancer Research UK via the
University College London. He has received travel
funding, honoraria and consultancy payments from
manufacturers of smoking cessation products (Pfizer
Ltd, Novartis UK and GSK Consumer Healthcare
Ltd). He also receives payments for providing training
to smoking cessation specialists and receives
royalties from books on smoking cessation.
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20653619

Agboola, Shade, S

A systematic review of the
effectiveness of smoking relapse
prevention interventions for
abstinent smokers.

Ia

SR

very high

20099536

Secades-Villa, Roberto, R

Effectiveness of three intensities of
smoking cessation treatment in
primary care.

Ib

RCT

high

n = 89

20064838

Bansal-Travers, Maansi, M Educating smokers about their
cigarettes and nicotine medications.

IIb

RCT

medium

n = 682

19386612

Michie, S, S

Low-income groups and behaviour
change interventions: a review of
intervention content, effectiveness
and theoretical frameworks.

IIa

SR

medium

19106739

Glasgow, Russell E, RE

Long-term results of a smoking
reduction program.

IIb

RCT

medium

18941375

Lemmens, Valery, V

Effectiveness of smoking cessation
interventions among adults: a
systematic review of reviews.

Ia

SR

very high

adult smokers

18843645

Cahill, Kate, K

Workplace interventions for smoking Ia
cessation.

SR

very high

We selected interventions conducted in the workplace to
promote smoking cessation. We included only randomized
and quasi- randomized controlled trials allocating individuals,
workplaces or companies to intervention or control conditions.

22324357

Torchalla, Iris, I

Smoking cessation programs
targeted to women: a systematic
review.

SR

Com-parison

Length of follow-Up
short term (1–3 months post
randomization), medium term (6–9
months) and long term (12–18
months)

We used the same search strategy as was used in Cochrane
reviews of RPIs to identify randomized trials of behavioural
and pharmacological studies of smoking RPIs published up to
July 2008. Abstinence from smoking was defined as either
continuous abstinence or point prevalence abstinence,
measured at three follow-up time points: short term (1–3
months post randomization), medium term (6–9 months) and
long term (12–18 months). Abstinence among
pregnant/postpartum women was also measured at delivery or
the last follow-up prior to delivery. Random effect metaanalysis was used to estimate pooled odds ratios (OR) with
95% confidence intervals (CI).

12 months
Compare the effectivness of three semoking cessation
1. brief counseling plus information
programs of varying intensity applied in a primary care setting. pamphlet, 2. self-help program with
telephone follow-up, 3. intensive behavioral
treatment.

New York State Smokers’
Quitline callers

experimental group received counseling, nicotine patches,
quit guide, plus information about cigarette characteristics
mailed in a brand-tailored box.

control group received counseling, nicotine 1 month
patches and quit smoking guide

This review investigated the effectiveness of interventions
targeting low-income groups to reduce smoking or increase
physical activity and/or healthy eating. Of 9766 papers
identified by the search strategy, 13 met the inclusion criteria.
Intervention content was coded into component technique and
theoretical basis, and examined as a potential source of effect
heterogeneity.

n = 320

n = 13921

adult smokers

adult women (not pregnant or
postpartum)

12 months

A generally representative sample of 320 adult smokers from
an HMO scheduled for outpatient surgery or a diagnostic
procedure was randomized to enhanced usual care or a
theory-based smoking reduction intervention that combined
telephone counseling and tailored newsletters. Outcomes
included cigarettes smoked, carbon monoxide levels, and
costs.

Most compared standard womenonly treatment (i.e., general
evidence-based smoking cessation interventions that were
delivered to individual or groups of women) to enhanced
womenonly treatment in which women-specific components,
such as weight control or mood management strategies, were
added to the standard treatment. The majority focused on
cessation counseling strategies with or without additional
medication, and had more than one intervention component.

Outcome and effect size

Funding

Thirty-six studies randomizing abstainers were included. Self-help materials appeared to be effective in preventing relapse at
long-term follow up in initially unaided quitters (pooled OR 1.52; 95% CI 1.15 to 2.01, I2 = 0%, NNT = 11, 3 studies). Other
behavioural interventions for relapse prevention appeared effective in the short term only. There were positive results for the
use of pharmacotherapies for relapse prevention. Bupropion was effective at long-term follow-up (pooled OR 1.49; 95% CI
1.10 to 2.01; I2 = 0%; NNT = 11; 4 studies). Nicotine replacement therapy (NRT) was effective at medium-term (pooled OR
1.56; 95% CI 1.16 to 2.11; I2 = 37%; NNT = 14; 4 trials) and long-term follow-ups (pooled OR 1.33; 95% CI 1.08 to 1.63; I2 =
0%; NNT = 20; 4 trials). Single trials of extended treatment of Varenicline and rimonabant were also found to be effective at
short-term and medium-term follow-ups.

Funding from the Health Technology Assessment
Programme is gratefully acknowledged.

at 12-months follow up, the intensive behavioral treatment (42,8 % abstinence) was more effective than the self-help program
(27,5), which was in turn more effective than counseling (12,9 %). Continued abstinence was also higher in the intensive
treatment group (37,9 %) than in the self-help (17,2 %) and the counseling group (9,7 %), although these differences only
reached statistical significance in the first an third of these groups.

This study was supported by research grant no.MB02506-2 from the university of Oviedo (Spain)

The results found that respondents in the experimental condition were more likely to report using and sharing the test
materials with others compared with the control condition. Overall mean knowledge scores for the experimental group were
slightly higher compared with those who received the standard materials. Knowledge of cigarette ingredients was not related
to quit attempts or quitting smoking. This study found that the experimentalmaterials were better recalled and contributed to
higher levels of knowledge about specific cigarette design features; however, this did not translate into changes in smoking
behavior.

RobertWood JohnsonFoundation;American Legacy
Foundation; National Cancer Institute Cancer Center
Support Grant (CA16056).

Interventions were heterogeneous, comprising 4–19 techniques. Nine interventions had positive effects, seven resulted in no
change and one had an adverse effect. Effective interventions had a tendency to have fewer techniques than ineffective
interventions, with no evidence for any technique being generally effective or ineffective. Only six studies cited theory relative
to intervention development, with little information about how theory was used and no obvious association with intervention
content or effect.

This review was funded by the King’s Fund.

Both intervention and control conditions continued to improve from 3- to 12-month assessments. Between-condition differences using intent-to-treat analyses on both self-report and carbon monoxide measures were nonsignificant by the 12month follow-up (25% vs. 19% achieved 50% or greater reductions in cigarettes smoked). The intervention was implemented
consistently despite logistical constraints and was generally robust across patient char- acteristics (eg, education, ethnicity,
health literacy, dependence).

Funding was provided by the National Cancer
Institute, grant #RO1 CA 90974-01.

Group behavioral therapy (OR 2.17, CI 1.37-3.45)
bupropion (OR 2.06, CI 1.77-2.40) intensive
physician advice (OR 2.04, CI 1.71-2.43) nicotine
replacement therapy (OR 1.77, CI 1.66-1.88)
individual councelling (OR 1.56, CI 1.32-1.84)
telephone councelling (OR 1.56, CI 1.38-1.77)
nursing intervention (OR 1.47, CI 1.29-1.67) and
tailored self care intervention (OR 1.42, CI 1.261.61). A 10% increase in price increased cessation
rates at 3-5%. Comprehensive clean indoor laws
We include 51 studies covering 53 interventions in
this updated review. We found 37 studies of
workplace interventions aimed at individual workers,
covering group therapy, individual counselling, selfhelp materials, nicotine replacement therapy and
social support. The results were consistent with
those found in other settings. Group programmes,
individual counselling and nicotine replacement
therapy increased cessation rates in comparison to
no treatment or minimal intervention controls. Selfhelp materials were less effective. We also found 16
studies testing interventions applied to the workplace
as a whole. There was a lack of evidence that
comprehensive programmes reduced the prevalence
of smoking. Incentive schemes increased attempts to
stop smoking, though there was less evidence that
they increased the rate of actual quitting.

For every intervention strategy, only the
most recent publications were included. 23
studies met the inclusion criteria. The
included intervention strategies and
policies were ranked according to their
effect size, taking into account the number
of original studies, the proportion of
studies with an positive effect and the
presence of a long-term effect.

12 months or longer

Among efficacy studies, interventions addressing weight gain/concerns showed the most promising results. If medication can
support smoking cessation in women and how it interacts with non-pharmacological treatment also warrant further research.
For effectiveness studies, the available evidence suggests that smoking should be addressed in low-income women
accessing public health clinics. Further attention should be devoted to identifying new settings for providing smoking
cessation interventions to women from disadvantaged groups. Womenspecific tobacco programs help women stop smoking,
although they appear to produce similar abstinence rates as non-sex/gender specific programs. Offering interventions for
women specifically may reduce barriers to treatment entry and better meet individual preferences of smokers.

Comments

EUROCADET and funded by the
6th Framework program of the
commission of European
communities (EUROCADET: SP23CT-2005-006528, contact number
006528)

NHS Research & Development
Programme, UK.

This research was supported by a grant from the
Women’s Health Research Network (WHRN). Dr.
Torchalla was supported by two postdoctoral
research fellowships from the Canadian Institute for
Health Research (CIHR): through the Investigating
Tobacco and Gender (iTAG) team grant and the
Intersections of Mental Health Perspectives in
Addictions Research Training (IMPART) program.
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21924563

Meyer, Christian, C

Adoption, reach and effectiveness of Ib
computer-based, practitioner
delivered and combined smoking
interventions in general medical
practices: a three-arm cluster
randomized trial.

RCT

21661618

Smith, Patricia M, PM

Nurse case-managed tobacco
cessation interventions for general
hospital patients: results of a
randomized clinical trial.

21574708

Shadel, William G, WG

Lapse-induced surges in craving
influence relapse in adult smokers:
an experimental investigation.

21330285

McDonnell, Diana D, DD

An internet-based smoking
cessation program for Korean
Americans: results from a
randomized controlled trial.

21317630

Warner, David O, DO

Clinician-delivered intervention to
facilitate tobacco quitline use by
surgical patients.

21069681

Cahill, Kate, K

Stage-based interventions for
smoking cessation.

20099536

Secades-Villa, Roberto, R

Effectiveness of three intensities of
smoking cessation treatment in
primary care.

20064838

Bansal-Travers, Maansi, M Educating smokers about their
cigarettes and nicotine medications.

19851916

Etter, Jean-François, JF

Comparing computer-tailored,
internet-based smoking cessation
counseling reports with generic,
untailored reports: a randomized trial.

Ib

Study
quality

Inter-vention

Confirmed 1-year abstinence was 28% for Intensive (85/301) and 24% for Brief (76/315). Abstinence was significantly higher
for patients who did not use pharmacotherapy (36%) versus those who did (16%) and for patients with CVD (40%) versus
other diagnoses (20%). Because this was a replication trial, benchmarks for planning can be suggested: 12% to 15%
recruitment of identified smokers, 90% plus completion for Intensive, 15% drop-out, and 75% abstinence corroboration.

no lapse

14 days

Results of Cox regression analysis revealed that participants in the lapse condition relapsed more quickly than participants in
the no lapse condition (HR = 2.12, 95% CI [1.03, 4.35]). These effects were due in part to episodic increases in craving
among participants in the lapse condition only (HR = 12.42, 95% CI [2.00, 77.1]).

This research was supported by R01CA127491.

A randomized controlled trial was used to evaluate this
cognitive-behavioral program. The main outcome was the
proportion of participants who had quit for at least 30 days, 50
weeks after enrollment, among those randomized into the
Internet intervention compared with those receiving a similar
program via booklet. The study had 11 online surveys administered every 5 weeks.

50 weeks

The study took place between September 2005 and April 2009 and had a final enrollment of 1,112. Based on the outcome
assessed at 50 weeks, there was no significant differ- ence in 30-day smoking cessation between the Internet (11%) and
booklet (13%) groups (intent-to-treat [ITT] difference = −2%, 95% CI = −6% to 2%). In post-hoc analysis, quitting was higher
among participants in the Internet intervention (n = 562) who completed the online program: 26% quit com- pared with 10%
who did not complete the program (ITT differ- ence = 16%, 95% CI = 3%–29%).

This work was supported by the CDC (Cooperative
Agree- ments # 1-U48-DP000033 and 1-U48DP001908).

30 and 90 days postoperatively

Records from the designated quitline documented that 29 of 149 subjects (19.5%) in the quitline intervention group and 0 of
151 subjects in the control group completed the first full counseling session ( P 0.0001). There were no significant differences
in the self-reported point-prevalent and continuous abstinence rates between groups at either 30 or 90 days postoperatively,
although rates tended to be higher in the quitline intervention group

grant RC-2006–2007 from Clearway Minnesota,
Minneapolis. ClinicalTrials.gov Identifier:
NCT00656500.

6 months

We found 41 trials (>33,000 participants) whichmet our inclusion criteria. Four trials,which directly compared the same
intervention in stage-based and standard versions, found no clear advantage for the staging component. Stage-based versus
standard self-help materials (two trials) gave a relative risk (RR) of 0.93 (95% CI 0.62 to 1.39). Stage-based versus standard
counselling (two trials) gave a relative risk of 1.00 (95% CI 0.82 to 1.22). Six trials of stage-based self-help systems versus
any standard self-help support demonstrated a benefit for the staged groups, with an RR of 1.27 (95% CI 1.01 to 1.59).
Twelve trials comparing stage-based self help with ’usual care’ or assessment-only gave an RR of 1.32 (95% CI 1.17 to
1.48). Thirteen trials of stage-based individual counselling versus any control condition gave an RR of 1.24 (95% CI 1.08 to
1.42). These findings are consistent with the proven effectiveness of these interventions in their non-stage-based versions.
The evidence was unclear for telephone counselling, interactive computer programmes or training of doctors or lay
supporters. This uncertainty may be due in part to smaller numbers of trials.

12 months

intensive behavioral treatment (42.8% abstinence) more effective than the self-help program (27.5%), which was in turn more
effective than counseling (12.9%). Continued abstincence was also higher in the intensive treatment group (37.9%) than in
the self-help (17.2%) and in the counseling groups (9.7%), although these differences only reached statistical significance in
the first and the third of these groups. Treatment adherence was higher in the intensive behavioral treatment group (82.8% of
all participants attended all the sessions) than in the self help group (61.8% completed the program).

This study was supported by research grant no.MB02506-2 from the university of Oviedo (Spain)

The results found that respondents in the experimental condition were more likely to report using and sharing the test
materials with others compared with the control condition. Overall mean knowledge scores for the experimental group were
slightly higher compared with those who received the standard materials. Knowledge of cigarette ingredients was not related
to quit attempts or quitting smoking. This study found that the experimentalmaterials were better recalled and contributed to
higher levels of knowledge about specific cigarette design features; however, this did not translate into changes in smoking
behavior.

RobertWood JohnsonFoundation;American Legacy
Foundation; National Cancer Institute Cancer Center
Support Grant (CA16056).

There were 2,872 participants at baseline and 2,226 at follow up (78%). At baseline there were 76% of current smokers
(mean = 18 cigarettes per day) and 24% of recent quitters (median 7 days of abstinence.) The same proportion of smokers in
both study groups have made a 24 hour quit attempt at follow up (12,1% P = 1.0). In baseline recent quitters, lapse/relapse
rates at follow up were similar at both groups tailored 25,1%, untailored 23,5% P 0,64. We conclude, that untailored reports
were as effective as tailored reports in the short term. Even though there particular computer-tailored reports were not more
effective than untailored reports meta analyses show that computer-tailored documents are in general more effective than
untailored ones.

Health Department of the Canton of Geneva; the
Swiss Federal Office of Public Health (Berne) and the
Swiss Cancer League (Berne), all of Switzerland.
Support from Pfizer and Novartis.

RCT

n = 63

adult smokers who quit smoking
with a brief cognitive-behavioral
intervention and self-help
materials

No Lapse (a no smoking control/30 minute waiting period) or
Lapse (smoking two cigarettes of their favored brand during a
30 minute period).

RCT

RCT

medium

Funding

n = 300

adults scheduled for elective
surgery

After formative work involving patients and cli- nicians, a brief control standard brief stopintervention was designed to facilitate tele- phone quitline use. smokingintervention

n > 3300

smokers

Our primary objective was to test the effectiveness of stagebased interventions in helping smokers to quitWe included
randomized controlled trials, which compared stage-based
interventions with non-stage-based controls, with ’usual care’
or with assessment only. We excluded trials which did not
report a minimum follow-up period of six months from start of
treatment, and those which measured stage of change but did
not modify their intervention in the light of it.

n = 89

smoker

3 treatment groups: brief counseling plus information
pamphlet, self-help program with telephone follow-up,
intensive behavioral treatment

n = 682

New York State Smokers’
Quitline callers

experimental group received counseling, nicotine patches,
quit guide, plus information about cigarette characteristics
mailed in a brand-tailored box.

n = 2873

current and former smokers

After answering a questionaire current anf former smokers
were randomly assigned to immediately receiving either an
online, individually tailored councelling report a personalized
but untailored generic report. Participants were invited by
email to report any smoking in the previous 24 hours, 48
hours after baseline.

standard versions; standard self-help
materials; standard counselling

control group received counseling, nicotine 1 months
patches and quit smoking guide

Comments

The “Proactive interventions for smoking cessation in
General medical Practices” (Pro GP) project is part of
the German research network EARLINT (EARLy
substance use INTervention) and is funded by the
German Federal Ministry of Research and Education
(grant no. 01EB0120, 01EB0420), the Social Ministry
of the State of Mecklenburg-Vorpommern (grant no.
IX311a 406.68.43.05) and the German Research
Foundation (Deutsche Forschungsgemeinschaft,
grant no. JO150/6-1).

1 year

interventions included advice and pamphlets for Brief and
bedside counselling, take-home materials, and 7 postdischarge telephone counselling calls over 2 months for
Intensive.

very high

Outcome and effect size

brief smoking cessation interventions

hospital patients

SR

Length of follow-Up

Among participants completing the last follow-up,6-month prolonged abstinence was18.3% in the tailored letters intervention
group, 14.8% in the brief advice intervention group and 10.5% in the assessment-only control group. Assuming those lost to
follow-up to be smokers, the rates were 10.2%, 9.7% and 6.7%, respectively. Analyses including all follow-ups confirmed
statistically significant effects of both interventions compared to assessment only. Using complete case analysis, the tailored
letters intervention was significantly more effective than brief advice for 24-hour [odds ratio (OR) = 1.4; P = 0.047] but not for
7-day point prevalence abstinence (OR = 1.4; P = 0.068) for prolonged abstinence, or for alternative assumptions about
participants lost to follow-up.

n = 616

high

Com-parison

6-, 12-, 18- and 24-month

RCT

RCT

IIb

Patient character-istics

consecutive patients aged 18–70 (1) brief advice by the practitioner; (2) individually tailored
years with daily cigarette smoking computer-generated letters; or (3) a combination of both
interventions.

RCT

Ia

N
n = 3086

RCT

high

29

Citation

First Author

Title (shortened)

19832783

Shahab, Lion, L

Online support for smoking
cessation: a systematic review of
the literature.

19542517

Haug, Severin, S

Continuous individual support of
smoking cessation using text
messaging: a pilot experimental
study.

19225061

Sood, Akshay, A

\"Real-world\" effectiveness of
reactive telephone counseling for
smoking cessation: a randomized
controlled trial.

19114383

Travis, Heather E, HE

Randomized controlled trial
examining the effectiveness of a
tailored self-help smoking-cessation
intervention for postsecondary
smokers.

19023834

Boyle, Raymond G, RG

A randomized controlled trial of
Telephone Counseling with
smokeless tobacco users: the
ChewFree Minnesota study.

Degree of
Evidence

Study type
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quality

N
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SR

IIb

RCT

medium

RCT

RCT

IIb

RCT

Inter-vention

Com-parison

Length of follow-Up

A systematic review and meta-analysis of the literature
(1990–2008) was conducted, finding 11 relevant randomized
controlled trials. Data were extracted and risk ratios and risk
differences estimated with a random effects model.

medium

medium

n = 174

daily smokers and weekly usage of SMS

The participants were random- ly
allocated to one of three study
groups: (a) control condition without
intervention, (b) intervention with one
weekly SMS feedback (1SMS), or (c)
intervention with three weekly SMS
feedbacks (3SMS). In study groups
(b) and (c), individualized SMS
feedbacks were sent to the
participants weekly, based on data
from the baseline assessment and a
weekly SMS assessment of the
stages of change according to the
transtheoretical model. Program use
and acceptance were compared
between the two intervention groups
differing in support intensity. An
explora- tion of the short-term
efficacy of the program was
conducted by comparing the three
study groups at the end of the 3month intervention program on
smoking variables.

n = 990

adult current smokers

The study was implemented during a
period from 2003 to 2006 to evaluate a
reactive telephone helpline run by the
American Lung Association chapter of
Illinois-Iowa. The 990 new callers, all adult
current smokers who called the helpline,
were randomized on their first call into one
of the two following groups: a control group
that received only mailed self-help
literature (n

n = 216

postsecondary smokers

College student smokers (N = 216) from 6
Ontario universities participated. Methods:
The researchers used a randomized
controlled trial with a 3-month telephone
follow-up. Interventions included a new
program (Smoke|Quit), the Canadian
Cancer Society’s self-help program, and a
usual care quit kit.

n = 406

smokeless tobacco users

Although a considerable body of evidence
supports telephone quit lines for smoking
cessation, much less is known about the
effectiveness of proactive Telephone
Counseling with smokeless tobacco (ST)
users. We conducted a randomized
controlled trial comparing Telephone
Counseling with the distribution of a selfhelp manual for ST cessation. We
recruited 406 adult ST users throughout
the state of Minnesota and randomized
them to receive either: (a) a self-help
manual (Manual only) or (b) a self-help
manual plus proactive telephone-based
cessation counseling (Telephone
Counseling). The telephone-based
treatment included up to four calls in
support of quitting, and personalized
various cognitive and behavioral strategies
that are generally considered effective in
tobacco cessation (such as setting a quit
date, examining patterns of use,
developing stress reduction skills, avoiding
known triggers to use). Participants were
surveyed by phone at 3 and 6 months to
assess both point prevalence and
continued abstinence.

Outcome and effect size

Funding

There was no evidence of publication bias. Included trials were of variable methodological quality. Web-based, tailored,
interactive smoking cessation interventions were effective compared with untailored booklet or e-mail interventions [rate ratio
(RR) 1.8; 95% confidence interval (CI) 1.4–2.3] increasing 6-month abstinence by 17% (95% CI 12–21%). No overall effect of
interactive compared with static web-based interventions was detected but there was significant heterogeneity, with one
study obtaining a clear effect and another failing to find one. Few moderating or mediating factors were evaluated in studies
and those that were had little effect. Pooled results suggest that only interventions aimed at smokers motivated to quit were
effective (RR 1.3, 95% CI 1.0–1.7). Fully automated interventions increased smoking cessation rates (RR 1.4, 95% CI
1.0–2.0), but evidence was less clear-cut for non-automated interventions. Overall, the web-based interventions evaluated
were considered to be acceptable and user satisfaction was generally high.

This review was funded by the Department of Health,
England. We would like to thank Robert West for
help in preparing this manuscript.

The median number of replies to the weekly SMS as- sessments was 12.5 in the 1SMS group and 13.0 in the 3SMS group
(not significant). The acceptance of the program did not differ between the intervention groups. At postassessment, no
significant differences between the three study groups emerged on the examined smoking variables.

The project is part of the German research network
EARLINT (EARLy substance use INTervention) and
is funded by the Ger- man Federal Ministry of
Research and Education (grant no. 01EB0120,
01EB0420).

1, 3, 6, and 12 months

The two groups did not differ significantly in baseline
demographics and smoking-related behavior. The
abstinence rates (ranging between 0.09 and 0.15)
were not significantly different between the two
groups at 1-, 3-, 6-, and 12-month follow-up
evaluations. Post hoc subgroup analysis showed that
black callers had lower abstinence rates at the 3- and
12-month follow-up evaluations as compared with
white callers.

Comments

This study was supported by
American Lung Association grant
CG-870-N. Dr. Sood was also
supported by the University of New
Mexico Clinical Translational
Science Center Scholar Award and
Department of Health and Human
Services/ National Institutes of
Health/National Center for
Research Resources/ General
Clinical Research Center grant No.
5M01 RR00997.

Intention-to-treat analysis of 7-day point prevalence
ces- sation revealed quit rates of 11.4% for
Smoke|Quit, 2.9% for the Cancer Society’s program,
and 5.6% for the usual care interven- tion (p < .05).
Among nonquitters, 46.5% had made a quit attempt,
and weekly consumption decreased from 54.01 to
42.08 cigarettes (p < .001) with no differences across
interventions.
3 and 6 months

Prolonged abstinence from all tobacco was 6.8% and
30.9% (p,.001) at 3 months and 9.8% and 30.9%
(p,.001) at 6 months in Manual only and Telephone
Counseling, respectively. We found older age, lower
dependency, and increased readiness predicted
quitting success. Proactive telephone-based
counseling is an effective strategy for improving
cessation rates among ST users. Future research
should determine the components contributing to the
intervention success.

Grant RC-2004-0010 from
ClearWay Minnesota. Its contents
are the sole responsibility of the
authors and do not necessarily
represent the official views of
ClearWay Minnesota.
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6 months

12% of 66 usual care control group participants and 25% of 52 experimental group participants reported beeing abstinent
(p=0.07)

funding support provided by the National Heart
Foundation, the Cancer Counsel NSW, and NSW
health through the Hunter Medical Research Institute.

usual care vs. self-help

mean gestation between 20 weeks
and 6 weeks postpartum (there was
some variation in follow-up timepoints and length of time between
baseline and follow-up, which may
reduce the comparability of the trials)

The primary meta- analysis pooled 12 trials comparing usual care (median quit rate 4.9%) with self-help (median quit rate
13.2%) and yielded a pooled odds ratio (OR) of 1.83 [95% confidence interval (CI) 1.23–2.73], indicating that self-help
interven- tions on average nearly double the odds of quitting compared with standard care. However, a further meta-analysis
failed to find evidence that intervention materials of greater intensity increase quitting significantly over materials of lesser
intensity (pooled OR = 1.25, 95% CI 0.81–1.94). There was insufficient evidence to determine whether the tailoring of
materials or levels of one-to-one contact were related to intervention efficacy.

This work was supported by Cancer Research UK
(CR-UK) grant number C1345/A5809.

Interventions included pharmacotherapy, counseling,
educational literature and postoperative telephone follow-up.

3-12 months, 1 study >1 year

Overall, the interventions were associated with a significantly higher cessation rate vs control at the three to six month followup period (pooled odds ratio: 1.58, 95% confidence interval (CI) 1.02–2.45, P value = 0.01, I 2 = 0%). The only trial with
longer follow-up period (12 months), however, failed to show any sig - nificant difference between the intervention and control
groups (odds ratio: 1.05, 95% CI 0.53–2.09, P value = 0.88)

No external or internal funding

This review includes quitline studies identified as part of
Cochrane reviews of telephone counselling and self help
materials for smoking cessation. We updated the searches for
this review. Study selection: We included studies that were
randomised or quasi-randomised controlled trials of any
quitline or related service with follow-up of at least six months.
Data extraction: Data were extracted by one author and
checked by a second. The cessation outcome was numbers
quit at longest follow-up taking the strictest definition of
abstinence available, and assuming participants lost to followup continued to smoke.

6 months

We identified 14 relevant studies. Eight studies (18 500 participants) comparing multiple call-backs to a single contact
increased quitting in the intervention group (Mantel-Haenszel fixed effect odds ratio 1.41, 95% confidence interval 1.27 to
1.57). Two unpublished studies without sufficient data to include in the meta-analysis also reported positive effects. Three
call-back trials compared two schedules of multiple calls. Two found a significant dose-response effect and one did not detect
a difference. We did not find consistent differences in comparisons between counselling approaches (two trials) or between
different types of self help materials supplied following quitline contact (three trials).

The Cochrane Tobacco Addiction group receives
core funding from the UK NHS R&D programme.

6-, 12-, 18- and 24-month

Among participants completing the last follow-up,6-month prolonged abstinence was18.3% in the tailored letters intervention
group, 14.8% in the brief advice intervention group and 10.5% in the assessment-only control group. Assuming those lost to
follow-up to be smokers, the rates were 10.2%, 9.7% and 6.7%, respectively. Analyses including all follow-ups confirmed
statistically significant effects of both interventions compared to assessment only. Using complete case analysis, the tailored
letters intervention was significantly more effective than brief advice for 24-hour [odds ratio (OR) = 1.4; P = 0.047] but not for
7-day point prevalence abstinence (OR = 1.4; P = 0.068) for prolonged abstinence, or for alternative assumptions about
participants lost to follow-up.

The ‘Proactive interventions for smoking cessation in
General medical Practices’ (Pro GP) Project is part of
the German research network EARLINT (EARLy
substance use INTervention) and is funded by the
German Federal Ministry of Research and Education
(grant no. 01EB0120, 01EB0420), the Social Ministry
of the State of Mecklenburg-Vorpommern (grant no.
IX311a 406.68.43.05) and the German Research
Foundation (Deutsche Forschungsgemeinschaft,
grant no. JO150/6- 1).

SR

very high

n = 7354

adult smokers

There were 7,354 seniors voluntarily enrolled in the Medicare
Stop Smoking Program and they were followed-up for 12
months. Intervention(s). (1) Usual Care, (2) reimbursement for
Provider Counseling, (3) re- imbursement for Provider
Counseling with Pharmacotherapy, and (4) telephone counseling Quitline with nicotine patch. Main Outcome Measure.
Seven-day self-reported cessation at 6- and 12-month fol- lowups.

18647131

Wolfenden, Luke, L

Pilot of a preoperative smoking
cessation intervention incorporating
post-discharge support from a
Quitline.

IIIb

RCT

very low

n = 118

Patients who currentliy smoked,
had a booked date for surgery ,
were not pregnant, not too ill to
comlete the study and could read
English

comprehensive smoking cessation intervention incorporating
preoperative computerised smoking cessation counselling,
tailored self-help , brief advice from preoperative clinical staff,
NRT, telephone counselling and proactive post- telephone
support from a Quitline

18339103

Naughton, Felix, F

Ia
Self-help smoking cessation
interventions in pregnancy: a
systematic review and meta-analysis.

SR & MA

very high

n= 4721
(primary
analysis) and
n= 1487
(Secondary
analysis)

pregnant women aged 16 years
and over

self-help smoking cessation interventions for pregnant
smokers without significant cessation counselling

18166743

Zaki, Amna, A

Interventions in the preoperative
clinic for long term smoking
cessation: a quantitative systematic
review.

SR

very high

n = 610

patients in the preoperative clinic

18048627

Stead, Lindsay F, LF

A systematic review of interventions
for smokers who contact quitlines.

SR

smokers

17995993

Meyer, Christian, C

IIb
Proactive interventions for smoking
cessation in general medical
practice: a quasi-randomized
controlled trial to examine the
efficacy of computer-tailored letters
and physician-delivered brief advice.

RCT

17845111

Webb, Monica S, MS

Expectancy priming of smoking
cessation messages enhances the
placebo effect of tailored
interventions.

RCT

17551088

Gies, Cheryl E, CE

Effect of an inpatient nurse-directed
smoking cessation program.

17491176

Strecher, Victor J, VJ

Moderators and mediators of a webbased computer-tailored smoking
cessation program among nicotine
patch users.

RCT

RCT

medium

Funding

Usual care

Ia

IIb

Outcome and effect size

This research was conducted under contract to the
CMS (Contract No. 500-98-0281). The authors had
full access to all of the data in the study and take
responsibility for the integrity of the data and the
accuracy of the data analysis.

Effectiveness of smoking cessation
interventions among adults: a
systematic review of reviews.

medium

Length of follow-Up

Unadjusted quit rates assuming missing data5smoking were 10.2 percent (9.0–11.5), 14.1 percent (11.7–16.5), 15.8 percent
(14.4–17.2), and 19.3 percent (17.4–21.2) at 12 months for the Usual Care, Provider Counseling, Provider Counseling 1
Pharmacotherapy, and Quitline arms, respectively. Results were robust to sociodemographics, smoking history, motivation,
health status, and survey nonre- sponse. The additional cost per quitter (relative to Usual Care) ranged from several hundred
dollars to $6,450.

Lemmens, Valery, V

Ia

Com-parison

6 and 12 months

18941375

n = 1499

consecutive patients aged 18–70 The tailored letters intervention group received up to three indiyears with daily cigarette smoking vidualized personal letters. Brief advice was delivered during
routine consultation by the practitioner after an onsite training
session. Both interventions were based on the
Transtheoretical Model of behaviour change

n = 210

adult smoker

In a 2

n = 68

adult smokers

The control group received smoking cessation literature. The
intervention group received smoking cessation literature and a
nursing intervention. Each member of the intervention group
was randomly assigned to a one or four tele- phone call
subgroup for post discharge nurse follow-up at 3 months.

3 months

Fifty-five participants completed the study. Smokers receiving the nurse-directed inter- vention were significantly more likely
to be tobacco abstinent at 3 months (n = 17, 55%) than smokers in the control group (n = 5, 21%). Within the inter- vention
group, tobacco abstinence at 3 months was not significantly different between the one and four telephone call groups. For
the total sample, smok- ing relapse was significantly higher for participants who lived with another smoker.

n = 3971

smokers

The aim of this study was to examine moderating and
mediating factors of the efficacy of World Wide Web-based
tailored behavioral smoking cessation materials. The design
was a two-group randomized controlled trial in England and
the Republic of Ireland. Participants were 3971 subjects who
purchased a particular brand of nicotine patch and logged on
to use a free Web-based behavioral support program. The
intervention was Web-based tailored behavioral smoking
cessation materials or Web-based nontailored materials. The
10-week continuous abstinence rate was assessed by
Internet-based survey at 12-week follow-up. Potential
treatment moderators were examined using subgroups of
established or possible predictors of smoking cessation.
Treatment mediators examined included 6-week follow-up
measures of program relevance and amount of the Webbased materials read.

10, 12 weeks

Within all subgroups examined, subjects in the Web-based tailored intervention were more likely to report 10-week
continuous abstinence at 12-week follow-up. Significant moderators, indicating a significant difference in program efficacy
between subgroups, included presence of a tobacco-related illness (larger treatment-control differences among subjects with
a tobacco-related illness), presence of nonsmoking children in the household (larger treatment- control differences among
subjects with nonsmoking children in the household), and frequent alcohol consumption (larger treatment-control differences
among subjects with higher alcohol consumption). Perceived program relevance at 6-week follow-up was a mediator of
cessation at 12-week follow-up. Robust results of the tailored program may be explained by the tailoring strategies utilized in
the treatment conditions. Moderating variables may be particularly useful to address in tailored messaging. The mediating
factor of perceived message relevance may provide a partial mechanism of effective program tailoring.

Comments

Similar to the earlier study, the placebo-tailored booklets produced superior evaluations and smoking-related cognitive and
behavioral changes. Moreover, the pretreatment expectancy priming successfully altered participants’ tailoring-related
expectancies and also produced superior evaluations and outcomes.

This research was supported by GlaxoSmithKline.
The authors would like to sincerely thank Tess Player
and Joseph Matthias for their assistance. Dr.
Strecher is a shareholder in HealthMedia, Inc., which
developed the intervention tested in this study, and
has undertaken consultancy and research for, and
travel funds from, manufacturers of smoking
cessation products including the sponsor of this study
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17321097

Etter, Jean-François, JF

Informing smokers on additives in
cigarettes: a randomized trial.

RCT

n = 2152

current (59%), former (38%), and
never (3%) smokers

2152 current (59%), former (38%), and never (3%) smokers
were enrolled on the Internet and randomly assigned to an
intervention group which immediately received a 48-page
booklet on cigarette additives by postal mail (n = 1074), or to
a control group (n = 1078). Four weeks later, 1965 people
(91%) answered an online follow-up questionnaire on
knowledge on additives and motivation to quit smoking.
Participants lived in France, Belgium, and Switzerland.

16377603

Strecher, Victor J, VJ

A randomized controlled trial of
multiple tailored messages for
smoking cessation among callers to
the cancer information service.

RCT

n = 1978

Smokers

A single, untailored smoking cessation guide (SU): a single,
tailored smoking cessation guide (ST): a series of four
(multiple) printed materials tailored only to baseline data (MT):
and a series offour (multiple) printed materials tailored to
baseline as well as retailored using 5-month interim progress
data (MRT). The primary outcome measure was 7-day point
prevalence abstinence rates assessed using a computerassisted telephone interview (CATI) at 12-month follow-up.

16187808

Toll, Benjamin A, BA

Do daily interactive voice response
reports of smoking behavior
correspond with retrospective
reports?

RCT

n = 381

16034855

Lancaster, T, T

Self-help interventions for smoking
cessation.

15755232

Webb, Monica S, MS

Tailored interventions for motivating
smoking cessation: using placebo
tailoring to examine the influence of
expectancies and personalization.

Ia

SR

We searched the Cochrane Tobacco Addiction Group trials
register using the terms ’self-help’, ’manual*’ or ’booklet*’.
Date of the most recent search November 2008.

n = 201

Length of follow-Up

Inclusion criteria required that
individuals were between 18 and
65 years of age, smoked an
average of at least 10 cigarettes
per day, had a current mailing
address, were able to read
English, were interested in
quitting smoking within the next
12 months, and were not
currently attending a formal
treatment program.

Outcome and effect size
Most participants in the intervention group agreed with: ‘‘What I learned in this booklet is outrageous’’ (74%) and ‘‘alarming’’
(71%). Most daily smokers agreed with: ‘‘This booklet makes me want to quit smoking’’ (52%). The booklet increased correct
answers to affirmations such as: ‘‘Additives increase the impact of nicotine’’ (intervention: 83% ‘‘true’’, control: 61% ‘‘true’’, p
< 0.001) and: ‘‘Additives mask the smell and visibility of second-hand smoke’’ (74% versus 23%, p < 0.001). The booklet had
no impact on motivation to quit, smoking cessation rates and relapse rates.

12 months

Comments

This research was supported in part by the Office of
Academic Affiliations, Veterans Affairs Special Mental
Illness Research, Education, and Clinical Centers
Fellowship Program in Advanced Psychiatry and
Psychology, Department of Veteran Affairs, and by
National Institutes of Health Grants K02-AA00171,
P50-DA13334, and R01-AA11197. Portions of this
article were presented at the 2003 annual convention
of the Research Society on Alcoholism in Fort
Lauderdale, FL.

We identified 68 trials. Thirty-four compared self-help materials to no intervention or tested materials used in addition to
NHS Research & Development Programme, UK.
advice. In 12 trials in which self help was compared to no intervention there was a pooled effect that just reached statistical
significance (N = 15,711; risk ratio [RR] 1.21; 95% confidence interval [CI] 1.05 to 1.39). This analysis excluded two trials
with strongly positive outcomes that introduced significant heterogeneity. Five further trials in which the control group
received alternative written materials did notshow evidence for an effect of the smoking self-help materials. We failed to find
evidence of benefit from adding self-help materials to face-to-face advice, or to nicotine replacement therapy. There were 25
trials using materials tailored for the characteristics of individual smokers, where meta-analysis supported a small benefit of
tailored materials (N = 28,189; RR 1.31; 95% CI 1.20 to 1.42, I2 = 19%). The evidence is strongest for tailored materials
compared to no intervention, but also supports tailored materials as more helpful than standard materials. Part of this effect
could be due to the additional contact or assessment required to obtain individual data. A small number of other trials failed to de

We included randomized trials of smoking
cessation with follow up of at least six
months, where at least one arm tested a
self-help intervention. We defined self help
as structured programming for smokers
trying to quit without intensive contact with
a therapist.

12 months

standard booklet, minimally personalized booklet, or
extensively personalized booklet. The interventions varied in
their degree of ostensible tailoring, yet the actual smokingrelated content of the booklets was identical.

Funding
Action on Smoking and Health, UK, generously
authorized us to translate the booklet into French.
Vincent Baujard and Hamidul Huq, from the Health on
the Net Foundation, developed the software for data
collection. Translation and printing of the booklets
were paid for by a grant from the Geneva Health
Administration.

At 12-month follow-up, using intent-to-treat, imputed, and per-protocol analyses, no differences were found among the four
The research discussed in this publication was
experimental conditions (linear trend), or when the ST, MT, and MRT groups were compared with the control (SU) group.
funded by a grant from the National Cancer Institute
Participants in the two multiple message group conditions combined (MT+ MRT), however, had significantly higher
(CA57586-04). The authors express their sincere
abstinence rates than participants in the two single message group conditions combined (SU+ST). Moreover, among
gratitude to all of the CIS Regional offices that
subjects who reported quitting at the 5-month follow-up, participants receiving the MRTmaterials reported higher abstinence
participated in Project 3, especially to the CIS Cancer
rates at 12 months than the other three erouns combined (SU+ST+MT). The results of this study support the effectiveness,
information spe- cialists who delivered the telephone
over and above a single tele- counseling interaction, of multiple tailored print material contacts on cessation. These effects,
intervention and the telephone service managers who
however may be due to tailoring, or the longitudinal nature of the two multiple tailored conditions, or both. The strongest
trained and supervised them and provided invaluable
evidence for tailoring occurred in the MRT condition for relapse prevention, suggesting that print materi- als tailored to interim contributions to survey and intervention development.
progress may be especially effective in this context. The qua- lities of specific psychosocial and communication elements in tailo In particular we would like to thank Susan Baum,
Alice Bradley, Hali Rohinett, and Nancy Zharen for
their efforts.

The results revealed high correlations between reports of smoking behavior, as assessed by IVR and TLFB. Compliance with
the TLFB was superior to compliance with the IVR system. This problem should be addressed if researchers wish to use an
IVR system in future smoking cessation clinical trials.

This study focuses on comparing reports of cigarette
consumption using an interactive voice response (IVR)
system and the timeline follow-back (TLFB) method. As part
of a smoking cessation trial, daily reports of cigarette use
were collected using an IVR system and TLFB for 7 days after
participants attempted to quit smoking.

very high

RCT

Com-parison

A dose– response relationship was hypothesized, with the greatest apparent tailoring producing the most positive outcomes.
This pattern was found for evaluation of the booklets, with trends for readiness to change and self-efficacy increases.
Moreover, as hypothesized, the effect of the interventions on readiness was moderated by participants’ expectancies about
tailoring.

Evidenztabelle für die Empfehlung Verfahren zur Harm Reduction
Citation
21420791

First Author
Asfar, Taghrid, T

Degree of
Evidence

Title (shortened)
Do smoking reduction interventions
promote cessation in smokers not
ready to quit?

Ia

Study type
SR

Study
quality
very high

N

Patient characteristics

Intervention
A systematic review of randomized, controlled trials that
tested smoking-reduction interventions (pharmacological,
behavioral, or both combined) among smokers who were not
ready to make a quit attempt (immediately or in the next
month) was conducted to assess the efficacy of these
strategies in promoting future smoking abstinence.

Comparison

Length of follow-Up

Outcome and effect size

The primary outcome was the 7-day Ten trials were included; six tested pharmacologic interventions, one evaluated a behavioral intervention, and three evaluated
point-prevalence smoking abstinence combined interventions. Results: Pharmacologic (2732 participants; OR 2.33, 95% CI 1.43 to 3.79) and combined (638
participants; OR 2.14, 95% CI: 1.28 to 3.60) smoking-reduction interventions significantly increased long-term abstinence
at longest follow-up (≥6months).
from smoking. Insufficient evidence was available on the efficacy of behavioral smoking-reduction interventions (320
participants; OR 1.49, 95% CI 0.56 to 3.93).

Funding

Comments

This work was supported by the National Cancer
Institute (CA127964) and by the National, Heart,
Lung, and Blood Institute (HL053478) at the National
Institutes of Health.

32

Citation

First Author

Degree of
Evidence

Title (shortened)
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Study
quality

N

18686184

Tønnesen, Philip, P

Smoking cessation with smokeless
tobacco and group therapy: an
open, randomized, controlled trial.

Ib

RCT

high

n = 263

21994343

Fagerstrom, Karl, K

Snus as a smoking cessation aid: a
randomized placebo-controlled trial.

IIb

RCT

medium

n = 250

21556784

Morris, Chad D, CD

Smoking reduction for persons with IIb
mental illnesses: 6-month results
from community-based interventions.

RCT

medium

20609531

Klein, Gudrun, G

Effects of practitioner-delivered brief
counseling and computer-generated
tailored letters on cigarettes per day
among smokers who do not quit--a
quasi-randomized controlled trial.

IIb

RCT

medium

19106739

Glasgow, Russell E, RE

Long-term results of a smoking
reduction program.

RCT

17884837

Levinson, Arnold H, AH

IIb
Tailored behavioral support for
smoking reduction: development and
pilot results of an innovative
intervention.

17184783

Wilson, Julie S, JS

Does additional support by nurses
enhance the effect of a brief
smoking cessation intervention in
people with moderate to severe
chronic obstructive pulmonary
disease? A randomised controlled
trial.

17173716

Horn, Kimberly, K

Efficacy of an emergency
department-based motivational
teenage smoking intervention.

Patient character-istics

Inter-vention

Com-parison

Subjects were followed up through 28 weeks after
randomization. In total, 5 clinical visits and 8 telephone
contacts were scheduled. Primary outcome measure was biologically verified continuous smoking abstinence from Week 6
through 28.

Length of follow-Up
6 months

Smokeless tobacco was provided for 7 weeks (or up to 12),
healthy smokers (Mage549
years) who smoked a mean of 24 combined with eight group support visits provided by nurses.
cigarettes/day, with a mean of 31 The control group received group support only.
pack-years

Active or placebo snus sachets

Outcome and effect size

Funding

Comments

Smoking cessation rates were statistically significantly better in the smokeless tobacco group than in the control group
during the first 7 weeks. Point-prevalence abstinence rates at 7 weeks were 36.4% versus 20.8% (OR52.52, p5.001),
respectively; and continuous abstinence rates from weeks 4 to 7 were 31.5% versus 19.2% (OR51.94, p5.023), respectively.
The primary outcomes (i.e., 6-month point prevalence) were 23.1% versus 20.8%, respectively (OR51.31, ns). Smokeless
tobacco was relatively well tolerated, although 15 subjects (11.2%) stopped use due to adverse events. A total of 25 subjects
(17.5 %) were still using smokeless tobacco after 6 months. This trial demonstrated short-term efficacy of smokeless tobacco
in combination with group support for smoking cessation but no long-term efficacy.

The continuous abstinence rate during Weeks 6–28 in the snus and placebo groups was 4.0% and 1.6% (odds ratio [OR]:
2.5, 95% CI: 0.4–27), respectively. The point prevalence abstinence rate at 6 weeks was 18.4% in the snus group versus
8.8% in the placebo group (OR: 2.3, 95% CI: 1.1–5.0, p = .03). At Week 28, the difference in favor of the snus group was not
statistically significant (12.8% vs. 7.2%, OR: 1.9, 95% CI: 0.8–4.4). Snus was generally well tolerated. Treatment-related
adverse events that were more common in the snus group were gener- ally mild and included nausea, dyspepsia, gingivitis,
hiccups, and dizziness.

mental ill smokers

Abstract Persons with mental illnesses use tobacco at
significantly higher and heavier rates than the general
population, and suffer greater tobacco- related morbidity and
mortality. However, there are few existing tobacco cessation
interventions for these individuals. This study examined two
tobacco cessation interventions, a telephonic quitline
intervention (counseling and nicotine replacement therapy)
and a community-based group counseling inter- vention with
adults currently receiving community mental health services.

6 months

At 6-month follow-up, both groups dem- onstrated significantly reduced tobacco use, but partici- pants who received both
quitline services and the group counseling intervention were significantly more likely to have a 50% tobacco use reduction.
Across groups, the overall intent-to-treat cessation rate was 7%. Tobacco dependence, depression symptoms, and psychotic
symp- toms decreased significantly for all treatment groups, while health and mental health functioning increased. Findings
suggest that common community tobacco cessation ser- vices are effective for this population.

This work was supported with proceeds from the
Colorado tobacco tax (Amendment 35) which is
administered by the Prevention Services Division at
the Colorado Department of Public Health and
Environment (CDPHE). CDPHE disclaims
responsibility for any analyses, interpretations, or
conclusions.

n = 1499

daily smoking patients aged
18–70 years

A total of 34 general practices (participation rate 87%) were
randomly selected in a German region. Within these
practices, 1499 daily smoking patients aged 18–70 years
(participation rate 80%) agreed to participate in a smoking
cessation intervention trial. Allocation to study condition was
based on time of practice attendance. Latent growth analyses
were performed on the subsample of 1334 (89%) smokers
who did not reach 6-month prolonged abstinence within the 2year follow-up period.

6-, 12-, 18-, and 24-month

Both interventions led to small but significant reductions in CPD, and they did not differ in efficacy. Treatment effects
occurred within the first 6 months and could be sustained by the continuing smokers until the 24-month follow-up.

The “Proactive interventions for smoking cessation in
Gen- eral medical Practices” project is part of the
German research network EARLINT (EARLy
substance use INTervention) and is funded by the
German Federal Ministry of Research and Education
(grant no. 01EB0120, 01EB0420), the Social Ministry
of the State of Mecklenburg-Vorpommern (grant no.
IX311a 406.68.43.05), and the German Research
Foundation (Deutsche Forschungsge- meinschaft,
grant no. JO150/6-1). The funding sources had no
involvement at all in the design of the study, in the
collection, anal- ysis and interpretation of the data, in
the writing of the report and in the decision to submit
the paper for publication.

medium

n = 320

adult smokers

A generally representative sample of 320 adult smokers from
an HMO scheduled for outpatient surgery or a diagnostic
procedure was randomized to enhanced usual care or a
theory-based smoking reduction intervention that combined
telephone counseling and tailored newsletters. Outcomes
included cigarettes smoked, carbon monoxide levels, and
costs.

12 months

Both intervention and control conditions continued to improve from 3- to 12-month assessments. Between-condition differences using intent-to-treat analyses on both self-report and carbon monoxide measures were nonsignificant by the 12month follow-up (25% vs. 19% achieved 50% or greater reductions in cigarettes smoked). The intervention was implemented
consistently despite logistical constraints and was generally robust across patient char- acteristics (eg, education, ethnicity,
health literacy, dependence).

Funding was provided by the National Cancer
Institute, grant #RO1 CA 90974-01.

RCT

medium

n = 53

adult smokers

Reduction of smoking may increase the likelihood of eventual
smoking cessation among those not ready to quit. We
describe the development and acceptance of a smokingreduction intervention that integrates telephone counseling
sessions with newsletters. A computer-assisted telephone
inter- viewing program generates real-time-tailored counseling
delivered by lay interviewers. Pilot participants (n 5 53) were
adult smokers sched- uled for outpatient procedures in a
health mainte- nance organization, randomized to intervention
or a control condition (quarterly mailings).

3 months

Smoking levels were measured by self-report and biochemically. Among intervention partici- pants continuing at 3 months, all
but one rated their telephone support person positively on all dimensions. Counseling calls were ‘about right’ in number, and
newsletters were perceived as quite personal. Intervention recipients reported smoking significantly fewer mean cigarettes
per day at 3 months than at baseline, and significantly fewer than control participants. Comparisons were non-significant
under intent-to-treat analy- ses and on biochemical measures. The program was well received by outpatients who were not
ready to quit smoking, and was implemented suc- cessfully by telephone staff who had no previous smoking cessation
counseling experience. An on- going trial is evaluating effectiveness, cost and relationship to eventual cessation.

National Cancer Institute (1R01CA90974-01).

Ib

RCT

high

n = 91

smokers with COPD

brief advice alone or accompanied by individual nurse support
or group support facilitated by nurse

2, 3, 6, 9 and 12 months

After 12 months cessation rates were not significantly different between groups ( p ¼ 0.7), but all groups had a significant
reduction in their nicotine addiction ( p ¼ 0.03–0.006). No changes in subjects’ motivation or dyspnoea were detected over
the 12 months

We would like to thank the Smith & Nephew
Foundation and Pharmacia for their assistance with
this study

IIb

RCT

medium

n = 95

smokers aged 14 to 19 years

Participants were smokers aged 14 to 19 years (N = 75) who
presented for treatment in a university-affiliated hospital
emergency department (ED). Motivational interviewing
techniques were used by trained providers to facilitate
individual change; stage- based take-home materials also
were provided.

Similar to past clinic-based studies of motivational inter- viewing with teenage smokers, our study found negative results in
terms of intervention efficacy for cessation. Six- month follow-up cessation rates were nonsignificant — two teenagers quit
smoking. Among teenagers who were able at follow-up, a medium effect size (Cohen’s h = .38) was found for reduction and a
large effect size (Cohen’s h = .69) was found for percentage reduction, although these results also were not statistically
significant.

Funding for this study was provided by the United
States Department of Health and Human Services,
Agency for Healthcare Research and Quality (5 R18
HS010736-04).
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Title (shortened)

Degree of
Evidence
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Study
quality

21382516

Williams, Geoffrey C, GC

The smoker\'s health project: a selfdetermination theory intervention to
facilitate maintenance of tobacco
abstinence.

IIb

RCT

medium

15784061

McCambridge, Jim, J

IIb
Deterioration over time in effect of
Motivational Interviewing in reducing
drug consumption and related risk
among young people.

RCT

medium

N

n = 200

Patient character-istics

young people who were current
users of illegal drugs (age range
16–20 years) with whom contact
was established through peers
trained for the project.

Inter-vention

Com-parison

Length of follow-Up

Community Care (CC), which includes the 6 month SDTbased intervention previously shown to promote autonomous
self-regulation, perceived competence, medication use, and
tobacco abstinence; Extended Need Support (ENS), which
extends the 6 month SDT-based intervention to 12 months
and trains an important other to provide support for smokers'
basic psychological needs; and Harm Reduction (HR), which
provides extended need support and recommends medication
use for participants who do not want to stop smoking
completely within 30 days but who are willing to reduce their
cigarette use by half.

1 year

The intervention was adapted from MI in the form of a topicbased 1-hour single-session discussion.

3 an 12 months

Outcome and effect size

Funding

Comments

This research was supported by grants from the
National Cancer Institute [R01-CA106668] awarded
to Dr. Geoffrey Williams, MD, PhD; the National
Institute of Mental Health and the National Cancer
Institute [R01-MH059594] awarded to Dr. Geoffrey
Williams, MD, PhD; the National Center for Research
Resources [M01-RR00044] awarded to the University of Rochester General Clinical Research Center;
and the National Center for Research Resources
ARRA Supplement [UL1RR024160] awarded to the
University of Rochester's Clinical and Translational
Science Institute

A satisfactory follow-up rate (81%) was achieved. After 12 months, 3-month differences between MI and assessment-only
groups have disappeared almost entirely. Unexpected improvements by the assessment-only control group on a number of
outcomes suggest the possibility of reactivity to the research assessment at 3-month follow-up.

The original trial was undertaken in the context of a
Research Training Fellowship awarded by the NHS
Exec- utive (London/South Thames) to the first author
under the supervision of the second author. We are
grateful to Action on Addiction for additional funding
to enable the longer-term follow-up study reported
here, and to Eleni Varsimou and Jenny Abbey for
assistance with interview- ing. We are also grateful
for helpful comments from anonymous reviewers.
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Citation
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Patient characteristics

Intervention

Comparison

Length of follow-Up

Outcome and effect size

Funding

The primary outcome was
the 7-day pointprevalence smoking
abstinence at longest
follow-up (≥6months).

Ten trials were included; six tested pharmacologic interventions, one evaluated a behavioral intervention, and three evaluated combined
interventions. Results: Pharmacologic (2732 participants; OR 2.33, 95% CI 1.43 to 3.79) and combined (638 participants; OR 2.14, 95% CI:
1.28 to 3.60) smoking-reduction interventions significantly increased long-term abstinence from smoking. Insufficient evidence was available
on the efficacy of behavioral smoking-reduction interventions (320 participants; OR 1.49, 95% CI 0.56 to 3.93).

This work was supported by the National Cancer
Institute (CA127964) and by the National, Heart,
Lung, and Blood Institute (HL053478) at the National
Institutes of Health.

The control group received
group support only.

6 months

Smoking cessation rates were statistically significantly better in the smokeless tobacco group than in the control group during the first 7
weeks. Point-prevalence abstinence rates at 7 weeks were 36.4% versus 20.8% (OR52.52, p5.001), respectively; and continuous abstinence
rates from weeks 4 to 7 were 31.5% versus 19.2% (OR51.94, p5.023), respectively. The primary outcomes (i.e., 6-month point prevalence)
were 23.1% versus 20.8%, respectively (OR51.31, ns). Smokeless tobacco was relatively well tolerated, although 15 subjects (11.2%)
stopped use due to adverse events. A total of 25 subjects (17.5 %) were still using smokeless tobacco after 6 months. This trial
demonstrated short-term efficacy of smokeless tobacco in combination with group support for smoking cessation but no long-term efficacy.

This study was supported by a grant from the Danish
National Research Foundation.

Active or placebo snus
sachets

28 weeks

The continuous abstinence rate during Weeks 6–28 in the snus and placebo groups was 4.0% and 1.6% (odds ratio [OR]: 2.5, 95% CI:
0.4–27), respectively. The point prevalence abstinence rate at 6 weeks was 18.4% in the snus group versus 8.8% in the placebo group (OR:
2.3, 95% CI: 1.1–5.0, p = .03). At Week 28, the difference in favor of the snus group was not statistically significant (12.8% vs. 7.2%, OR:
1.9, 95% CI: 0.8–4.4). Snus was generally well tolerated. Treatment-related adverse events that were more common in the snus group were
gener- ally mild and included nausea, dyspepsia, gingivitis, hiccups, and dizziness.

The trial was officially sponsored by Swedish Match
AB, Stock - holm, Sweden. Sponsor provided funding
and study products (snus and placebo snus). An
external contractor paid by the sponsor was
responsible for recruitment of participants, all trial
procedures, monitoring, data handling, and statistical
analyses (Covance).

two tobacco cessation interventions, a telephonic quitline
intervention (counseling and nicotine replacement therapy)
and a community-based group counseling inter- vention with
adults currently receiving community mental health services.

6 months

At 6-month follow-up, both groups dem- onstrated significantly reduced tobacco use, but partici- pants who received both quitline services
and the group counseling intervention were significantly more likely to have a 50% tobacco use reduction. Across groups, the overall intent-totreat cessation rate was 7%. Tobacco dependence, depression symptoms, and psychotic symp- toms decreased significantly for all treatment
groups, while health and mental health functioning increased. Findings suggest that common community tobacco cessation ser- vices are
effective for this population.

This work was supported with proceeds from the
Colorado tobacco tax (Amendment 35) which is
administered by the Prevention Services Division at
the Colorado Department of Public Health and
Environment (CDPHE). CDPHE disclaims
responsibility for any analyses, interpretations, or
conclusions.

daily smoking patients aged
18–70 years

A total of 34 general practices (participation rate 87%) were
randomly selected in a German region. Within these
practices, 1499 daily smoking patients aged 18–70 years
(participation rate 80%) agreed to participate in a smoking
cessation intervention trial. Allocation to study condition was
based on time of practice attendance. Latent growth analyses
were performed on the subsample of 1334 (89%) smokers
who did not reach 6-month prolonged abstinence within the 2year follow-up period.

6-, 12-, 18-, and 24-month Both interventions led to small but significant reductions in CPD, and they did not differ in efficacy. Treatment effects occurred within the first
6 months and could be sustained by the continuing smokers until the 24-month follow-up.

The “Proactive interventions for smoking cessation in
Gen- eral medical Practices” project is part of the
German research network EARLINT (EARLy
substance use INTervention) and is funded by the
German Federal Ministry of Research and Education
(grant no. 01EB0120, 01EB0420), the Social Ministry
of the State of Mecklenburg-Vorpommern (grant no.
IX311a 406.68.43.05), and the German Research
Foundation (Deutsche Forschungsge- meinschaft,
grant no. JO150/6-1). The funding sources had no
involvement at all in the design of the study, in the
collection, anal- ysis and interpretation of the data, in
the writing of the report and in the decision to submit
the paper for publication.

n = 320

adult smokers

A generally representative sample of 320 adult smokers from
an HMO scheduled for outpatient surgery or a diagnostic
procedure was randomized to enhanced usual care or a
theory-based smoking reduction intervention that combined
telephone counseling and tailored newsletters. Outcomes
included cigarettes smoked, carbon monoxide levels, and
costs.

12 months

Both intervention and control conditions continued to improve from 3- to 12-month assessments. Between-condition dif- ferences using intentto-treat analyses on both self-report and carbon monoxide measures were nonsignificant by the 12-month follow-up (25% vs. 19% achieved
50% or greater reductions in cigarettes smoked). The intervention was implemented consistently despite logistical constraints and was
generally robust across patient char- acteristics (eg, education, ethnicity, health literacy, dependence).

Funding was provided by the National Cancer
Institute, grant #RO1 CA 90974-01.

medium

n = 53

adult smokers

Reduction of smoking may increase the likelihood of eventual control condition (quarterly
mailings)
smoking cessation among those not ready to quit. We
describe the development and acceptance of a smokingreduction intervention that integrates telephone counseling
sessions with newsletters. A computer-assisted telephone
inter- viewing program generates real-time-tailored counseling
delivered by lay interviewers.

3 months

Smoking levels were measured by self-report and biochemically. Among intervention partici- pants continuing at 3 months, all but one rated
their telephone support person positively on all dimensions. Counseling calls were ‘about right’ in number, and newsletters were perceived as
quite personal. Intervention recipients reported smoking significantly fewer mean cigarettes per day at 3 months than at baseline, and
significantly fewer than control participants. Comparisons were non-significant under intent-to-treat analy- ses and on biochemical measures.
The program was well received by outpatients who were not ready to quit smoking, and was implemented suc- cessfully by telephone staff
who had no previous smoking cessation counseling experience. An on- going trial is evaluating effectiveness, cost and relationship to
eventual cessation.

National Cancer Institute (1R01CA90974-01).

RCT

high

n = 91

smokers with COPD

brief advice alone or accompanied by individual nurse support
or group support facilitated by nurse

2, 3, 6, 9 and 12 months

After 12 months cessation rates were not significantly different between groups ( p ¼ 0.7), but all groups had a significant reduction in their
nicotine addiction ( p ¼ 0.03–0.006). No changes in subjects’ motivation or dyspnoea were detected over the 12 months

We would like to thank the Smith & Nephew
Foundation and Pharmacia for their assistance with
this study

RCT

medium

n = 75

smokers aged 14 to 19 years

Motivational interviewing techniques were used by trained
providers to facilitate individual change; stage- based takehome materials also were provided.

Similar to past clinic-based studies of motivational inter- viewing with teenage smokers, our study found negative results in terms of
intervention efficacy for cessation. Six- month follow-up cessation rates were nonsignificant — two teenagers quit smoking. Among teenagers
who were able at follow-up, a medium effect size (Cohen’s h = .38) was found for reduction and a large effect size (Cohen’s h = .69) was
found for percentage reduction, although these results also were not statistically significant.

Funding for this study was provided by the United
States Department of Health and Human Services,
Agency for Healthcare Research and Quality (5 R18
HS010736-04).

A systematic review of randomized, controlled trials that
tested smoking-reduction interventions (pharmacological,
behavioral, or both combined) was conducted to assess the
efficacy of these strategies in promoting future smoking
abstinence.

21420791

Asfar, Taghrid, T

Do smoking reduction interventions
promote cessation in smokers not
ready to quit?

Ia

SR

very high

n >3000

smokers who were not ready to
make a quit attempt (immediately
or in the next month)

18686184

Tønnesen, Philip, P

Smoking cessation with smokeless
tobacco and group therapy: an
open, randomized, controlled trial.

Ib

RCT

high

n = 263

Smokeless tobacco was provided for 7 weeks (or up to 12),
healthy smokers (Mage549
years) who smoked a mean of 24 combined with eight group support visits provided by nurses.
cigarettes/day, with a mean of 31
pack-years

21994343

Fagerstrom, Karl, K

Snus as a smoking cessation aid: a
randomized placebo-controlled trial.

IIb

RCT

medium

n = 250

smokers

Subjects were followed up through 28 weeks after
randomization. In total, 5 clinical visits and 8 telephone
contacts were scheduled. Primary outcome measure was biologically verified continuous smoking abstinence from Week 6
through 28.

21556784

Morris, Chad D, CD

Smoking reduction for persons with IIb
mental illnesses: 6-month results
from community-based interventions.

RCT

medium

n= 62

mental ill smokers

20609531

Klein, Gudrun, G

Effects of practitioner-delivered brief
counseling and computer-generated
tailored letters on cigarettes per day
among smokers who do not quit--a
quasi-randomized controlled trial.

IIb

RCT

medium

n = 1499

19106739

Glasgow, Russell E, RE

Long-term results of a smoking
reduction program.

RCT

medium

17884837

Levinson, Arnold H, AH

IIb
Tailored behavioral support for
smoking reduction: development and
pilot results of an innovative
intervention.

RCT

17184783

Wilson, Julie S, JS

Does additional support by nurses
enhance the effect of a brief
smoking cessation intervention in
people with moderate to severe
chronic obstructive pulmonary
disease? A randomised controlled
trial.

Ib

17173716

Horn, Kimberly, K

Efficacy of an emergency
department-based motivational
teenage smoking intervention.

IIb

Comments
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21382516

Williams, Geoffrey C, GC

The smoker\'s health project: a selfdetermination theory intervention to
facilitate maintenance of tobacco
abstinence.

IIb

RCT

medium

15784061

McCambridge, Jim, J

IIb
Deterioration over time in effect of
Motivational Interviewing in reducing
drug consumption and related risk
among young people.

RCT

medium

N

n = 200

Patient characteristics

young people who were current
users of illegal drugs (age range
16–20 years) with whom contact
was established through peers
trained for the project.

Intervention

Comparison

Length of follow-Up

Community Care (CC), which includes the 6 month SDTbased intervention previously shown to promote autonomous
self-regulation, perceived competence, medication use, and
tobacco abstinence; Extended Need Support (ENS), which
extends the 6 month SDT-based intervention to 12 months
and trains an important other to provide support for smokers'
basic psychological needs; and Harm Reduction (HR), which
provides extended need support and recommends medication
use for participants who do not want to stop smoking
completely within 30 days but who are willing to reduce their
cigarette use by half.

1 year

The intervention was adapted from MI in the form of a topicbased 1-hour single-session discussion.

3 an 12 months

Outcome and effect size

Funding

Comments

This research was supported by grants from the
National Cancer Institute [R01-CA106668] awarded
to Dr. Geoffrey Williams, MD, PhD; the National
Institute of Mental Health and the National Cancer
Institute [R01-MH059594] awarded to Dr. Geoffrey
Williams, MD, PhD; the National Center for Research
Resources [M01-RR00044] awarded to the University of Rochester General Clinical Research Center;
and the National Center for Research Resources
ARRA Supplement [UL1RR024160] awarded to the
University of Rochester's Clinical and Translational
Science Institute

A satisfactory follow-up rate (81%) was achieved. After 12 months, 3-month differences between MI and assessment-only groups have
disappeared almost entirely. Unexpected improvements by the assessment-only control group on a number of outcomes suggest the
possibility of reactivity to the research assessment at 3-month follow-up.

The original trial was undertaken in the context of a
Research Training Fellowship awarded by the NHS
Exec- utive (London/South Thames) to the first author
under the supervision of the second author. We are
grateful to Action on Addiction for additional funding
to enable the longer-term follow-up study reported
here, and to Eleni Varsimou and Jenny Abbey for
assistance with interview- ing. We are also grateful
for helpful comments from anonymous reviewers.
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Funding

Comments

21653904

Hall, Sharon M, SM

Using extended cognitive behavioral
treatment and medication to treat
dependent smokers.

IIb

RCT

medium

n = 406

Participants who smoked at least
10 cigarettes per day and who
smoked within 30 minutes of
arising.

12-week smoking- cessation treatment including group Five conditions: (1) no further
treatment, (2) active
counseling, nicotine-replacement therapy, and
bupropion SR for 40 weeks,
bupropion SR.
(3) placebo for 40 weeks, (4)
active bupropion SR and 11
sessions of CBT for 40 weeks
(A-CBT), or (5) placebo and
11 sessions of CBT for 40
weeks.

Participants were
assessed at baseline and
at weeks 12, 24, 52, 64,
and 104.

The A-CBT condition had significantly higher abstinence rates than did the ST condition over time (OR = 13.97; 95% CI
3.03, 64.37; P<.001) but was not significantly dif- ferent when compared with the remaining 3 treatment conditions. The
other 3 extended conditions also produced higher abstinence rates over time than did the ST condition: placebo CBT (PCBT) OR = 7.22 (95% CI =1.80, 29.00; P = .005), active MM (A-MM) OR=10.30 (95% CI=2.56, 41.45; P=.018), and placebo
MM (P-MM) OR = 7.06 (95% CI=1.40, 35.62; P=.001). The A-CBT condition produced consistently high absti- nence rates
at weeks 24 (49.4%), 52 (40.5%), 64 (40.6%), and 104 (47.6%).

This study was supported by the National Institute on
Drug Abuse (awards R01 DA02538, K05 DA016752,
K23 DA018691, and P50 DA09253).

CBT is effective. At weeks 64 and 104, the 2 CBT conditions
produced significantly higher abstinence rates than did the
other 3 conditions. Conclusions. Brief contact with providers
can increase abstinence during treatment. CBT may increase
long-term abstinence after extended treatment is terminated.

21334370

Marques-Vidal, Pedro, P

High expectation in non-evidencebased smoking cessation
interventions among smokers--the
CoLaus study.

IIb

?

medium

n = 988

Smokers

______

Preference for different
interventions for smoking
cessation.

_____

Bupropion or group consultations are rarely favored (13%), while the interest rate of acupuncture (33%), hypnosis (26%) or
autogenic training (13%) is much higher.

The CoLaus study was supported by research grants
from GlaxoSmithKline and the Faculty of Biology and
Medicine of Lausanne, Switzerland and is currently
supported by the Swiss National Science Foundation
(grant no. 33CSCO-122661).

In the CoLaus study 988 smokers were assessed comparing
nicotine replacement, bupropion treatment, physician or group
consultations with acupuncture, hypnosis and autogenic
training. Bupropion or group consultations are rarely favored
(13%), while the interest rate of acupuncture (33%), hypnosis
(26%) or autogenic training (13%) is much higher. However,
there is no evidence in intervention trials that behavioral
therapy is not favored to a high grade.

20653619

Agboola, Shade, S

Ia
A systematic review of the
effectiveness of smoking relapse
prevention interventions for abstinent
smokers.

SR

very high

36 studies (n = Adults who wanted to quit
34.697)
smoking.

Self-help material vs. behavioral interventions vs.
pharmacotherapy vs. NRT for relaps prevention

Self-help material vs.
behavioral interventions vs.
pharmacotherapy vs. NRT for
relaps prevention

Three follow-up time
points: short term (1–3
months post
randomization), medium
term (6–9 months) and
long term (12–18 months).

Self-help material are effective for prevention of smoking relapse in smokers that have been left unaided (OR 1.52, CI 1.15 –
2,01)Behavioral interventions for relapse prevention have only effects in the short-run (1a). Pharmacotherapies are effective
for smoking relapse prevention both in short-terms (Bupropion 1.49 (CI 1.1 – 2.01), NRT OP 1.56 (CI 1.16 – 2.11) and longterms as well (OR 1.33, CI 1.08 – 1.63).

Health Technology Assessment Programme

The review deals with smoking relapse prevention
interventions for abstinent smokers. Self-help material are
effective for prevention of smoking relapse in smokers that
have been left unaided (OR 1.52, CI 1.15 – 2,01). Behavioral
interventions for relapse prevention have only effects in the
short-run (1a). Pharmacotherapies are effective for smoking
relapse prevention both in short-terms (Bupropion 1.49 (CI 1.1
– 2.01), NRT OP 1.56 (CI 1.16 – 2.11) and long-terms as well
(OR 1.33, CI 1.08 – 1.63). Individual studies account for
Varenicline according to short and medium term relapse
prevention. So far no fair evidence exists for behavioral
interventions to prevent smoking relapse in long terms
additionally, once individuals remained abstinent already.

20238361

Lindson, Nicola, N

Reduction versus abrupt cessation in Ia
smokers who want to quit.

Review (RCT)

very high

10 studies
(3760
participants)

adults who wanted to quit smoking Reduction

abrupt cessation

at least six months follow- abstinence from smoking at least six months
up

University of Birmingham (internal) University of
Vermont (internal) National Institute for Health
Research and the National Health Service of the UK
(external) UK Centre for Tobacco Control Studies
(external) Fletcher Allen Health Care (external)

Reducing cigarettes smoked before quit day and quitting
abruptly, with no prior reduction, produced comparable quit
rates, therefore patients can be given the choice to quit in
either of these ways. Reduction interventions can be carried
out using self-help materials or aided by behavioural support,
and can be carried out with the aid of pre-quit NRT.

20178617

Ramos, Maria, M

Effectiveness of intensive group and
individual interventions for smoking
cessation in primary health care
settings: a randomized trial.

RCT

high

n = 287

Adults who wanted to quit
smoking.

intensive individual
intervention (III), an intensive
group intervention (IGI) and a
minimal intervention (MI)

No difference between individual or group interventions.
The outcome measure
was continued abstinence
at 12 months confirmed
through CO-oximetry
(CO).

Health Research Fund of Spain’s Ministry of Health
and Consumer Affairs (PI 03/1648). It has also
received the support of the Health Promotion and
Preventive Activities in Primary Health Care Research
Network (IAPP network), supported by the Ministry of
Health and Consumer Affairs (ISCIII-RETCI G03/170
y RD 06/0018).

There is no difference between individual or group
interventions. CAUTION: small study, randomized, 287
smokers. Partition into 3 groups (individual, group and minimal
intervention) without sufficient effects.

Ib

Group therapy vs. individual therapy
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20099536

Secades-Villa, Roberto, R

Effectiveness of three intensities of
smoking cessation treatment in
primary care.

Ib

RCT

high

n = 89

Participants were selected from
among the smokers who visited
three primary care centers in
Asturias, Spain.

Tree treatment groups: brief counseling plus
information pamphlet, self-help program with
telephone follow-up and intensive behavioral
treatment.

Tree treatment groups: brief
counseling plus information
pamphlet, self-help program
with telephone follow-up and
intensive behavioral
treatment.

12 months

At 12 month follow-up, intensive behavioral treatment (42.8% abstinence) was more effective than the self-halp program
(27.5%), which was more effecitve than counseling (12.9%). Continued abstinence was also higher in the intensive
treatment group (37.9%) than in the self-help (17.2%) an the counseling group (9.7%).

--------------

>>>>>>>>>>ENGLISH<<<<<<<Comparison of three forms of
treatment, namely: brief counseling plus information pamphlet,
self-help program with telephone follow-up, and intensive
behavioral treatment arm indicate that the intensive behavioral
therapy is more effective than the self-help program or the
counseling treatment (42.8 % vs. 27.5 % vs. 12.9 %). Herein,
a dose-effect is found in the treatment of smokers.
>>>>>>>>>>>DEUTSCH<<<<< Der Vergleich zwischen
einem Beratungsprogramm mit Informationsschreiben,
Selbsthilfeprogramm mit Telefon-Follow-up und einem
intensiven verhaltenstherapeutischen Behandlungsarm zeigt,
dass die intensive Verhaltenstherapie wirksamer ist als das
Selbsthilfeprogramm oder der Beratungsarm (42.8 % vs. 27.5
% vs. 12.9 %). Hier wird ein Dosiseffekt in der Behandlung der
Raucher gefunden.

20096510

Hendricks, Peter S, PS

Mechanisms of change in extended
cognitive behavioral treatment for
tobacco dependence.

IIb

RCT

medium

n =199

Participants were older cigarette
smokers (≥50 years old).

standard treatment

cognitive behavioral
treatment.

64 weeks

Analyses revealed that extended CBT increased abstinence self-efficacy over the first 52 weeks postcessation. This effect,
in turn, was positively associated with 7-day point prevalence abstinence at week 64 while controlling for treatment
condition, and eliminated the independent effect of treatment condition on abstinence. The test of mediation indicated a
significant effect, and abstinence self-efficacy accounted for 61% to 83% of the total effect of treatment condition on smoking
abstinence. Results failed to support a mediational role of negative affect, abstinence- specific social support, or motivation
to quit.

An extended CBT elevates the self-efficacy and exerts
NIDA grants F32 DA024482, R01 DA02538, K05
DA016752, and P50 DA09253, as well as the State of influence on the long-term abstinence from cigarettes. CBT
enhances the chance of abstinence.
California Tobacco-Related Disease Research
Program (TRDRP) grant 16FT-0049

19617300

Pisinger, Charlotta, C

A cluster randomized trial in general
practice with referral to a groupbased or an Internet-based smoking
cessation programme.

IIb

RCT

medium

n = 1914

Adult smoker who wanted to quit.

Group A, referral to group-based SC counselling
(national model)

Group A, referral to groupbased SC counselling
(national model) Group B,
referral to internet-based SC
programme (newly
developed); or Group C, no
referral (‘do as usual’)

12 months

The participating GPs reported significantly more SC counselling than GPs who refused participation (P 1 ⁄4 0.04). Selfreported point abstinence was 6.7% (40/600), 5.9% (28/476) and 5.7% (25/442) in Groups A, B and C, respectively. Only 40
smokers attended group-based SC counselling, and 75 logged in at the internet-based SC programme. In cluster analyses,
we found no significant additional effect of referral to group-based (OR: 1.05; 95% CI: 0.6–1.8) or internet-based SC
programmes (OR: 0.91; 95% CI: 0.6–1.4).

Danish Centre for Evaluation and Health Technology
Assessment

Inapplicable to answer the question weather CBT is effective

19492280

Rasch, A, A

IIa
[Efficacy and cost-effectiveness of
smoking cessation courses in the
statutory health insurance: a review].

SR

medium

6 studies (n =
276)

Adults who wanted to quit
smoking.

CBT

information, motivation

at least 6 months

Two sources confirm the long-term efficacy of group-based smoking cessation approach [OR (odds ratio) = 1.3 and OR =
2.17] with meta-analy- ses. The majority of available reviews or national guidelines are based on the results of these two
researches. Two further reviews estimate the behaviour-based group therapy as effective. The efficacy estimation of single
behavioural inter- vention components (skill training, problem solv- ing, relapse prevention) varies from OR = 0.91 to OR =
1.5.

--------

>>>>>>>>>>>>>>ENGLISH<<<<<<<<<<< Review of reviews:
The cognitive-behavioral treatments are considered to be
effective, whereas for the Allan Carr-method deficient proof of
efficacy is available. Existing smoking cessation programs in
Germany are scarcely studied. The data for courses is
insufficient – however, approval of the positive data for CBT –
courses is existent. >>>>>>>>>>>>>DEUTSCH<<<<<<<<<<<
Review von Reviews: Die verhaltenstherapeutischen
Behandlungen gelten als effektiv, während für die Allan CarrMethode unzureichende Wirksamkeitsbelege vorliegen,
bestehende Entwöhnungsprogramme sind in Deutschland
nicht ausreichend untersucht. Datenlage für Kurse bei
Krankenkassen insuffizient - allerings Anerkennung der
positiven Daten lage für CBT-Kurse. Review von Reviews

19109354

Mottillo, Salvatore, S

Behavioural interventions for smoking Ia
cessation: a meta-analysis of
randomized controlled trials.

SR

very high

50 studies (n = Adults who wanted to quit
26.927)
smoking.

Four behavioural interventions: minimal clinical
intervention (brief advice from a healthcare worker),
and intensive interventions, including individual, group,
and telephone counselling.

6 to 12 months
Four behavioural
interventions: minimal clinical
intervention (brief advice from
a healthcare worker), and
intensive interventions,
including individual, group,
and telephone counselling.

Minimal-intervention (OR 1.5, CI 0.84 – 2.78); individual counseling (OR 1.49, CI 1.08 – 2.02); group therapy (OR 1.76, CI
1.11 – 2.93), phone counseling (OR 1.58, CI 1.15 – 2.29)

This work was supported by the Canadian Institutes
of Health Research (CIHR grant number 81257).

50 studies were identified, which randomized 26.927 patients,
thereunder 9 RCTs with minimal clinical intervention, 23 RCTs
with individual counseling, 12 RCTs with group counseling,
and 10 RCTs with telephone counseling. The estimated mean
treatment effects were minimal clinical intervention OR 1.5
(0.84 – 2.78), individual counseling OR 1.49 (1.08 – 2.02),
group counseling OR 1.76 (1.11 – 2.93), and telephone
counseling OR 1.58 (1.15 – 2.29). Intensive behavioral
interventions result in substantial increases in smoking
abstinence compared with control. For minimal clinical
interventions the effect is questionable, the data unconfident.
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SR

very high

23 studies (n > Current smokers at the start of the
200.000)
intervention of 18 years and older,
of any sex, race or socioeconomic
status.

The included reviews had
studied the following interventions: NRT, bupropion,
physician advice, individual
behavioural counselling,
group behaviour therapy, telephone counselling, self-help
interventions, nursing
interventions, community
pharmacy interventions, exercise interventions,
competitions and incentives,
partner support, aversive
smoking, acupuncture and
related interventions,
community interventions and
mass media campaigns.

Group therapy is effective (RR 2.17, CI 1.37 – 3.45); individual counseling (RR 1.56, CI 1.32 – 1.84).

_________

Group therapy is effective, RR 2.17, CI 1.37 – 3.45, individual
counseling 1.56, CI 1.32 – 1.84. Review, date? CAUTION:
Only limited to adults.

RCT

high

n = 304

Adult smokers (> 18 years of age; Open-label (8 weeks): all participants received
> 10 cigarettes/day).
bupropion SR, nicotine patch, CBT.

12 months
Open-label (8 weeks): all
participants received
bupropion SR, nicotine patch,
CBT. Extended treatment (12
weeks): participants received
either CBT + voicemail
monitoring and telephone
counseling or telephonebased general support.

At week 20 follow-up, CBT produced a higher 7-day point prevalence abstinence rate: 45% versus 29%, P = 0.006; at 52
weeks the difference in abstinence rates (31% versus 27%) was not significant. History of depression was a moderator of
treatment. Those with a positive history had a better treatment response at 20 weeks when assigned to the less intensive
telephone support therapy (P < 0.05).

National Institute on Drug Abuse (R01 DA 017441)

The paper is concerned with cognitive behavior therapy (CBT)
in a controlled, not randomized study with participants
receiving bupropion, nicotine patch, and CBT. After a period of
20 weeks CBT is significantly more effective, onto 12 months
the significance value vanishes. Depressiveness moderates
the success of the therapy. Comparative therapy was a
telephone-based support. The smokers require cognitive
behavioral support of their endeavors for abstinence. A
minimum duration of therapy is unknown.

IIa

SR

medium

20 studies

Adults who wanted to quit
smoking.

non-pharmacological methods used in smoking
cessation

Efficacy of different types of group psychotherapy in com- parison with the control group receiving self-help materials or
advice (OR 1.97, 95% CI 1.57–2.48) and in comparison with the control group not provided with any treatment (OR 2.19,
95% CI 1.42–3.37) was demonstrated in one systematic review.In 3 systematic reviews, the efficacy of different types of individual counseling provided by a physician (OR 2.04, 95% CI 1.71–2.43), a nurse (OR 1.43, 95% CI 1.24–1.64) or other
health care providers (OR 1.62, 95% CI 1.35–1.94) was assessed in comparison with the control group, which was not
provided with this kind of therapy.

State Committee for Scientific Research in the years
2004–2005 as a research project No 2 P05D 07126.

The state of affairs in Poland - Individual therpay and group
therapy are effective.

IIa

SR

medium

n = 6.959

Adults who want to quit smoking.

Behavioral therapy

Behavioral therapy individual counseling (OR 1.56, CI 1.32–1.84). In general, there is a positive relation between overall
number of contact minutes in counseling and odds of abstinence. Group counseling (OR 2.17, CI 1.37-3.45). The analysis
indicated that group therapy significantly improved the probability of smoking cessation during the follow-up period ( 6
months from the start of the group program) when compared with no intervention (OR 2.17, CI, 1.37- 3.45) or self-help
intervention (OR 2.04, CI, 1.60-2.60), but there was no evidence that group therapy was more effective than individual
counseling. Individuals who participated in group counseling were significantly more likely to quit for 4 weeks than were
those who underwent individual counseling (OR 1.38 CI, 1.09-1.76).

Pfizer Inc. Supported in part by PSO CA84799.

Behavioral therapy Individual counseling 1.56 (1.32–1.84)
(based on 21 trials with 6-mo follow-up)10 In general, there
is a positive relation between overall number of contact
minutes in counseling and odds of abstinence Group
counseling 2.17 (1.37–3.45) (based on 55 trials with 6-mo
follow-up)11 Group Counseling. Group counseling, like
individual interventions, may use 1 of many different models
(e.g., education, advice, or support to prevent relapse).11 The
effectiveness of these approaches for smoking cessation has
been evaluated in a meta-analysis that included results from
55 trials.11 The analysis indicated that group therapy
significantly improved the probability of smoking cessation
during the follow-up period ( 6 months from the start of the
group program) when compared with no intervention (OR,
2.17; 95% CI, 1.37 to 3.45) or self-help intervention (OR, 2.04;
95% CI, 1.60 to 2.60), but there was no evidence that group
therapy was more effective than individual counseling.11 The
results from this analysis differ somewhat from those in
another recent evaluation of different approaches to smoking ce

Ia

18941375

Lemmens, Valery, V

Effectiveness of smoking cessation
interventions among adults: a
systematic review of reviews.

18855829

Killen, Joel D, JD

Extended cognitive behavior therapy Ib
for cigarette smoking cessation.

18363250

Bala, Malgorzata M, MM

Efficacy of non-pharmacological
methods used for treating tobacco
dependence: meta-analysis.

18342162

Niaura, Raymond, R

Nonpharmacologic therapy for
smoking cessation: characteristics
and efficacy of current approaches.

12 months

6 months follow-up
telephone counseling vs.
group counseling vs. self-help
intervention
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SR

very high

28 studies (n = Adults and Adults in Special
15.095)
Populations, who wanted to quit
smoking.

Self-helf vs. counseling vs. NRT vs. parmacotherapy
vs. CBT

Self-helf vs. counseling vs.
NRT vs. parmacotherapy vs.
CBT

at least 6 months

CBT ist effective.

Cognitive behavioral measures are effective; systematic
Agency for Healthcare Research and Quality to the
review; no concrete calculations of efficacy data.
RTI International-University of North Carolina Evidence-based Practice Center (contract 290-02-0016).

IIb
Effects on smoking cessation:
naltrexone combined with a cognitive
behavioral treatment based on the
community reinforcement approach.

RCT

medium

n = 25

Twenty-five participants were
recruited from a database of 181
recovered spontaneous pneumothorax (SP) patients treated in
the Netherlands.

CRA in combination with naltrexone and nicotine
replacement therapy.

Naltrexone and nicotine
replacement therapy without
CRA..

3 months

In the CRA therapy group, the abstinence rate after three months was nearly twice as high as in the non-psychological
therapy group (46 % versus 25 %).

Zambon, STIVORO, Novartis

In this paper the classical cognitive behavioral treatment
approach is investigated. CRA in combination with naltrexone
and nicotine replacement therapy. In the CRA therapy group,
the abstinence rate after three months was nearly twice as
high as in the non-psychological therapy group (46 % versus
25 %). However, the sample of participants is very small (N =
25), level of evidence IIb.

Slovinec D\'Angelo,
Monika E, ME

Ib
Is stress management training a
useful addition to physician advice
and nicotine replacement therapy
during smoking cessation in women?
Results of a randomized trial.

RCT

high

n = 332

Adult women who want to quit
smoking.

Stress management training (SM) in addition to
physician advice and NRT.

Physician advice and NRT
(usual care UC).

2 and 12 months

Abstinence rates at 2 months were 26,2 % vs. 31,7 % in the UC and SM groups, respectively (p = .59). At 12 months followup, the rates were 18,5 % vs. 20,7 % (p = .86).

________

Stress management as a behavior therapeutic technique has
no influence on the success of a smoking cessation therapy.

16215448

Hall, Sharon M, SM

Cost-effectiveness of bupropion,
nortriptyline, and psychological
intervention in smoking cessation.

Ib

RCT

high

n = 220

Adults who want to quit smoking.

This was a 3 (bupropion versus nortriptyline versus
placebo) by 2 (medical management alone versus
medical management plus psychological intervention)
randomized trial.

This was a 3 (bupropion
versus nortriptyline versus
placebo) by 2 (medical
management alone versus
medical management plus
psychological intervention)
randomized trial.

12 months

The ratio of the ACER of psychological treatment to the ACER of the weighted average ACER of MM and MM plus
nortriptyline was 0.77 (0.93% CI: 0.30, 2.87). The ratio of the ACER of psycho- logical treatment to the equivalent
combination of medical management and bupropion treatment was 0.55 (0.95% CI: 0.21, 1.61). Again, the CI crosses 1.0;
therefore, the differences are not statistically significant.

________

Psychological interventions are more cost-effective than
medication. The difference however is not significant. The data
is yet deficient.

16185216

Romand, Raymond, R

A randomized trial assessing the
Ib
Five-Day Plan for smoking cessation.

RCT

high

n = 228

Adults who wanted to quit
smoking.

12 months
The Intervention group (119 participants) received the The control group (109
participants) received a single
Five-Day-Programme (FDP), which is a behavioural
session discussing the health
group-based treatment programme in France.
effects of smoking.

In the Intervention group, 67 participants (56%) quit smoking at the end of the FDP. After three months this number had
been reduced to 30 (25%) and to 19 (16%) by the end of one year. In the Control group these num- bers were 14 (13%) and
12 (11%), respectively, after three and 12 months. When considering the rate of cessation without lapse after one year a
significant difference was observed with a 13% rate in the Intervention group and 3%) in the Control group (P = 0.004).

I'Association pour la Recherche sur le Cancer (ARC).

A behavioral group-based treatment program in comparison
to a single cession of stop-smoking advice in a small study
including 228 participants turns out to be effective (56 % at the
end of the treatment, 16 % after one year, 11 % in control
group); small study sample, yet Ib? Proves the effectiveness
of GT/ CBT against stop-smoking advice, poor success rates.

16139962

Schröter, Martina, M

Randomized controlled trial of
relapse prevention and a standard
behavioral intervention with adult
smokers.

Ib

RCT

high

n = 79

Adults who wanted to quit
smoking.

Behavioral intervention (n = 38).

12 months

Immediately following the interventions, 42.1% of the SB group and 41.5% of the RP group were abstinent ( p = .95). The
one-year point-prevalence abstinence rates were 28.9% in the SB group and 17.1% in the RP group ( p = .21).

________

Relapse prevention as a fraction of the treatment does not
increase the abstinence rates (1b)

15846610

Stead, L F, LF

Group behaviour therapy
programmes for smoking cessation.

Ia

SR

very high

13 studies (n = Adults who wanted to quit
3846)
smoking.

CBT

at least 6 months

Group therapy is more effective than self-help programs (RR 1.98, CI 1.6-2.46) but not more effective than individual
therapy.

Department of Primary Health Care, Oxford University,
UK.; National Institute for Health Research (NIHR)
School for Primary Care Research, UK; NHS
Research and Development National Cancer
Programme, England, UK.

Group behavior therapy programs are effective and ought to
be recommended. The review of S. and L. includes 350
studies, whereof 13 compared a group therapy with a self-help
program. The group therapy program is more effective than a
self-help condition (RR = 1.98, CI 1.6 – 2.46). Group therapy
turns out to not be more effective than individual counseling.
There was limited evidence that the addition of group therapy
to advice from a health professional or nicotine replacement
produced extra benefit. No evidence exists for cognitive
behavior therapy or therapeutic elements of the conventional
behavior therapy to be more effective than shorter or same
length programs without these components. Group therapy is
more effective than self-help treatment or less intensive
interventions.

15674921

Hajek, P, P

Relapse prevention interventions for
smoking cessation.

Ia

SR

very high

40 studies (n > Adults who wanted to quit
10.000)
smoking.

Relaps prevention

at least 6 months

We detected no benefit of brief and ’skills-based’ relapse prevention interventions for women who had quit smoking due to
pregnancy, or for smokers undergoing a period of enforced abstinence. We also failed to detect significant effects in trials in
other smokers who had quit on their own or with a formal programme. Amongst trials recruiting smokers and evaluating the
effect of additional relapse prevention components we also found no evidence of benefit in any subgroup. We did not find
that providing training in skills thought to be needed for relapse avoidance reduced relapse, but most studies did not use
experimental designs best suited to the task, and had limited power to detect expected small differences between
interventions.

NHS Research & Development Programme UK;
University of Oxford, Department of Primary Health
Care UK

Included were 40 studies. No evidence exists for cognitive
behavioral interventions to have a relapse preventive effect,
once abstinence is already achieved. Relapse prevention
strategies are insufficiently effective.

21328266

Ebbert, Jon, J

Interventions for smokeless tobacco
use cessation.

Ia

SR

very high

14 studies (n > Adults who wanted to quit
10.000)
smoking.

Smokeless tobacco

up to 12 months

Data from one study suggest that varenicline increases ST abstinence rates (Odds Ratio [OR] 1.6, 95% Confidence Interval
(CI) 1.08 to 2.36) among Swedish snus users.Two trials of bupropion SR did not detect a benefit of treatment at six months
or longer (OR 0.86, 95% CI 0.47 to 1.57). Nicotine replacement therapy (patch, gum, and lozenge) was not observed to
increase tobacco abstinence rates (OR 1.14, 95% CI: 0.91 to 1.42).

_________

Regarding consumers of smokeless tobacco products
behavior therapy can be an effective aid for smoking
cessation. The data is yet heterogeneous among the 14
studies identified.

16954352

Ranney, Leah, L

Systematic review: smoking
cessation intervention strategies for
adults and adults in special
populations.

16393735

Roozen, Hendrik G, HG

16295704

Ia

Relaps prevention (n = 41).
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___

Bupropion or group consultations are rarely favored (13%), while the interest rate of acupuncture (33%), hypnosis (26%) or
autogenic training (13%) is much higher.

Chinese adults who wanted to quit Intervention group A1 (n = 479) received face-to-face
smoking.
counselling on smoking reduction and adherence to
NRT at baseline, 1 week and 4 weeks with 4 weeks of
free NRT.

Group A2 (n = 449) received
the same intervention, but
without the adherence
intervention. Control group B
(n = 226) received simple
cessation advice at baseline.

6 months

Health and Health Services Research Fund, Hong
Compared to control group B, the interven- tion groups (A1 + A2) had achieved higher 6-month tobacco abstinence (17.0%
versus 10.2%, P = 0.01) and reduc- tion rates (50.9% versus 25.7%, P < 0.001). There was no significant difference in the 4- Kong SAR (Project no. 01030611).
week NRT adherence rate at 3 months, but group A1 achieved a higher abstinence rate than group A2 at 6 months (20.9%
versus 12.9%; P = 0.001).

Adults who wanted to quit
smoking.

stage-based intervention

usual care, standard self-help at least 6 months
and stadard counseling

Stage-based versus standard self-help materials (two trials) gave a relative risk (RR) of 0.93 (95% CI 0.62 to 1.39). Stagebased versus standard counselling (two trials) gave a relative risk of 1.00 (95% CI 0.82 to 1.22). Six trials of stage-based
self-help systems versus any standard self-help support demonstrated a benefit for the staged groups, with an RR of 1.27
(95% CI 1.01 to 1.59). Twelve trials comparing stage-based self help with ’usual care’ or assessment-only gave an RR of
1.32 (95% CI 1.17 to 1.48). Thirteen trials of stage-based individual counselling versus any control condition gave an RR of
1.24 (95% CI 1.08 to 1.42).

Department of Primary Health Care, Oxford University, Thirteen trials of stage-based individual counselling versus
UK.
any control condition gave an RR of 1.24 (95% CI 1.08 to
1.42).

Self-help material

Three follow-up time
behavioral interventions vs.
pharmacotherapy vs. NRT for points: short term (1–3
months post
relaps prevention
randomization), medium
term (6–9 months) and
long term (12–18 months).

Self-help material are effective for prevention of smoking relapse in smokers that have been left unaided (OR 1.52, CI 1.15 –
2,01)Behavioral interventions for relapse prevention have only effects in the short-run (1a). Pharmacotherapies are effective
for smoking relapse prevention both in short-terms (Bupropion 1.49 (CI 1.1 – 2.01), NRT OP 1.56 (CI 1.16 – 2.11) and longterms as well (OR 1.33, CI 1.08 – 1.63).

Health Technology Assessment Programme

The review deals with smoking relapse prevention
interventions for abstinent smokers. Self-help material is
effective for prevention of smoking relapse in smokers that
have been left unaided (OR 1.52, CI 1.15 – 2,01). Behavioral
interventions for relapse prevention have only effects in the
short-run (1a). Pharmacotherapies are effective for smoking
relapse prevention both in short-terms (Bupropion 1.49 (CI 1.1
– 2.01), NRT OP 1.56 (CI 1.16 – 2.11) and long-terms as well
(OR 1.33, CI 1.08 – 1.63). Individual studies account for
Varenicline according to short and medium term relapse
prevention. So far no fair evidence exists for behavioral
interventions to prevent smoking relapse in long terms
additionally, once individuals remained abstinent already.

adults who wanted to quit smoking Reduction

abrupt cessation

abstinence from smoking at least six months

University of Birmingham (internal) University of
Vermont (internal) National Institute for Health
Research and the National Health Service of the UK
(external) UK Centre for Tobacco Control Studies
(external) Fletcher Allen Health Care (external)

Smokers in the intervention with additional counselling to
support autonomy were more likely to attain both tobacco
abstinence outcomes and these effects were partially
mediated by change in both autonomous selfregulation.

n = 287

Adults who wanted to quit
smoking.

Group therapy vs. individual therapy

12 months
intensive individual
intervention (III), an intensive
group intervention (IGI) and a
minimal intervention (MI)

No difference between individual or group interventions.

No difference between individual or group interventions.
Health Research Fund of Spain’s Ministry of Health
CAUTION: small study, randomized, 287 smokers. Partitioning
and Consumer Affairs (PI 03/1648). It has also
into 3 groups (individual, group and minimal intervention)
received the support of the Health Promotion and
Preventive Activities in Primary Health Care Research without sufficient effects.
Network (IAPP network), supported by the Ministry of
Health and Consumer Affairs (ISCIII-RETCI G03/170
y RD 06/0018).

medium

n = 199

Participants were older cigarette
smokers (≥50 years old).

Standard treatment

cognitive behavioral
treatment.

64 weeks

Analyses revealed that extended CBT increased abstinence self-efficacy over the first 52 weeks postcessation. This effect,
in turn, was positively associated with 7-day point prevalence abstinence at week 64 while controlling for treatment
condition, and eliminated the independent effect of treatment condition on abstinence. The test of mediation indicated a
significant effect, and abstinence self-efficacy accounted for 61% to 83% of the total effect of treatment condition on smoking
abstinence. Results failed to support a mediational role of negative affect, abstinence- specific social support, or motivation
to quit.

An extended CBT elevates the self-efficacy and exerts
NIDA grants F32 DA024482, R01 DA02538, K05
DA016752, and P50 DA09253, as well as the State of influence on the long-term abstinence from cigarettes. CBT
enhances the chance of abstinence.
California Tobacco-Related Disease Research
Program (TRDRP) grant 16FT-0049

medium

6 studies (n =
276)

Adults who wanted to quit
smoking.

CBT

information, motivation

at least 6 months

Two sources confirm the long-term efficacy of group-based smoking cessation approach [OR (odds ratio) = 1.3 and OR =
2.17] with meta-analy- ses. The majority of available reviews or national guidelines are based on the results of these two
researches. Two further reviews estimate the behaviour-based group therapy as effective. The efficacy estimation of single
behavioural inter- vention components (skill training, problem solv- ing, relapse prevention) varies from OR = 0.91 to OR =
1.5.

_________

Marques-Vidal, Pedro, P

High expectation in non-evidencebased smoking cessation
interventions among smokers--the
CoLaus study.

IIb

?

medium

n = 988

Smokers

21226883

Chan, Sophia S C, SS

A randomized controlled trial of a
smoking reduction plus nicotine
replacement therapy intervention for
smokers not willing to quit smoking.

Ib

RCT

high

n = 1154

21069681

Cahill, Kate, K

Stage-based interventions for
smoking cessation.

Ia

SR

very high

41 trials (n >
33.000)

20653619

Agboola, Shade, S

Ia
A systematic review of the
effectiveness of smoking relapse
prevention interventions for abstinent
smokers.

SR

very high

36 studies (n = Adults who wanted to quit
34.697)
smoking.

20238361

Lindson, Nicola, N

Reduction versus abrupt cessation in Ia
smokers who want to quit.

Review (RCT)

very high

10 studies
(3760
participants)

20178617

Ramos, Maria, M

Effectiveness of intensive group and
individual interventions for smoking
cessation in primary health care
settings: a randomized trial.

Ib

RCT

high

20096510

Hendricks, Peter S, PS

Mechanisms of change in extended
cognitive behavioral treatment for
tobacco dependence.

IIb

RCT

19492280

Rasch, A, A

[Efficacy and cost-effectiveness of
IIa
smoking cessation courses in the
statutory health insurance: a review].

SR

____

at least 6 months

The CoLaus study was supported by research grants
from GlaxoSmithKline and the Faculty of Biology and
Medicine of Lausanne, Switzerland and is currently
supported by the Swiss National Science Foundation
(grant no. 33CSCO-122661).

In the CoLaus study 988 smokers were assessed comparing
nicotine replacement, bupropion treatment, physician or group
consultations with acupuncture, hypnosis and autogenic
training. Bupropion or group consultations are rarely favored
(13%), while the interest rate of acupuncture (33%), hypnosis
(26%) or autogenic training (13%) is much higher. However,
there is no evidence in intervention trials that behavioral
therapy is not favored to a high grade.

Preference for different
interventions for smoking
cessation.

21334370

For smokers not willing to quit smoking behavioral therapy
interventions have benefits on the reduction rates compared to
simple cessation advice. Behavior therapeutic support
generates higher reduction rates than brief advice to quit in
smokers not willing to stop smoking.

Review of reviews: The cognitive-behavioral treatments are
considered to be effective, whereas for the Allan Carr-method
deficient proof of efficacy is available. Existing smoking
cessation programs in Germany are scarcely studied. The
data for courses is insufficient – however, approval of the
positive data for CBT – courses is existent.

40

Citation

First Author

Degree of
Evidence

Title (shortened)

Study type

Study
quality

N

Patient characteristics

Intervention

19109354

Mottillo, Salvatore, S

Behavioural interventions for smoking Ia
cessation: a meta-analysis of
randomized controlled trials.

SR

very high

50 studies (n = Adults who wanted to quit
26.927)
smoking.

Four behavioural interventions: minimal clinical
intervention (brief advice from a healthcare worker),
and intensive interventions, including individual, group,
and telephone counselling.

18941375

Lemmens, Valery, V

Effectiveness of smoking cessation
interventions among adults: a
systematic review of reviews.

Ia

SR

very high

23 studies (n > Current smokers at the start of the
200.000)
intervention of 18 years and older,
of any sex, race or socioeconomic
status.

The included reviews had studied the following interventions: NRT, bupropion, physician advice, individual
behavioural counselling, group behaviour therapy, telephone counselling, self-help interventions, nursing
interventions, community pharmacy interventions, exercise interventions, competitions and incentives,
partner support, aversive smoking, acupuncture and
related interventions, community interventions and
mass media campaigns.

18363250

Bala, Malgorzata M, MM

Efficacy of non-pharmacological
methods used for treating tobacco
dependence: meta-analysis.

IIa

SR

medium

20 studies

Adults who wanted to quit
smoking.

non-pharmacological methods used in smoking
cessation

18342162

Niaura, Raymond, R

Nonpharmacologic therapy for
smoking cessation: characteristics
and efficacy of current approaches.

IIa

SR

medium

n = 6.959

Adults who want to quit smoking.

Behavioral therapy

16954352

Ranney, Leah, L

Systematic review: smoking
cessation intervention strategies for
adults and adults in special
populations.

Ia

SR

very high

28 studies (n = Adults and Adults in Special
15.095)
Populations, who wanted to quit
smoking.

16215448

Hall, Sharon M, SM

Cost-effectiveness of bupropion,
nortriptyline, and psychological
intervention in smoking cessation.

Ib

RCT

high

n = 220

Adults who want to quit smoking.

Comparison

Length of follow-Up

6 to 12 months
Four behavioural
interventions: minimal clinical
intervention (brief advice from
a healthcare worker), and
intensive interventions,
including individual, group,
and telephone counselling.

Outcome and effect size
Minimal-intervention (OR 1.5, CI 0.84 – 2.78); individual counseling (OR 1.49, CI 1.08 – 2.02); group therapy (OR 1.76, CI
1.11 – 2.93), phone counseling (OR 1.58, CI 1.15 – 2.29)

Funding
This work was supported by the Canadian Institutes
of Health Research (CIHR grant number 81257).

Group therapy is effective (RR 2.17, CI 1.37 – 3.45); individual counseling (RR 1.56, CI 1.32 – 1.84).

Comments
50 studies were identified, which randomized 26.927 patients,
thereunder 9 RCTs with minimal clinical intervention, 23 RCTs
with individual counseling, 12 RCTs with group counseling,
and 10 RCTs with telephone counseling. The estimated mean
treatment effects were minimal clinical intervention OR 1.5
(0.84 – 2.78), individual counseling OR 1.49 (1.08 – 2.02),
group counseling OR 1.76 (1.11 – 2.93), and telephone
counseling OR 1.58 (1.15 – 2.29). Intensive behavioral
interventions result in substantial increases in smoking
abstinence compared with control. For minimal clinical
interventions the effect is questionable, the data unconfident.

Group therapy is effective, RR 2.17, CI 1.37 – 3.45, individual
counseling 1.56, CI 1.32 – 1.84. Review, date? CAUTION:
Only limited to adults.

Efficacy of different types of group psychotherapy in com- parison with the control group receiving self-help materials or
advice (OR 1.97, 95% CI 1.57–2.48) and in comparison with the control group not provided with any treatment (OR 2.19,
95% CI 1.42–3.37) was demonstrated in one systematic review.In 3 systematic reviews, the efficacy of different types of individual counseling provided by a physician (OR 2.04, 95% CI 1.71–2.43), a nurse (OR 1.43, 95% CI 1.24–1.64) or other
health care providers (OR 1.62, 95% CI 1.35–1.94) was assessed in comparison with the control group, which was not
provided with this kind of therapy.

State Committee for Scientific Research in the years
2004–2005 as a research project No 2 P05D 07126.

The state of affairs in Poland - Individual therpay and group
therapy are effective.

6 months follow-up
telephone counseling vs.
group counseling vs. self-help
intervention

Behavioral therapy individual counseling (OR 1.56, CI 1.32–1.84). In general, there is a positive relation between overall
number of contact minutes in counseling and odds of abstinence. Group counseling (OR 2.17, CI 1.37-3.45). The analysis
indicated that group therapy significantly improved the probability of smoking cessation during the follow-up period ( 6
months from the start of the group program) when compared with no intervention (OR 2.17, CI, 1.37- 3.45) or self-help
intervention (OR 2.04, CI, 1.60-2.60), but there was no evidence that group therapy was more effective than individual
counseling. Individuals who participated in group counseling were significantly more likely to quit for 4 weeks than were
those who underwent individual counseling (OR 1.38 CI, 1.09-1.76).

Pfizer Inc. Supported in part by PSO CA84799.

Behavioral therapy Individual counseling 1.56 (1.32–1.84)
(based on 21 trials with 6-mo follow-up)10 In general, there
is a positive relation between overall number of contact
minutes in counseling and odds of abstinence Group
counseling 2.17 (1.37–3.45) (based on 55 trials with 6-mo
follow-up)11 Group Counseling. Group counseling, like
individual interventions, may use 1 of many different models
(e.g., education, advice, or support to prevent relapse).11 The
effectiveness of these approaches for smoking cessation has
been evaluated in a meta-analysis that included results from
55 trials.11 The analysis indicated that group therapy
significantly improved the probability of smoking cessation
during the follow-up period ( 6 months from the start of the
group program) when compared with no intervention (OR,
2.17; 95% CI, 1.37 to 3.45) or self-help intervention (OR, 2.04;
95% CI, 1.60 to 2.60), but there was no evidence that group
therapy was more effective than individual counseling.11 The
results from this analysis differ somewhat from those in
another recent evaluation of different approaches to smoking ce

Self-helf

counseling vs. NRT vs.
parmacotherapy vs. CBT

at least 6 months

CBT ist effective.

Cognitive behavioral measures are effective; systematic
Agency for Healthcare Research and Quality to the
review; no concrete calculations of efficacy data.
RTI International-University of North Carolina Evidence-based Practice Center (contract 290-02-0016).

This was a 3 (bupropion versus nortriptyline versus
placebo) by 2 (medical management alone versus
medical management plus psychological intervention)
randomized trial.

This was a 3 (bupropion
versus nortriptyline versus
placebo) by 2 (medical
management alone versus
medical management plus
psychological intervention)
randomized trial.

12 months

The ratio of the ACER of psychological treatment to the ACER of the weighted average ACER of MM and MM plus
nortriptyline was 0.77 (0.93% CI: 0.30, 2.87). The ratio of the ACER of psycho- logical treatment to the equivalent
combination of medical management and bupropion treatment was 0.55 (0.95% CI: 0.21, 1.61). Again, the CI crosses 1.0;
therefore, the differences are not statistically significant.

_________

12 months

Psychological interventions are more cost-effective than
medication. The difference however is not significant. The data
is yet deficient.
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Funding

Comments

individual behavioural counseling

at least 6 months

The relative risk (RR) for smoking cessation at long-term follow up was 1.39, 95% confidence interval (CI) 1.24 to 1.57. In a
subgroup of four trials where all participants received nicotine replacement therapy the point estimate of effect for
counselling was smaller but just reached significance (RR 1.27; 95% CI 1.02 to 1.59). We failed to detect a greater effect of
intensive counselling compared to brief counselling (5 trials, RR 0.96, 95% CI 0.74 to 1.25).

Oxford University Department of Primary Health Care, 30 trials with 7000 participants were included. 22 studies
UK; National Institute for Health Research School for compared individual therapy with minimal/ basic intervention.
The personalized counseling was much more effective (RR =
Primary Care Research, UK, NHS Research and
1.39, CI 1.24 – 1.75). The difference stays significant at the
Development Programme, UK.
time when nicotine replacement is given as well. Brief advice
exhibits no significant difference to extensive counseling/
advice (RR 0.96, CI 0.74 – 1.25). Therapy requirements: a
minimum of 10 minutes for a session, one to one
appointments/ engagements.

40 studies (n > Adults who wanted to quit
10.000)
smoking.

Relaps prevention

at least 6 months

We detected no benefit of brief and ’skills-based’ relapse prevention interventions for women who had quit smoking due to
pregnancy, or for smokers undergoing a period of enforced abstinence. We also failed to detect significant effects in trials in
other smokers who had quit on their own or with a formal programme. Amongst trials recruiting smokers and evaluating the
effect of additional relapse prevention components we also found no evidence of benefit in any subgroup. We did not find
that providing training in skills thought to be needed for relapse avoidance reduced relapse, but most studies did not use
experimental designs best suited to the task, and had limited power to detect expected small differences between
interventions.

NHS Research & Development Programme UK;
University of Oxford, Department of Primary Health
Care UK

Included were 40 studies. No evidence exists for cognitive
behavioral interventions to have a relapse preventive effect,
once abstinence is already achieved. Relapse prevention
strategies are insufficiently effective.

14 studies (n > Adults who wanted to quit
10.000)
smoking.

Smokeless tobacco

up to 12 months

Data from one study suggest that varenicline increases ST abstinence rates (Odds Ratio [OR] 1.6, 95% Confidence Interval
(CI) 1.08 to 2.36) among Swedish snus users.Two trials of bupropion SR did not detect a benefit of treatment at six months
or longer (OR 0.86, 95% CI 0.47 to 1.57). Nicotine replacement therapy (patch, gum, and lozenge) was not observed to
increase tobacco abstinence rates (OR 1.14, 95% CI: 0.91 to 1.42).

_________

Regarding consumers of smokeless tobacco products
behavior therapy can be an effective aid for smoking
cessation. The data is yet heterogeneous among the 14
studies identified.

15846616

Lancaster, T, T

Individual behavioural counselling for Ia
smoking cessation.

SR

very high

30 trials (n >
7000)

15674921

Hajek, P, P

Relapse prevention interventions for
smoking cessation.

Ia

SR

very high

21328266

Ebbert, Jon, J

Interventions for smokeless tobacco
use cessation.

Ia

SR

very high

Adults who wanted to quit
smoking.
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20927723

Barnes, Jo, J

Hypnotherapy for smoking cessation. Ia

19469746

Zernig, Gerald, G

A randomized trial of short
psychotherapy versus sustainedrelease bupropion for smoking
cessation.

Ib

Study type
meta analysis

RCT

Study
quality
very high

N

Patient characteristics

11 studies,
number of
subjects
differed among
studies (20286) in total
1120 subjects

subjects who did not report at
follow-up were included as
smokers into the analysis, mean
age between 30 and 40, subjects
smoked 20-40 cigarettes a day,
more women than men

all kinds of hypnotherapy (differed among studies: 30
Min to 8 sessions)

Intervention

Comparison

779 subjects

inclusion criteria: at least 15
cigarettes a day over the last 3
months

control group received
PDM (psychodynamic model) (n=413): included
bupropion (n=366)
psychoeducation and training of autosuggestive
techniques aimed at enhancing self-management,
decidedness, assertiveness, security and competence
in relationships, natural functions of organs and
awareness of bodily functions

no intervention, short
intervention, counseling or
psychological counseling

Length of follow-Up

Outcome and effect size

Funding

Comments

at least 6 months

most comparisons between hypnosis and other interventions did not reach significance: 1. Hypnotherapy versus no
treatment control (RR 19.00; 95% CI 1.18 to 305.88, analysis 1.1.1):difference between groups 2. Hypnotherapy versus brief
attention or advice on smoking cessation (RR 1.56; 95% CI=1.04 to 2.35, I² = 49%):difference 3. Hypnotherapy versus
psychological treatments (RR 1.24, 95% CI 0.81 to 1.89, I² =0%): no difference 4. Hypnotherapy versus rapid/focused
smoking (RR 1.00, 95% CI 0.43 to 2.33): no difference 5. Hypnotherapy versus drug (RR 1.02, 95% CI 0.31 to 3.33): no
difference 6. Hypnotherapy versus placebo drug (RR 0.83, 95% CI 0.27 to 2.58): no difference 7. Hypnotherapy + other
treatment versus other treatment alone: 3 of 4 studies showed benefit of Hypnotherapy, studies could not be pooled

Wellcome Trust, UK; NHS Research and
Development National Cancer Programme, England,
UK.

all included studies were RCTs, definition of abstinence
differed among studies (point prevelance or continuous
abstinence), subjects' self-reports were checked either
biochemically or by reports made by thirds

12 months

39.1% (PDM) 12.3% in CG (significant difference) Realtive Benefit: 3.16 (2.38-4.26), further analysis (all drop outs excluded:
12 months continuous abstinence: 39.9% (PDM) vs. 22.5% CG [p < 0.001; RB 1.78 (1.35–2.34)].

Governmental Styrian Regional Health Care System
(Steiermarkische Gebietskrankenkasse); Austrian
Science Fund

abstinence: continuous abstinence;
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Length of follow-Up

124 subjects in patients that replaced cigarettes
with other products containing
control group
nicotine counted as smokers
(CG), 133 in
Hypnotherapy
(HT) at
beginning, 121
(CG) and 125
(HT) at followup

Hypnotherapy and nicotine patch

behavioral counseling and
nicotine patch

6 and 12 months

Meta-anal

differed among studies
24 studies,
number of
subjects
differes among
studies

Hypnotherapy

differed among studies

IIb

RCT

20 subjects

intensive hypnotherapy (8 sessions)

A meta-analysis of gender, smoking
cessation, and hypnosis:a brief
communication.

IIa

meta analysis

differed among studies
12 studies,
among studies
number of
subjects
differed (
between 21 to
2600 subjects)

hypnotherapy

Wynd, Christine A, CA

Guided health imagery for smoking
cessation and long-term abstinence.

Ib

RCT

71 subjects

18 years or older, smoked at least Both study groups received educational and
5 cigarettes a day
counseling sessions (n=38); intervention: additional
instruction in the use of guided imagery and was
encouraged to practice this imagery at least once per
day with a 20-minute audio- taped exercise

19469746

Zernig, Gerald, G

A randomized trial of short
psychotherapy versus sustainedrelease bupropion for smoking
cessation.

Ib

22502956

Tahiri M,

Alternative smoking cessation aids: a Ia
meta-analysis of randomized
controlled trials.

meta analysis

4 studies
concerning
hypnotherapy

differed among studies; mean
number of cigarettes varied from
16 to 32

18569754

Carmody, Timothy P, TP

Hypnosis for smoking cessation: a
randomized trial.

Ib

RCT

18246857

Green, Joseph P, JP

Gender-related differences in
hypnosis-based treatments for
smoking: a follow-up meta-analysis.

IIa

16766441

Elkins, Gary, G

Intensive hypnotherapy for smoking
cessation: a prospective study.

16581692

Green, Joseph P, JP

16235865

high

60% women, average age of mid
forties

hypnotherapy, acupuncture or aversice smoking

Outcome and effect size
6 month abstinence rates: 26% (Hypno) vs. 18% (CG), 12 month abstinence rate: 20% (Hypno) vs. 14% (CG)

Funding

Comments

California Tobacco-Related Diseases Research
Program

7-day point prevelance counted as abstinence, biochemical
validation, for subjects, who were not biocehmically tested a
close third person reported on the subject's smoking behavior

1 to 36 months depending small, but significant effect in favor of men treated with hypnotherapy (30.6% abstinence rate vs. 23.4% abstinence rate for
on the study
women treated with hypnotherapy)

information not available

the measure for abstinence differed among the included
studies; reviewed evaluation of an meta analysis from 2006
concerning gender differences among studies investigating
hypnotherapy for smoking cessation

waiting list control

6 months

Hypnotherapy group: 40% rate of abstinence

not available

point prevalence as rate of abstinence, biochemical validation

differed among studies

1 - 36 months, differing
among studies

men's chance to quit smoking is 1.35 times higher than women's chance to quit

not available

gender difference in smoking cessation with hypnosis; results
are consistent with literature

Both study groups received
educational and counseling
sessions (n=33); no further
intervention

24 months

smoking abstinence rates were significantly higher for the guided health imagery intervention group (26% abstinence rate
versus 12% abstinence rate for the placebo-control group)

not available

Smoking rates were monitored through use of self-report data
and were validated by corroborating reports from friends and
family members

differed among studies

at least 6 months

hypnotherapy increased the rate of abstinence by the factor 4.26

a Canadian Institute of Health Research Team Grant
in Cardiovascular Outcomes Research

blind and random assignment of subjects were inclusion
criteria, definition of rate of abstinence (point or continuous
prevalence) differed among studies; most studies no
biochemical validation
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Citation
17115870

First Author
Juliano, Laura M, LM

Title (shortened)
A preliminary investigation of rapid
smoking as a lapse-responsive
treatment for tobacco dependence.

Degree of
Evidence
IIb

Study type
randomized
controlled
intervention
study

Study
quality
small N

N
A total of 67
participants
(39% men,
61% women)
began
treatment

Patient characteristics

Intervention

Comparison

All participants were between 18
and 65 years of age, smoked at
least 15 cigarettes per day for the
past year, and reported having
motivation to quit smoking.

The rapid smoking procedure consisted of smoking up
to 18 cigarettes (six trials consisting of up to three
cigarettes per trial), [...] participants were instructed to
puff on the cigarette every 6 s.

Once an early smoking lapse
was identified, participants
were randomly assigned to
receive either 3 sessions of
rapid smoking plus counseling
or no intervention (usual
care).

Length of follow-Up
In-person follow-up visits
were scheduled to take
place 1, 2, 4, 8, 12, and
26 weeks after the target
quit day with additional
telephone contacts at 6
and 10 weeks.

Outcome and effect size
The rapid smoking intervention had no impact on biochemically confirmed point-prevalence abstinence rates posttreatment
(Wald statistic =.120, p = .733, OR= 1.416, 95% CI=0.203, 9.874). abstinence rates were low for both groups, even at 4
weeks (13% and 21%), and only a single early lapsing participant remained abstinent at 26 weeks

Funding

Comments
Contrary to our hypothesis, rapid smoking was not successful
in reducing the poor smoking cessation prognosis for early
lapsers
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Citation
22502956

First Author
Tahiri M,

Degree of
Evidence

Title (shortened)
Alternative smoking cessation aids: a Ia
meta-analysis of randomized
controlled trials.

Study type
metanalysis of
RCT

Study
quality
small N

N

Patient characteristics

4 randomized smokers, adults
controlled trials
investigated
aversive
smoking (99
patients).

Intervention

Comparison

Aversive smoking is a procedure defined as inhaling a
puff of cigarette every 6 seconds for 3 minutes, or until
the patient consumes 3 cigarettes, or until the patient
is unable to smoke. After a short resting period, this
procedure is repeated 2 to 3 times per session to
deter the patient from smoking

The control groups for
randomized controlled trials
investigating aversive
smoking included smoking at
a regular pace during a
session or being placed on a
wait list.

Length of follow-Up

Outcome and effect size

Funding

Aversive smoking (OR, 4.26, 95% CI, 1.26-14.38) substantially increased smoking abstinence compared with control
reported long-term
smoking cessation at 6 or
12 months;

Comments
Aversive smoking also may help smokers quit; however, there
are no recent trials investigating this in
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Audrain-McGovern, Janet, The efficacy of motivational
J
interviewing versus brief advice for
adolescent smoking behavior
change.

Ib

RCT efficacystudy

355

unselected

Motivational Interviewing (MI)

structured brief advice (SBA)

21653904

Hall, Sharon M, SM

Using extended cognitive behavioral
treatment and medication to treat
dependent smokers.

IIb

RCT

406

unselected

(1)no further treatment (2) active bupropion
SR(3)Placebo (4)active bupropion SR+CBT
(5)placebo+CBT

Buproprion, NRT, Counseling 12, 24, 52, 64, 104 weeks 7-day point prevalence

21114344

Hettema, Jennifer E, JE

Motivational interviewing for smoking IIa
cessation: a meta-analytic review.

meta-analytic
review

31

Motivational Interviewing (MI)

BAD brief advice, LIT
literature, brochures, or
pamphlets, RX
pharmacotherapy, etc.

21069681

Cahill, Kate, K

Stage-based interventions for
smoking cessation.

Ia

41

stage-based intervention

self-help materials, standard
counselling, etc.

21040645

Coleman, T, T

Relapse prevention in UK Stop
Smoking Services: current practice,
systematic reviews of effectiveness
and cost-effectiveness analysis.

IIb

systematic
reviews

144 papers

self-help-booklets, individual counseling, self-help
intervention, etc.

20798023

Bize, Raphaël, R

Participation in a population-based
physical activity programme as an
aid for smoking cessation: a
randomised trial.

Ib

RCT

481

unselected

20238361

Lindson, Nicola, N

Reduction versus abrupt cessation in Ia
smokers who want to quit.

Review (RCT)

10 studies
(3760
participants)

adults who wanted to quit smoking Reduction

NRT+physical activity (60min per week)

12+24week

Outcome and effect size

21690120

Funding

7-day point-prevalence smoking abstinence

Comments
The effects of MI on adolescent smoking behavior change are
modest, and MI may best fit within a multicomponent smoking
cessation treatment approach in which behavior change skills
can support and promote smoking behavior change decisions

Participants completed a 12-week smoking cessation
treatment including group counseling, nicotine-replacement
therapy, and bupropion SR. 5 conditions: (1) no further
treatment, (2) active bupropion SR for 40 weeks, (3) placebo
for 40 weeks, (4) active bupropion SR and 11 sessions of CBT
for 40weeks (A-CBT), or (5) placebo and 11 sessions of CBT
for 40 weeks. Results. A-CBT was not superior to the other 3
extended treatments. Brief contact with providers can increase
abstinence during treatment. CBT may increase long-term
abstinence after extended treatment is terminated

biochemically verified continuous abstinence, biochemically verified point prevalence abstinence d=.17

The current investigation demonstrates that MI generally
outperforms or does as well as comparison conditions for the
treatment of tobacco dependence among nonpregnant
samples.

12, 13, 18 and 24 month

self-reported abstinence,point prevalence abstinence, salivary cotinine, expired carbon monoxide, etc.

Thirty-one trials of stage-based self help or counselling
interventions versus any control condition demonstrated levels
of effectiveness which were comparable with their nonstagebased counterparts.

minimum of 6 months’
follow-up

abstinence from smoking, ascertained preferably as continuous abstinence, with point prevalence abstinence

Based on the totality of evidence, RPIs are expected to be
effective and cost-effective if incorporated into routine
treatment within the NHS SSS.

NRT+health education

10, 26 and 52 weeks

CO-verified smoking abstinence rates, selfreported abstinence ,smoking cessation at the 1-year follow-up and 7-day point
prevalence abstinence

abrupt cessation

at least six months follow- abstinence from smoking at least six months
up

Swiss National Science Foundation

Continuous smoking abstinence rates were high and similar in
the physical activity group and the control group at the end of
the intervention

University of Birmingham (internal) University of
Vermont (internal) National Institute for Health
Research and the National Health Service of the UK
(external) UK Centre for Tobacco Control Studies
(external) Fletcher Allen Health Care (external)

Reducing cigarettes smoked before quit day and quitting
abruptly, with no prior reduction, produced comparable quit
rates, therefore patients can be given the choice to quit in
either of these ways. Reduction interventions can be carried
out using self-help materials or aided by behavioural support,
and can be carried out with the aid of pre-quit NRT.
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20176444

McDonald, David, D

Pilot study of inducing smoking
cessation attempts by activating a
sense of looming vulnerability.

IIb

72

unselected

20099951

Lamb, R J, RJ

Shaping smoking cessation in hardto-treat smokers.

Ib

146

hard-to-treat (HTT) individuals and Contingency management
easier-to-treat

20096510

Hendricks, Peter S, PS

Mechanisms of change in extended
cognitive behavioral treatment for
tobacco dependence.

IIb

402

≥50 years old

(1) Standard Treatment, (2) extended NRT, (3)
extended CBT, (4)E-CBT+E-NRT

19817561

Girard, Benoit, B

Crushing virtual cigarettes reduces
tobacco addiction and treatment
discontinuation.

Ib

91

unselected

crushing virtual cigarettes

19549058

Spring, Bonnie, B

Ib
Behavioral intervention to promote
smoking cessation and prevent
weight gain: a systematic review and
meta-analysis.

RCT

10 studies

unselected

smoking treatment and behavioral weight control

19474181

Field, Matt, M

Attentional bias modification in
tobacco smokers.

Ib

19390842

Yoon, Jin H, JH

Changes in the relative reinforcing
effects of cigarette smoking as a
function of initial abstinence.

IIb

19339135

Gariti, Peter, P

Comparing smoking treatment
programs for lighter smokers with
and without a history of heavier
smoking.

IIb

19290690

Gwaltney, Chad J, CJ

Self-efficacy and smoking cessation: IIa
a meta-analysis.

Meta-Analysis

54 studies

adults seeking smoking cessation
treatment

19192864

Dallery, Jesse, J

A deposit contract method to deliver
abstinence reinforcement for
cigarette smoking.

18855829

Killen, Joel D, JD

18686184

IIb

pilot RCT

average

guided looming imagery

Length of follow-Up

Outcome and effect size

Funding

Nicotine dependence, State anxiety, Outcome expectancies, Contemplation of quitting, Motivation to quit smoking, Selfefficacy, Subjective response to imagery

shaping improved outcomes
in HTT smokers

this study was not
designed to detect
differences in abstinence
rates at posttreatment
follow-up.

breath CO levels

52week, 64week

biochemically verified 7-day point prevalence abstinence

NIDA, State of California Tobacco-Related Disease
Research Program,

The results of the present study are consistent with theories of
relapse and studies of more time-limited interventions, and
underscore the importance of abstinence self-efficacy in
achieving long-term abstinence from cigarettes

grasping virtual balls.

6M

nicotine dependence, abstinence rate (exhaled carbon monoxide test)

G.R.A.P. Clinic

Results revealed that crushing virtual cigarettes led to a
statistically significant reduction in nicotine addiction ,
abstinence rate, and drop-out rate.

smoking treatment alone

12, 52weeks

Smoking measures (continuous abstinence, 7-day PPf abstinence) Weight measures

NIH

Findings provide no evidence that combining smoking
treatment and behavioral weight control produces any harm
and significant evidence of short-term benefit for both
abstinence and weight control.

Complete abstinence (either point prevalence or continuous)

the National Institute on Drug Abuse

As hypothesized, the average ES indicated that individuals
who abstain from smoking report significantly higher SE at
baseline than those individuals who resume or continue
smoking. The magnitude of the relationship was much smaller
and more unstable than expected.

small N

8

no-deposit group

Extended cognitive behavior therapy Ib
for cigarette smoking cessation.

RCT

high?

304

18–65 years of age; smoking 10
cigarettes per day or 3.5 packs a
week

Tønnesen, Philip, P

Ib
Smoking cessation with smokeless
tobacco and group therapy: an open,
randomized, controlled trial.

RCT

263

smokeless tobacco plus group support (8 group visits: group support only
25–70 years,mean age=49
on target quit day, after 1, 2, 3, 4, 7, and 12 weeks,
years,mean of 24
and at the 6-month follow-up)
cigarettes/day,mean of 31 packyears;had smoked for more than 5
years

18342162

Niaura, Raymond, R

Nonpharmacologic therapy for
smoking cessation: characteristics
and efficacy of current approaches.

narrative? review

approx. 15
approaches

nonpharmacologic approaches
(clinical,public health and new
approaches,combination of
nonpharmacological and
pharmacological

17563023

Hyman, David J, DJ

Simultaneous vs sequential
counseling for multiple behavior
change.

Extended treatment (12
Open-label (8 weeks): all participants received
weeks): telephone-based
bupropion SR, nicotine patch, CBT. Extended
treatment (12 weeks): CBT + voicemail monitoring and general support
telephone counseling

James J. Gray Psychotherapy Training Clinic
Research Fund at American University

Comments

1month

pilot RCT

IIa

deposit contract

Comparison
guided imagery that did not
concern smoking or its
dangers

Those in the looming condition reported significantly higher
state anxiety and highly accessible negative outcome
expectancies for smoking immediately after the induction, and
a significantly lower smoking rate in the month after the
experiment.

Shaping can increase CM’s effectiveness for HTT smokers.

smoking reductions and abstinence (breath carbon monoxide)

A deposit contract method may represent a cost-effective
model to deliver abstinence reinforcement for cigarette
smoking.

20 and 52 weeks

Seven-day point prevalence abstinence, expired-air carbon monoxide

National Institute on Drug Abuse

CBT mit booster überlegen?; superiority of CBT to 20 weeks,
cognitive and behavioral strategies for maintaining nonsmoking during an extended treatment phase may help
smokers to maintain abstinence in the longer term; minimum
duration of therapy is unknown

6 months

Point-prevalence abstinence rates at 7 weeks; continuous abstinence rates

supported by Danish National Research Foundation

short-term efficacy of smokeless tobacco in combination with
group support for smoking cessation but no long-term efficacy

estimates of their efficacy in controlled clinical trials (where possible)

Pfizer Inc.

modest efficacy in increasing quit rates;clinical literature
strongly endorses combining nonpharmacologic interventions
with pharmacotherapy to optimize support for smokers who
are trying to quit
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67

standard treatment incorporating a brief alcohol
mean age 39.4 years,have
smoked cigarettes regularly for at intervention (ST-BI,n=32); both conditions: four
individual counseling sessions over 3 weeks
least 1 year,currently smoke at
least 10 cigarettes/day,heavy
social drinkers but not alcohol
dependent (guidelines from the
National Institute on Alcohol
Abuse and Alcoholism)

196

aged 18–24 years, young adult
cigarette smokers who were
interested in stopping cigarette
smoking, at least 10
cigarettes/day during the past 6
months

67

3 sessions of rapid smoking plus counseling
aged 18-65 years,mean age
39.5;smoked at least 15
cigarettes per day for the past
year;reported having motivation to
quit smoking; enrolled in smoking
treatment program involving brief
counseling and a 9-week course
of bupropion;beginning on the quit
day, participants’ smoking
behavior was tracked daily for 14
days

Comparison

Funding

Comments

7-day point prevalence abstinence at 2 and 8 weeks (predictors:1. IAT negative social associations 2. Social Environmental
Goads 3. Social Facilitation Smoking 4. Tobacco dependence (FTND) 5. Cigarettes smoked per day 6. Negative
Reinforcement Smoking 7. Positive Reinforcement Smoking )

supported by National Institute on Drug Abuse

wichtig!!!; greater relative strength of implicit, negative, social
associations with smoking at baseline predicted higher odds of
smoking abstinence; those with more smoking in their social
environment showed weaker negative social associations with
smoking

brief office intervention
(n=99); control writing
assignment

24 and 52 weeks

7-day point prevalence abstinence at weeks 8,16,24,52; (expired-air carbon monoxide level, psychological stress (LES),
PANAS, treatment compliance and acceptability)

The James and Esther King Biomedical Research
Program

nicht Psychotherapie; week 8: abstinence for the expressive
writing condition was significantly greater,week 24 and 52:
abstinence rates were similar; low level of enthusiasm for the
expressive writing may be a barrier to implementing it over a
longer time frame

no intervention (usual care)

7-day point prevalence abstinence, % of abstainers, % of lapsers (additionally:FTND score,BDI score,abstinence
1, 2, 4, 8, 12, and 26
weeks after the target quit confidence,craving,withdrawal symptoms/negative mood, disire to quit,previous quit attempts)
day with additional
telephone contacts at 6
and 10 weeks

supported by National Institute on Drug Abuse

rapid smoking did not improve abstinence outcomes relative to
usual care (produced a variety of aversive effects, including
increased nausea, dizziness and vomiting as well as sharply
decreased cravings to smoke)

National Institutes of Health

MI-consistent style was positively associated with alliance and
engagement, confrontation was negatively related to alliance;
significant covariates include treatment condition(eta²=.08),
session sequence(eta²=.10), and session date(eta²=.80);
small to moderate effect sizes were found for affirming, asking
open-ended questions, confronting, reflecting, and
summarizing

Implicit associations between
smoking and social consequences
among smokers in cessation
treatment.

RCT

17365749

Ames, Steven C, SC

Expressive writing as a smoking
cessation treatment adjunct for
young adult smokers.

RCT?

17115870

Juliano, Laura M, LM

A preliminary investigation of rapid
smoking as a lapse-responsive
treatment for tobacco dependence.

IIb

pilot RCT

17084786

Boardman, Thuy, T

Using motivational interviewing with
smokers: do therapist behaviors
relate to engagement and
therapeutic alliance?

IIb

43
Prozessforschun good (MItrained
g,
psychotherapy counselors)
process–outcom
e research;
qualitative?

participants: at least 18 years,
smoked at least 10 cigarettes/day,
were not required to quit smoking
to enroll in the trial (outcome
assessments included 7-day
abstinence and fruit and vegetable
consumption)

method: 46 audiotaped counseling sessions were
drawn from a group-randomized comparisoncontrolled
smoking cessation trial for public housing residents,
10 separate raters coded therapist behaviors and
client behaviors,therapist behaviors were coded using
the Motivational Interviewing Skill Code

16448302

Williams, Geoffrey C, GC

Testing a self-determination theory
intervention for motivating tobacco
cessation: supporting autonomy and
competence in a clinical trial.

Ib

16298722

Marcus, Bess H, BH

The efficacy of moderate-intensity
exercise as an aid for smoking
cessation in women: a randomized
controlled trial.

Ib

16295704

Slovinec D\'Angelo,
Monika E, ME

Ib
Is stress management training a
useful addition to physician advice
and nicotine replacement therapy
during smoking cessation in women?
Results of a randomized trial.

RCT

332

female smokers,21-72 years
(mean age 40.2),at least 10
cigarettes/day,willing to quit

usual care (UC): physician
usual care (UC) + eight-session group stress
advice and nicotine
mamagement (SM) training programm (coping skills
development relevant to smoking-specific and generic replacement therapy
stressors)

16262545

Boardman, Thuy, T

Self-efficacy and motivation to quit
during participation in a smoking
cessation program.

Ib

RCT

high?

600

African american smokers,at least
18 years of age, smoked at least
10 cigarettes/day, and interested
in quitting within the next 30 days

bupropion hydrochloride slow-release (Zyban, GlaxoWellcome) 150 mg; all participants received 7 weeks
of medication, a smoking cessation guide, and eight
brief motivational counseling sessions

16235865

Wynd, Christine A, CA

Guided health imagery for smoking
cessation and long-term abstinence.

Ib

RCT

low

71

age 18 or older,at least 5
cigarettes/day for min. 1 year

16139962

Schröter, Martina, M

Randomized controlled trial of
relapse prevention and a standard
behavioral intervention with adult
smokers.

Ib

RCT

very high

79

15955017

Kaper, J, J

Reimbursement for smoking
cessation treatment may double the
abstinence rate: results of a
randomized trial.

Ib

RCT

very high

15925449

Copeland, Amy L, AL

Smoking cessation for weightconcerned women: group vs.
individually tailored, dietary, and
weight-control follow-up sessions.

IIb

RCT

good

good

Outcome and effect size

8 weeks

Kahler, Christopher W,
CW

expressive writing plus brief office intervention
(n=97,wrote for 2 consecutive days before and 3
consecutive days after the quit date); both conditions:
four individual visits plus 6 weeks of nicotine patch
therapy

Length of follow-Up

standard smoking cessation
treatment (ST,n=35)

17448442

client engagement,working alliance; (predictors: MI spirit global rating,MI spirit index score,MICO counselor behaviors,MIIN
counselor behaviors,MICO response summary score,MIIN response summary score)

2 and 12 months

point-prevalence abstinence 2 and 12 months after study intake, change in perceived stress during the intervention period

placebo

6 months

Smoking status(7-day smoking abstinence), self-efficacy to quit smoking and motivation to quit smoking; (expired carbon
monoxide assessments to verify self-reported abstinence)

National Cancer Institute; Glaxo-Wellcome, Inc.
provided study medication

educational and counseling sessions + guided health
imagery

educational and counseling
sessions

24 months

smoking rates/abstinence (self-report+reports from friends and family)

University of Akron Faculty Research Grants program Guided imagery was an effective intervention for long-term
smoking cessation and abstinence in adult smokers, but
further research is needed

between 18–65 years old, had a
smoking duration of at least 2
years, and smoked at least 10
cigarettes daily

CBT + relapse prevention (n=38)

CBT (n=41)

12 months

point-prevalence abstinence and continuous abstinence (postintervention,1 month,12 months)

University Clinic for Psychiatry and Psychotherapy

relapse prevention was not found to be more efficacious/no
significant group differences; motivation was a significant
predictor of short- and long-term abstinence

1266

aged over 18 years

No reimbursement was
opportunity to apply for reimbursement for smoking
cessation treatment (SCT), bupropion and behavioural offered (n = 634)
counselling (n = 632)

6 months

7-day point prevalence abstinence rate, CO

STIVORO

nicht Psychotherapie, aber WICHTIG; reimbursement for SCT
seems efficacious in increasing the use of SCT and may
double the number of successful quitters

79

individually tailored follow-up intervention plus dietary
weight-concerned female
and weight-control intervention (n=40)
smokers, smoked at least 10
cigarettes/day for at least 1
year,body mass index (BMI) > 18,
carbon monoxide (CO) level of
≥10 ppm

3 and 6 months

abstinence rates,CO level and nicotine patch use

National Institutes on Health and Bristol-Myers Squibb abstinence rates were significantly higher among the
Better Health for Women Program
individually tailored follow-up participants than group follow-up
condition; postcessation weight gain was significantly
associated with subsequent smoking relapse in the group
follow-up condition only

group follow-up intervention
plus dietary and weightcontrol intervention (n=36)

addition of SM neither increased abstinence rates nor reduced
perceived stress over and above UC in women; poor
attendance at SM intervention undermined ist effectiveness;
SM resulted in higher short-term but not long-term quit rates;
stress score: UC(d=0.11), SM(d=0.17)

Self-efficacy ist mit höherer Abstinenz assoziiert; smokers who
failed to quit were significantly less likely to report high selfefficacy and motivation than quitters; longitudinal analyses
revealed a general trend for motivation and self-efficacy to
decline over time; unsuccessful participation in a smoking
cessation program does not meaningfully reduce smokers’ selfefficacy and motivation to quit
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Funding

mean age 36.9 years, smoked an Web-based tailored behavioral smoking cessation
materials
average of 23.5 cigarettes/day
,average of 20.1 years

web-based non-tailored
materials

6 and 12 weeks

continuous abstinence rates (by internet-based survey)

systematic
review of RCTs

25 studies; >
11,000
participants

Users of tobacco products placed pharmacological (i.e. nicotine replacement therapy
(NRT), bupropion, varenicline) treatment
in the mouth, including moist
snuff, chewing tobacco, Swedish
snus, and Indian ST products

behavioural intervention

minimum: 6 months

PP abstinence, repeated PP abstinence, prolonged abstinence, continuous abstinence; odds ratio

IIb

RCT

785

active-duty military personnel
using smokeless tobacco
products, recruted during annual
dental examination

minimal-contact behavioral treatment (ST cessation
manual, videotape cessation guideline and 3
telephone counselling sessions)

3M + 6M
usual care as part of dental
examination:
recommendations to quit
using ST and referral to extant
local tobacco cessation
programs

repeated point prevalence (7-day) abstinence at 3 and 6 months plus prolonged abstinence (from smokeless tobacco) over
a 6-month period

Military personnel (with and without intention to quit) who
Congressionally Directed Medical Research
Program’s Peer Review Medical Research Program to received a telephone-based behavioral intervention were more
likely to quit all tobacco use in general and ST. Older
HHS ( DAMD17-02-2-0 )
participants were more likely to quit with a more intensive
intervention. The study did not assess prolonged abstinence
from all tobacco use (only from ST).

IIb

RCT

1006

smokers (>100 cigarettes in a
lifetime, >5 cigarettes a day in the
last week), at least 18 years old,
no prior psychothic illnesses, life
expectancy >18 months

cessation pamphets and information on local
treatment programms + meetings with counselors over
6 months (to support autonomy and perceived
competence)

Community care participants: 24 M
cessation pamphlets,
information on local treatment
programs

24-month prolonged abstinence from tobacco, 7-day point prevalence tobacco abstinence at 24 months postintervention

National Cancer Institute, the National Institute of
Mental Health

Strecher, Victor J, VJ

Randomized controlled trial of a web- Ib
based computer-tailored smoking
cessation program as a supplement
to nicotine patch therapy.

RCT

21328266

Ebbert, Jon, J

Interventions for smokeless tobacco
use cessation.

Ia

19395686

Severson, Herbert H, HH

Smokeless tobacco cessation in
military personnel: a randomized
controlled trial.

19373517

Williams, Geoffrey C, GC

The importance of supporting
autonomy and perceived
competence in facilitating long-term
tobacco abstinence.

high?

mittel

supported by GlaxoSmithKline

Comments

3971

15847626

A web-based program that collects relevant information from
users and tailors the intervention to their specific needs had
significant advantages over a web-based non-tailored
cessation program

Evidence for the effectiveness of bupropion SR and nicotine
replacement therapy (NRT) is inconclusive, though varenicline
appears to be effective for increasing tobacco abstinence
rates. Behavioural interventions can increase abstinence
rates. Telephone counselling, and oral examination and
feedback about ST induced mucosal changes, may be useful
components of an intervention.

Smokers in the intervention with additional counselling to
support autonomy were more likely to attain both tobacco
abstinence outcomes and these effects were partially
mediated by change in both autonomous selfregulation.

Evidenztabelle für die Empfehlung 5.3.3.7
Study
quality

Patient characteristics

Intervention

21653904

Hall, Sharon M, SM

Using extended cognitive behavioral
treatment and medication to treat
dependent smokers.

IIb

RCT

high

301

Participants who smoked at least
10 cigarettes per day and who
smoked within 30 minutes of
arising. smoked within 30 minutes
of arising

Eleven individual extended CBT sessions were
provided during weeks12 through 52. Spacing was
more frequent earlier in the extended treatment period
(2 weeks apart during weeks 12---20; 4 weeks apart
during weeks 20---52). Sessions were 20 to 40
minutes long.

(1) no further treatment, (2)
active bupropion SR for 40
weeks, (3) placebo for 40
weeks, (4) active bupropion
SR and 11 sessions of CBT
for 40weeks (A-CBT), or (5)
placebo and 11 sessions of
CBT for 40 weeks.

Data were collected at
baseline and weeks 12,
24, 52, 64, and 104.

A-CBT was not superior to the other 3 extended treatments. From weeks 12 through 104, all extended treatment conditions
were superior to standard treatment. .For the GEE model of point prevalence abstinence for weeks 64 and 104, significant
effects were found for CBT versus no CBT (OR=1.54; 95% CI=1.05, 2.26; P=.029)

National Institute on Drug Abuse

Brief contact with providers can increase abstinence during
treatment. CBT may increase long-term abstinence after
extended treatment is terminated.

18855829

Killen, Joel D, JD

Extended cognitive behavior therapy Ib
for cigarette smoking cessation.

RCT

high

304

18–65 years of age; smoking
>/=10 cigarettes per day or 3.5
packs a week

Those participants randomized to extended CBT
continued to work with treatment staff individually on
the development and use of cognitive and behavioral
cessation and relapse prevention skills.

Those participants
randomized to general
support participated in 5minute telephone calls in
weeks 8, 12, 16 and 20.

20 and 52 weeks

22% of those receiving extended CBT and 18% of those receiving support via the telephone were continuously abstinent
through the 52-week follow-up.

National Institute on Drug Abuse

The superiority of CBT to 20 weeks suggests that continued
emphasis on the development of cognitive and behavioral
strategies for maintaining non-smoking during an extended
treatment phase may help smokers to maintain abstinence in
the longer term. At present, the minimum duration of therapy
is unknown.

18342162

Niaura, Raymond, R

Nonpharmacologic therapy for
smoking cessation: characteristics
and efficacy of current approaches.

The US Department of Health and Human Services (DHHS) Guideline Panel on treatment of tobacco use and dependence
determined that there is a strong, positive relation between the intensity of counseling (i.e., total minutes of contact) and
successful abstinence.

Pfizer Inc.

Nonpharmacologic interventions have been used effectively
and extensively to support patients who are attempting to quit
smoking.

15846616

Lancaster, T, T

Individual behavioural counselling for Ia
smoking cessation.

metaanalysis

15846610

Stead, L F, LF

Group behaviour therapy
programmes for smoking cessation.

metaanalysis of high
53 RCT

Literatur-stelle

Erster Autor

Titel (gekürzt)

Evidenz-grad

IIa

Ia

Study type

N

Review

Comparison

Length of follow-Up

Approaches such as these may involve both individual
and group counseling.

high

Outcome and effect size

Funding

Comments

30 trials with
over 7000
participants

Any smokers, except pregnant
women

We defined individual counselling as a face-to-face
encounter between a smoking patient and a
counsellor trained in assisting smoking cessation. This
review specifically excludes studies of counselling
delivered by doctors and nurses as part of clinical
care,

Twenty-two trials compared
individual counselling to a
minimal behavioural
intervention

at least 6 months

The relative risk (RR) for smoking cessation at long-term follow up was 1.39, 95%confidence interval (CI) 1.24 to 1.57. In a
subgroup of four trials where all participants received nicotine replacement therapy the point estimate of effect for
counselling was smaller but just reached significance (RR 1.27; 95% CI 1.02 to 1.59).We failed to detect a greater effect of
intensive counselling compared to brief counselling (5 trials, RR 0.96, 95% CI 0.74 to 1.25).

Cochrane

There is consistent evidence that individual counselling
increases the likelihood of cessation compared to less
intensive support.

A total of 53
studies are
included in the
review

Smokers of either gender
irrespective of their initial level of
nicotine dependency, recruited
from any setting, with the
exception of trials recruiting
pregnant women in antenatal care
settings

We considered studies in which smokers met for
scheduled meetings and received some form of
behavioural intervention, such as information, advice
and encouragement or cognitive behavioural therapy
(CBT) delivered over at least two sessions.

Thirty-four compared a group at least 6 months
programme with a non-groupbased cessation intervention,
or a no-intervention control.
The other 19 studies did not
have a no-group control and
contribute only to
comparisons between
different group-based
programmes.

group compared to self-help: RR of 1.98 (95% CI 1.60 to 2.46); group compared to individual therapy: RR=1.01 [0.77, 1.32]

Cochrane

There is reasonable evidence that groups are better than self
help, and other less intensive interventions, in helping people
stop smoking, although they may be no better than advice
from a healthcare provider. There is not enough evidence to
determine how effective they are in comparison to intensive
individual counselling.
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4. Evidenztabellen zu Kapitel 5.4 Arzneimittel zur Entzugsbehandlung

Evidenztabelle für die Empfehlungen zur Nikotinersatztherapie (5.4.3.1 und 5.4.3.1.1 - 5.4.3.1.6)
Citation

First Author

Degree of
Evidence

Title (shortened)

Study type

Study
quality

N

Patient characteristics

Intervention

Comparison

Length of follow-Up

Outcome and effect size

Funding

Comments

metaanalysis of high
2 RCTs

Effectiveness
trial, N = 1,346
Efficacy trial, N
= 1,504 + 1,504

Participants were adult smokers smoking
>9 cigarettes/day over the prior 6 months
and reporting being motivated to quit
smoking.

bupropion, nicotine lozenge, nicotine patch, bupropion + lozenge, and
patch + lozenge

8 weeks

smokers tended to benefit from combination pharmacotherapy except those low in nicotine dependence
(longer latency to smoke in the morning as per item 1 of the Fagerström Test of Nicotine Dependence) who
also lived with a spouse or partner who smoked. Eight-week abstinence rates obtained were: bupropion =
27.7%; lozenge = 28%; patch = 28.4%; patch + lozenge = 44.8%; and bupropion + lozenge = 45.5%. At 8week post-TQD, combination pharmacotherapies differed significantly from the monotherapies (p’s < .05).

University of Wisconsin, Madison; National Institutes no seperate analysis of effect size of bupropion
treatment
of Health (NIH)/National Institute of Drug Abuse
(#P50 DA019706); the General Clinical Research
Centers Program of the National Center for Research
Resources, NIH (#M01 RR03186); the Clinical and
Translational Science Award pro- gram of the
National Center for Research Resource, NIH
(1UL1RR025011 to M.E.P.); National Cancer
Institute (K08DA021311 to J.W.C. and
1K05CA139871 to T.B.B.); the U.S. Army Research
Office (W911NF-09-1-0205 to W.-Y.L). Medication
was provided to patients at no cost under a research agreement with GlaxoSmithKline; Clinical Trial
Reg- istration: Efficacy Trial (NCT00332644);
Effectiveness Trial (NCT00296647).

meta-analysis

medium

n = 2,800 (8
studies)

All of the studies recruited participants
attempt- ing to quit smoking. On average
participants were evenly split between
males and females, mean age 42 years,
average cigarettes per day (cpd) ranged
between 19 to 30 across studies with a
median of 25 cpd, and a median
Fagerstrom Test for Nicotine Dependence
of 6.

All studies included at least one group randomised to receive nicotine
replacement therapy before quitting smoking; three included another
group who received a preloading placebo pre-quit (Rose et al. 2006;
Rose et al. 2009; Schuurmans et al. 2004), and five studies were
unblinded (Bullen et al. 2010; Etter et al. 2009; Hughes et al. 2010;
Rose et al. 1994; Rose et al. 1998). Preloading was given for 2 weeks in
five studies (Bullen et al. 2010; Rose et al. 1994; Rose et al. 2006;
Rose et al. 2009; Schuurmans et al. 2004), 4 weeks in two studies
(Etter et al. 2009; Rose et al. 1998), and 3–5 weeks in the remaining
study (Hughes et al. 2010). Four studies provided participants with 21
mg/24 h patches pre-quit (Rose et al. 1994; Rose et al. 1998; Rose et
al. 2006; Rose et al. 2009), one with 15 mg/16 h patches (Schuurmans
et al. 2004), and Bullen et al. (2010) gave participants a choice of
nicotine patch only, patch and gum, or gum only where the dose
depended on the advisor's assessment. Another study provided
participants with 4 mg gum pre- quit (Etter et al. 2009), and the final study

The follow-up point for
short term abstinence
varied across studies
from 4 to 12 weeks, with
a median of 7 weeks.

There was a very weak positive effect of preloading on short-term abstinence (RR = 1.05, 0.92, 1.19),
however the effect was not significant (p = 0.49) (Fig. 1). There was marked heterogeneity with an I2 of
69%, p = 0.002. Based on this large amount of heterogeneity we re-ran the analysis using a random-effects
model; however the results were similar (See Online Resource 2). The effect on long-term abstinence gave
a slightly larger RR of 1.16 (0.97, 1.38) (Fig. 2), and there was less heterogeneity with an I2 of 36%, p =
0.14. However, again the effect was non-significant.

NL's Ph.D. is funded by the Economic and Social
Research Council, through the UK Centre for
Tobacco Control Studies. The UKCTCS gratefully
acknowledge funding from British Heart Foundation,
Cancer Research UK, Economic and Social
Research Council, Medical Research Council, and
the Department of Health, under the auspices of the
UK Clinical Research Collaboration. PA is partfunded by the UKCTCS and the National Institute of
Health Research.

Up to 12 months.

IIb

SR

medium

n > 10,000 (36 abstinent smokers
studies)

‘Self-help’ behavioural interventions delivered to abstainers who had achieved abstinence unaided were
effective for preventing relapse to smoking at long-term follow-up [odds ratio (OR) 1.52, 95% confidence
interval (CI) 1.15 to 2.01]. The following pharmacotherapies were also effective as RPIs after their
successful use as cessation treatments: bupropion at long-term follow-up (pooled OR 1.49, 95% CI 1.10 to
2.01); nicotine replacement therapy (NRT) at medium- (pooled OR 1.56, 95% CI 1.16 to 2.11) and longterm follow-ups (pooled OR 1.33, 95% CI 1.08 to 1.63) and one trial of varenicline also indicated
effectiveness.

TC and AMcN are members of the UK Centre for
Tobacco Control Studies, a UKCRC Public Health
Research Centre of Excellence, with core funding
from the British Heart Foundation, Cancer Research
UK Economic and Social Research Council, Medical
Research Council and the Department of Health
under the auspices of the UK Clinical Research
Collaboration.

eher Ia evidenz

Ia

SR

very high

n > 30,000 (36 abstinent smokers who had completed an
studies)
initial course of treatment or who had
abstained unassisted

Thirty-six studies randomizing abstainers were included. Self-help materials appeared to be effective in
preventing relapse at long-term follow up in initially unaided quitters (pooled OR 1.52; 95% CI 1.15 to 2.01,
I2 = 0%, NNT = 11, 3 studies). Other behavioural interventions for relapse prevention appeared effective in
the short term only. There were positive results for the use of pharmacotherapies for relapse prevention.
Bupropion was effective at long-term follow-up (pooled OR 1.49; 95% CI 1.10 to 2.01; I2 = 0%; NNT = 11; 4
studies). Nicotine replacement therapy (NRT) was effective at medium-term (pooled OR 1.56; 95% CI 1.16
to 2.11; I2 = 37%; NNT = 14; 4 trials) and long-term follow-ups (pooled OR 1.33; 95% CI 1.08 to 1.63; I2 =
0%; NNT = 20; 4 trials).

All authors are members of the UK Centre for
Tobacco Control Studies, a UKCRC Public Health
Research Centre of Excellence. Funding from the
Health Technology Assessment Programme is
gratefully acknowledged.

Zielvariable: Rückfallgeschehen: NRT erweisen
sich neben Bupropion und Varenicline als
wirksame Hilfen zur Abstinenzstabiliiserung

Ib

22180577

Loh, Wei-Yin, WY

Should all smokers use combination
smoking cessation
pharmacotherapy? Using novel
analytic methods to detect
differential treatment effects over 8
weeks of pharmacotherapy.

21060996

Lindson, Nicola, N

IIb
An updated meta-analysis of
nicotine preloading for smoking
cessation: investigating mediators of
the effect.

21040645

Coleman, T, T

Relapse prevention in UK Stop
Smoking Services: current practice,
systematic reviews of effectiveness
and cost-effectiveness analysis.

20653619

Agboola, Shade, S

A systematic review of the
effectiveness of smoking relapse
prevention interventions for
abstinent smokers.

1. Behavioural interventions in pregnant and postpartum women. 2.
Behavioural interventions in other population groups (including aided,
unaided and enforced abstinent smokers). Pharmacotherapy
interventions: 3. Bupropion. 4. NRT. 5. Varenicline. 6. Rimonabant.
Studies randomising smokers 7. Behavioural programmes with
interventions and control groups matched for contact time and duration.
8. Behavioural programmes with interventions of different intensity. 9.
Relapse prevention adjuncts to cessation programmes. 10.
Pharmacotherapy interventions – bupropion.

To (1) update current
estimates of effectiveness on
interventions for preventing
relapse to smoking; (2)
examine studies that provide
findings that are
generalisable to NHS SSS,
and which test interventions
that might be acceptable to
introduce within the NHS;
and (3) determine the costeffectiveness of those
relapse preventions
interventions (RPIs) that
could potentially be delivered
by the NHS SSS.

Individual counselling vs.
individual and telephone
counselling

Abstinence from smoking
was defined as either
continuous abstinence or
point prevalence
abstinence, measured at
three follow-up time
points: short term (1–3
months post
randomization), medium
term (6–9 months) and
long term (12–18 months).
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Funding

Comments

This study was funded by a programme grant from
Cancer Research UK (trial registration ISRCTN
05689186). United Pharmaceuticals supplied the
nicotine patches for the study free to be given without
charge to the participants.

stammt eigentlich aus AG2 - NRT ist wirksam und
MI kann die EInnahme verbessern. Wurde in AG
4 nicht bewertet.

17483139

Aveyard, Paul, P

Weekly versus basic smoking
cessation support in primary care: a
randomised controlled trial.

Ib

RCT

high

n = 925

smokers of >10 cigarettes per day

Weekly versus basic
smoking cessation support

The outcome was
assessed by intention to
treat analyses of the
percentage confirmed
sustained abstinence at
4, 12, 26 and 52 weeks
after quit day.

Of the 469 and 456 participants in the basic and weekly arms, the numbers (%) who quit and the
percentage difference were 105 (22.4%) vs 102 (22.4%), 0.1% (95% CI 25.3% to 5.5%) at 4 weeks, 66
(14.1%) vs 52 (11.4%), 22.6% (95% CI 26.9% to 1.7%) at 12 weeks, 50 (10.7%) vs 40 (8.8%), 21.9% (95%
CI 25.7% to 2.0%) at 26 weeks and 36 (7.7%) vs 30 (6.6%), 21.1% (95% CI 24.4% to 2.3%) at 52 weeks.

22244706

Schnoll, Robert A, RA

Extended duration therapy with
transdermal nicotine may attenuate
weight gain following smoking
cessation.

IIb

RCT

medium

n = 139

clinical trial participants who were
confirmed to be abstinent at weeks 8 and
24

extended (24 weeks) vs.
standard (8 weeks plus 16
weeks of placebo)
transdermal nicotine patch
therapy

Smoking behavior and
patch adherence were
assessed at weeks 0, 1,
4, 8, 12, 16, 20, and 24.

This research was supported by National Institutes of
Compared to participants who received 8 weeks of nicotine patch therapy, participants who received 24
weeks of treatment showed significantly less weight gain from pre-treatment to week 24 (β = −4.76, 95% CI: Health grants P50 CA143187 and U01 DA020830.
−7.68 to −1.84, p=.002) and significantly less weight gain from week 8 to week 24 ( β=−2.31, 95% CI: −4.39
to −0.23, p=.03). Extended treatment increased patch adherence which, in turn, reduced weight gain; patch
adherence accounted for 20% of the effect of treatment arm on weight gain.

22236931

Heydari, G, G

Quitting smoking with varenicline:
parallel, randomised efficacy trial in
Iran.

IIb

RCT

medium

n = 272

Participants were smokers willing to quit
who were visiting a smoking cessation
clinic for the first time

all three groups received brief counselling on cessation, Group 2
received nicotine patches and Group 3 was pre- scribed varenicline for
8 weeks.

1 month and 12 months

Attheend of the first month, 128 of the 272 subjects (47.1%) suc- ceeded in quitting: 17 (18.7%) in Group 1,
60 (65.2%) in Group 2 and 51 (57.3%) in Group 3 (P = 0.000). At follow-up after 12 months, 58 subjects
(21.3%) re- mained smoke-free, of whom 6 (6.6%) were in Group 1, 23 (25%) in Group 2 and 29 (32.6%) in
Group 3 (P = 0.000).

Funding was provided by the Masih Daneshvari
Hospital Research Insti- tute, Tehran.

22180577

Loh, Wei-Yin, WY

Should all smokers use combination
smoking cessation
pharmacotherapy? Using novel
analytic methods to detect
differential treatment effects over 8
weeks of pharmacotherapy.

IIa

metaanalysis of medium
2 RCTs

Effectiveness
trial, N = 1,346
Efficacy trial, N
= 1,504 + 1,504

Participants were adult smokers smoking
>9 cigarettes/day over the prior 6 months
and reporting being motivated to quit
smoking.

bupropion, nicotine lozenge, nicotine patch, bupropion + lozenge, and
patch + lozenge

combination
pharmacotherapy versus
monotherapy

8 weeks

smokers tended to benefit from combination pharmacotherapy except those low in nicotine dependence
(longer latency to smoke in the morning as per item 1 of the Fagerström Test of Nicotine Dependence) who
also lived with a spouse or partner who smoked. Eight-week abstinence rates obtained were: bupropion =
27.7%; lozenge = 28%; patch = 28.4%; patch + lozenge = 44.8%; and bupropion + lozenge = 45.5%. At 8week post-TQD, combination pharmacotherapies differed significantly from the monotherapies (p’s < .05).

University of Wisconsin, Madison; National Institutes no seperate analysis of effect size of bupropion
treatment
of Health (NIH)/National Institute of Drug Abuse
(#P50 DA019706); the General Clinical Research
Centers Program of the National Center for Research
Resources, NIH (#M01 RR03186); the Clinical and
Translational Science Award pro- gram of the
National Center for Research Resource, NIH
(1UL1RR025011 to M.E.P.); National Cancer
Institute (K08DA021311 to J.W.C. and
1K05CA139871 to T.B.B.); the U.S. Army Research
Office (W911NF-09-1-0205 to W.-Y.L). Medication
was provided to patients at no cost under a research agreement with GlaxoSmithKline; Clinical Trial
Reg- istration: Efficacy Trial (NCT00332644);
Effectiveness Trial (NCT00296647).

21709164

Brose, Leonie S, LS

What makes for an effective stopsmoking service?

IIa

RCT

medium

126 890

126 890 treatment episodes in 24stopsmoking services (SSSs)

Treatment characteristics
examined were setting (eg,
primary care, specialist
clinics, pharmacy), type of
support (eg, group, one-toone) and medication (eg,
varenicline, single nicotine
replacement therapy (NRT),
combination of two or more
forms of NRT).

Long-term quit rates can
be estimated reliably from
CO-validated 4-week quit
rates and comparative
quit rates are stable over
short- and long-term
follow-ups,6 therefore
there is a reasonable
level of confidence that
any associations
observed would translate
into long-term differences.

Single NRT was associated with higher success rates than no medication (OR 1.75, 95% CI 1.39 to 2.22);
combination NRT and varenicline were more successful than single NRT (OR 1.42, 95% CI 1.06 to 1.91
and OR 1.78, 95% CI 1.57 to 2.02, respectively); group support was linked to higher success rates than
one-to-one support (OR 1.43, 95% CI 1.16 to 1.76); primary care settings were less successful than
specialist clinics (OR 0.80, 95% CI 0.66 to 0.99).

The study was funded by Cancer Research UK (grant effect of nrt in hge trial with poor quality due to
number CR-UK C1417/A7972) and the Department of setting
Health (DOH T336/BSS/M award number 49945).

21561501

Javitz, Harold S, HS

The dynamics of the urge-to-smoke
following smoking cessation via
pharmacotherapy.

metaanylyse
ver 2 RCT

medium

Treatment-seeking smokers
Treatmentseeking
smokers in a
clinical trial of
transdermal
nicotine (n =
275) versus
nicotine spray
(n = 239) and
of bupropion (n
= 223) versus
placebo (n =
198)

Urge-to-smoke trajectory parameters (average level, slope, curvature and volatility) varied substantially
among individuals, had modest intercorrelations and predicted continuous and point prevalence abstinence
at EOT and at 6 months. Higher trajectory level, slope and volatility were all significantly (P 0.001)
associated with a reduced likelihood of abstinence at EOT (odds ratios 0.44–0.75) and at 6-month follow-up
(odds ratios from 0.63 to 0.78), controlling for demographic, medication and smoking use variables.

GlaxoSmithKline provided study medication for the
bupropion clinical trial, but had no role in the study
design, interpretation or funding.

to receive 8 weeks of transdermal nicotine therapy or nicotine spray
plus seven sessions of standardized behavioral group counseling The
second study was a double-blind trial of treatment-seeking smokers who
were assigned randomly to receive 10 weeks of either active or placebo
bupropion plus seven sessions of behavioral counseling

6 months
transdermal nicotine (n =
275) versus nicotine spray (n
= 239) and of bupropion (n =
223) versus placebo (n = 198)

weight gain and sc

varenivline study!

BRT vs. bupropion, mediators and side effects of
sc
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smokers who were not ready to make a
quit attempt

Intervention

21420791

Asfar, Taghrid, T

Do smoking reduction interventions
promote cessation in smokers not
ready to quit?

Ia

SR

very high

n = 4500

21328266

Ebbert, Jon, J

Interventions for smokeless tobacco
use cessation.

Ia

metaaynalysis

very high

14 studies (n > Adults who wanted to quit smoking.
10.000)

Smokeless tobacco

21258027

Kim, Yeol, Y

Effectiveness of pharmacologic
therapy for smoking cessation in
adolescent smokers: Meta-analysis
of randomized controlled trials.

IIa

meta-analysis

medium

n = 816

smokers age 20 years or younger

pharmacologic therapy for smok- ing cessation

21226883

Chan, Sophia S C, SS

A randomized controlled trial of a
smoking reduction plus nicotine
replacement therapy intervention for
smokers not willing to quit smoking.

Ib

RCT

high

n = 1154

Chinese adults who wanted to quit
smoking.

Intervention group A1 (n = 479) received face-to-face counselling on
smoking reduction and adherence to NRT at baseline, 1 week and 4
weeks with 4 weeks of free NRT.

21205043

Stapleton, John A, JA

Treating heavy smokers in primary
care with the nicotine nasal spray:
randomized placebo-controlled trial.

IIb

RCT

medium

n = 761

heavy smokers

Of six established nicotine replacement therapy (NRT) formulations,
only the gum and patch have been tested without specialist clinic
support in placebo-controlled trials.

Comparison

smoking-reduction interventions (pharmacological, behavioral, or both
combined).Ten trials were included; six tested pharmacologic
interventions, one evaluated a behavioral intervention, and three
evaluated combined interventions.

placebo

Group A2 (n = 449) received
the same intervention, but
without the adherence
intervention. Control group B
(n = 226) received simple
cessation advice at baseline.

Length of follow-Up

Outcome and effect size

Funding

Comments

The primary outcome was
the 7-day pointprevalence smoking
abstinence at longest
follow-up (≥6months), up
to 24 months.

Pharmacologic (2732 participants; OR 2.33, 95% CI 1.43 to 3.79) and combined (638 participants; OR
2.14, 95% CI: 1.28 to 3.60) smoking-reduction interventions significantly increased long-term abstinence
from smoking. Insufficient evidence was available on the efficacy of behavioral smoking-reduction
interventions (320 participants; OR 1.49, 95% CI 0.56 to 3.93).

This work was supported by the National Cancer
Institute (CA127964) and by the National, Heart,
Lung, and Blood Institute (HL053478) at the National
Institutes of Health.

NRT kann in Verbindung mit der
Verhaltenstherapie die Wahrscheinlichkeit auf
einen langfristigen Abstinenzerfolg auch bei
Rauchern, die nicht aufhörmotiviert sind, erhöhen
(Asfar et al. 2011) Our results suggest that NRT
and combined smoking-reduction interventions
increase long-term cessation among smokers
who are not ready to quit smoking. Insufficient
evidence is available regarding the efficacy of
behavioral smoking-reduction interventions in promoting future abstinence among this group
Wichtiges Review - allerdings nur schwer einer
Kategorie zuzuordnen, da e shier zwar um die
Aussage geht, NRT sein hilfeeichm aber
ansonsten gefragt wurde, ob ein reduzierter
Konsum zur Abstinenz führen kann Haben wir
dies in einer Empfehlung abgebildet???

6 months

Data from one study suggest that varenicline increases ST abstinence rates (Odds Ratio [OR] 1.6, 95%
Confidence Interval (CI) 1.08 to 2.36) among Swedish snus users.Two trials of bupropion SR did not detect
a benefit of treatment at six months or longer (OR 0.86, 95% CI 0.47 to 1.57). Nicotine replacement therapy
(patch, gum, and lozenge) was not observed to increase tobacco abstinence rates (OR 1.14, 95% CI: 0.91
to 1.42).

>>>>>>>>>>>>>>>>>>>>>>ENGLISH<<<<<<<<<<<
<<Regarding consumers of smokeless tobacco
products behavior therapy can be an effective aid for
smoking cessation. The data is yet heterogeneous
among the 14 studies identified.
>>>>>>>>>>>>>>>>
DEUTSCH<<<<<<<<<<<<<<<<<< Bei Konsumenten
von rauchlosen Tabakprodukten könnte die
Verhaltenstherapie eine wirksame Unterstützung
darstellen. Die Datenlage ist noch heterogen unter
den 14 gefundenen Studien.

Nicotine replacement therapy (patch, gum, and
lozenge) was not observed to increase tobacco
abstinence rates (OR 1.14, 95% CI: 0.91 to 1.42).
There was statistical heterogeneity among the 14
trials of behavioural interventions; seven of them
reported statistically and clinically significant
benefits, four suggested benefit but with wide CIs,
whilst two had similar intervention and control quit
rates and relatively narrow CIs. Heterogeneity
was not explained by the design (individual or
cluster randomization), whether participants were
selected for interest in quitting, or specific
intervention components. Most trials included
either telephone counselling, an oral examination
and feedback about any ST induced mucosal
changes, or both. In a post-hoc subgroup
analysis there was some evidence that
behavioural interventions which include telephone
counselling might increase abstinence rates more
than interventions with less contact. In one trial
an interactive website increased abstinence more
than a static website. AUTHORS\\\'
CONCLUSIONS: Varenicline and behavioural interv

mid-term follow- up times
of <26 weeks

No significant increase in abstinence rates was detected with phar- macologic therapy (relative risk [RR],
1.38; 95% confidence interval [CI], 0.92–2.07; I2 = 0.0%) in a fixed-effects meta-analysis. Similarly, no
significant increase in abstinence rates was found in subgroup meta-analyses of studies with both shortterm (≤12 weeks) (RR, 1.23; 95% CI, 0.92–1.65) and mid-term (26 weeks) follow-up periods (RR, 1.60;
95% CI, 0.90–2.82).

6 months

Compared to control group B, the interven- tion groups (A1 + A2) had achieved higher 6-month tobacco
abstinence (17.0% versus 10.2%, P = 0.01) and reduc- tion rates (50.9% versus 25.7%, P < 0.001). There
was no significant difference in the 4-week NRT adherence rate at 3 months, but group A1 achieved a
higher abstinence rate than group A2 at 6 months (20.9% versus 12.9%; P = 0.001).

12 weeks of treatment
with NNS (506) or
placebo (255)

NNS compared with placebo more than doubled the number who successfully stopped smoking [15.4%
versus 6.7%, odds ratio (OR) = 2.6, 95% confidence interval (CI) = 1.5–4.4]. Many participants reported
minor irritant adverse symp- toms. NNS was particularly effective among those who were more highly
dependent on nicotine (OR = 6.17, 95% CI = 2.13–17.9). Of those who failed to stop during the first week
(417, 54.8%), only one (0.2%) achieved later success.

metaanalysis, young smokers

Health and Health Services Research Fund, Hong
Kong SAR (Project no. 01030611).

>>>>>>>>>>>>>>>>ENGLISH<<<<<<<<<<<<<<
<<<< For smokers not willing to quit smoking
behavioral therapy interventions have benefits on
the reduction rates compared to simple cessation
advice. Behavior therapeutic support generates
higher reduction rates than brief advice to quit in
smokers not willing to stop smoking.
>>>>>>>>>>>>>>
DEUTSCH<<<<<<<<<<<<<<<<<<< Bei nicht
aufhörwilligen Rauchern bringt eine
verhaltenstherapeutische Intervention zur
Rauchreduktion einen Vorteil gegenüber einer
einfachen Aufhörempfehlung. Eine VTUnterstützung bringt zur Rauchrreduktion bie
nicht aufhörwilligen Rauchern mehr als eine
Aufforderung zum Rauchverzicht

nasal spray in smoking cessation.
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Continuous abstinence rate at week 9-12 was higher in the varenicline group than the placebo group (59%
(125) v 39% (85); relative risk 1.60, 95% confidence interval 1.32 to 1.87, P<0.001; risk difference 20%;
number needed to treat 5). The advantage of varenicline over placebo persisted through 14 weeks of followup (continuous abstinence rate at week 9-26 was 45% (95) v 34% (73); relative risk 1.42, 1.08 to 1.79,
P=0.012; risk difference 11%; number needed to treat 9). The most common adverse events in the
varenicline group compared with the placebo group were nausea (35% (74) v 6% (14)), fatigue (10% (22) v
7% (15)), headache (10%(22) v 9% (20)), and sleep disorder (10% (22) v 7% (15)). Few adverse events led
to discontinuation of treatment (9% (19) and 4% (9), respectively), and serious adverse events occurred in
two (1%) and three (1%) participants, respectively.

This work was supported by Pfizer. KF, HG, and ST
did not receive any financial support with respect to
the writing or development of this manuscript. Role of
the study sponsor: Pfizer, the study sponsor, was
involved in study design; in the collection, analysis,
and interpretation of data; in the writing of the report;
and in the decision to submit the article for
publication.

varenicline study!

TQD was day 8. Two patterns of successful quitting
were identified. Immediate quitters (IQs) were
continuously abstinent for weeks 2–12. Delayed
quitters (DQs) smoked during 1 or more weeks for
weeks 2–8. Findings Cumulative continuous
abstinence (IQs + DQs) increased for all treatments
during weeks 3–8. Overall IQs and DQs for
varenicline were (24%; 20%) versus bupropion
(18.0%, P = 0.007; 11.6%, P < 0.001) or placebo
(10.2%, P < 0.001; 7.5%, P < 0.001). However, DQs
as a proportion of successful quitters was similar for
all treatments (varenicline 45%; bupropion 39%;
placebo 42%) and accounted for approximately onethird of those remaining continuously abstinent for
weeks 9–52. No gender differences were observed
by quit pattern. Post-treatment relapse was similar
across groups.

supported by Pfizer Inc.,which provided funding
for the trials, study drug and placebo and
monitoring.

All authors are members of the UK Centre for
Tobacco Control Studies, a UKCRC Public Health
Research Centre of Excellence. Funding from the
Health Technology Assessment Programme is
gratefully acknowledged.

Use of NRT, bupropion and varenicline appears to
be effective in preventing relapse following an
initial period of abstinence or an acute treatment
episode.

n = 103

Individuals needed to report being 20
years of age, a current smoker [5
cigarettes per day (CPD)] and in good
overall health.

Participants were instructed to use nine to 15 pieces of gum/day for the
first 2 months of treatment.

Ib
Stopping smokeless tobacco with
varenicline: randomised double blind
placebo controlled trial.

randomised
double blind
placebo
controlled trial

high

n = 431
participants
(213
varenicline;
218 placebo)

Men and women aged ≥18 who used
smokeless tobacco at least eight times a
day, with no abstinence period over three
months within one year before screening,
who wanted to quit all tobacco use.

Varenicline 1 mg twice daily (titrated during the first week) or placebo for
12 weeks.

Gonzales, David, D

IIb
Immediate versus delayed quitting
and rates of relapse among smokers
treated successfully with varenicline,
bupropion SR or placebo.

meta-analysis

medium

n = 2052

Adult smokers

20653619

Agboola, Shade, S

A systematic review of the
effectiveness of smoking relapse
prevention interventions for
abstinent smokers.

metaanalysis

very high

36 RCTs

Six studies delivered interventions during
pregnancy only. Four studies delivered
smoking relapse prevention interventions
postpartum Four trials initiated smoking
relapse prevention interventions during
pregnancy and continued postpartum.

The included reviews had studied the following inter- ventions: NRT,
bupropion, physician advice, individual behavioural counselling, group
behaviour therapy, tele- phone counselling, self-help interventions,
nursing interventions, community pharmacy interventions, ex- ercise
interventions, competitions and incentives, partner support, aversive
smoking, acupuncture and related interventions, community
interventions and mass media campaigns.

three follow-up time
points: short term (1-3
months post
randomization), medium
term (6-9 months) and
long term (12-18 months).

Self-help materials appeared to be effective in preventing relapse at long-term follow up in initially unaided
quitters (pooled OR 1.52; 95% CI 1.15 to 2.01, I2 = 0%, NNT = 11, 3 studies). Other behavioural
interventions for relapse prevention appeared effective in the short term only. There were positive results for
the use of pharmacotherapies for relapse prevention. Bupropion was effective at long-term follow-up (pooled
OR 1.49; 95% CI 1.10 to 2.01; I2 = 0%; NNT = 11; 4 studies). Nicotine replacement therapy (NRT) was
effective at medium-term (pooled OR 1.56; 95% CI 1.16 to 2.11; I2 = 37%; NNT = 14; 4 trials) and long-term
follow-ups (pooled OR 1.33; 95% CI 1.08 to 1.63; I2 = 0%; NNT = 20; 4 trials).

20602163

McNeil, John J, JJ

Smoking cessation-recent advances. IIIa

SR

low

240 studies

adlut smoker, male and female

bupropion, varenicline, NRT, placebo

Abstinence at ≥24 weeks
or ≥6 months

Clinical trials have shown bupropion to be an effective anti-smoking agent whose efficacy is at least the
Not declared
equal of NRT. Quit rates improved by 8% from a weighted average of 9% (range 0% to 22%) for the control
group to 17%(range 4% to 43%) with bupropion (Table 1) [15]. Across 36 trials with at least 6 months followup the bupropion group was 1.7 times more likely to have quit than the placebo treated group (risk ratio
[RR] 1.69 (95% CI 1.53 to 1.85) [15]. Bupropion has also been used in combination with nicotine patches
though a significant benefit has not yet been confirmed [15]. A systematic review of extended treatment for
smoking cessation included 5 studies with bupropion though these failed to detect a significant effect (risk
ratio 1.17; 95% CI 0.99–1.39) [16]. Side effects of bupropion include insomnia (30–42%), headache (26%),
and dry mouth (10.7%), convulsions and suicidal ideation. Insomnia may be addressed by taking the
evening dose more than 4 h before bedtime. The drug is contraindicated in patients with a history of
seizures or suicide ideation, a history of head trauma, heavy alcohol use or anorexia. There were 75 cases of s

Effect of compliance with nicotine
gum dosing on weight gained during
a quit attempt.

21134997

Fagerström, Karl, K

20819082

IIb

Ia

14 weeks’ follow-up after
treatment

12 weeks drug treatment All
participants were provided
with a self-help booklet on
smoking cessation (Clearing
the Air: How to Quit Smoking
[24]) at baseline. The TQD
followed the first week of
drug treatment and was day
8 (week 1 visit). These were
placebo-controlled trials with
respect to drug assignments,
but all arms, including
placebo, included brief
cessation counseling (up to
10 minutes) [25] at baseline
and clinic visits forweeks 1 to
13, 24, 36, 44 and 52. Brief
(5-minute) telephone
counseling calls were
scheduled for day 3 after the
TQD and at weeks 16, 20,
28, 32, 40 and 48 during the
non-treatment follow-up.
Smoking

Comments

GlaxoSmithKline Consumer Healthcare funded this re- gum and effects on weight gain
analysis, and provided financial support to Dr Ferguson, Dr Shiffman, Dr Rohay and Mr Gitchell for the
prepa- ration of the manuscript itself. However, the
sponsor did not review the manuscript and had no
direct role in its drafting. The original study was
funded by grants DA06183 and DA10073 from NIDA
and by the Depart- ment of Veterans Affairs.

medium

Ferguson, Stuart G, SG

Either active (2 mg or 4 mg)
or placebo gum.We
examined the effect on
weight gain of the interaction
between treatment (active
versus placebo) and daily
gum use [9 pieces/day
(compliant use) versus < 9
pieces/day].

After 30 days of abstinence, smokers treated with active gum had not gained significantly less weight than
those on placebo (1.1 kg versus 1.6 kg, P = 0.175). However, a significant compliance–treatment
interaction was observed (P = 0.005): active gum users who used

RCT

21182551

40 weeks
A secondary analysis of
pooled data of successful
quitters treated with
varenicline (306 of 696),
bupropion (199 of 671)
and placebo (121 of 685)
from two
identicallydesigned
clinical trials of
varenicline versus
bupropion sustainedrelease and placebo

efficacy of anti-smoking therapies given for
bupropion. NRT, varenicline. Missing data:
randomised controlled trials of varenicline in
combination with NRT or bupropion.
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20537810

Hughes, John R, JR

A randomized, controlled trial of
NRT-aided gradual vs. abrupt
cessation in smokers actively trying
to quit.

IIIb

RCT

very low

n = 746

smokers who wanted to quit now and
preferred to quit gradually

gradual cessation (n = 297) vs. abrupt cessation (n = 299) vs. minimal
treatment (n = 150). After the quit day, all participants received lozenge.

6 months

Prolonged abstinence rates (CO < 10 ppm) did not differ among gradual, abrupt and minimal treatment
conditions (4%, 7% and 5%), nor did 7-day point prevalence rates (7%, 11% and 11%). Fewer smokers in
the gradual condition (48%) made a quit attempt than in the abrupt (64%) or minimal (60%) conditions (p <
.001). In the gradual condition, every week delay to the quit date increased the probability of lapsing by
19% (p < .001).

Since 1/1/2007, Dr Hughes has received research
reduction study
grants from the National Institute on Health and
Pfizer. Pfizer develops and sells smoking cessation
medications. During this time, he has accepted
honoraria or consulting fees from several non-profit
and for-profit organizations and companies that
develop, sell or pro- mote smoking cessation
products or services or educate/advocate about
smoking cessation: Abbot Pharmaceuticals; Acrux;
Aradigm; American Academy of Addiction Psychiatry;
American Psychiatric Association; Begbies Traynor;
Cambridge Hospital, Cline, Davis and Mann;
Constella Group; Consultants in Behavior Change;
Dean Foundation, DLA Piper, EPI-Q, European
Respiratory Society, Evotec; Exchange Limited;
Fagerstrom Consulting; Free and Clear;Glaxo-Smith
Kline; Golin Harris; Healthwise; Insyght; Informed,
Invivodata; Johns Hopkins University; JL Reckner;
Maine Medical Center; McNeil Pharmaceuticals;
Novartis Pharmaceuticals; Oglivy Health PR, Ottawa
Heart Institute, Pfizer Pharmaceuticals; Pinney
Associates; Propagate Pharmaceuticals. Reuters;
Scientia, Selecta; Temple University of Health Sciences

20528810

Bullen, Chris, C

Pre-cessation nicotine replacement
therapy: pragmatic randomized trial.

IIb

RCT

medium

n = 11000

smokers who called the New Zealand
Quitline between March 2006 and May
2007 for support to stop smoking

2 weeks of nicotine patches and/or gum prior to their target quit day
followed by usual care (8 weeks of patches and/or gum plus support
calls from a Quitline adviser), or to usual care alone

2 weeks’ pre-cessation
nicotine patches and/or
gum on smoking
abstinence at 6 months.

Six months after quit day 125 (22.7%) participants in the pre-cessation group and 116 (21.0%) in the control
group reported 7-day point prevalence abstinence (relative risk 1.08 95% CI: 0.86, 1.35, P = 0.4, risk
difference 1.7%, 95% CI: -3.2%, 6.6%)

The trial was funded by Health Research Council and
the Heart Foundation of New Zealand.

20524443

Tundulawessa, Yongyuth,
Y

IV
The bioequivalent and effect of
nicotine formulation gum on smoking
cessation.

RCT

n = 24

volunteer men, habitual smokers

Compare the absorbition rate of nicotine in human blood to determine
the critical trail for smoking cessition

20525780

Ebbert, Jon O, JO

Smokeless tobacco reduction with
the nicotine lozenge and behavioral
intervention.

IIb

RCT

medium

n = 102

(a) between the ages of 18 and 70 years,
(b) interested in reducing ST use but not
quitting (i.e., not having an established
quit date within the next 90 days), and (c)
using ST daily use ( ≥2 tins per week) for
the past 6 months.

4-mg nicotine lozenge with a behavioral intervention could facilitate ST
use reduction among ST users compared with a behavioral intervention
alone

20491724

McRobbie, Hayden, H

A randomized trial of the effects of
two novel nicotine replacement
therapies on tobacco withdrawal
symptoms and user satisfaction.

IIc

RCT

medium

n = 47

Forty-seven participants (23 males and 24
females), with a mean age of 49 years
[standard deviation (SD) = 12] who
smoked on average 21 (SD = 6) cigarettes
per day

In a within-subject, cross-over trial participants were randomly assigned
Zonnic® nicotine mouth spray (1 mg/spray), Zonnic® nicotine lozenge
(2.5 mg), Nicorette® gum (4 mg) and placebo lozenge on each of four
study days.

2 mg Nicomild-2 vs. 4 mg
Nicorette

small szudy

The absorption rate of "nicotine in volunteer" blood Nicomild-2 and Nicorette at 0, 15, 30, 40 minutes were
0, 51.84, 26.73, 21.012 and 0, 56.603, 21.83, 15.183 (ng/min). Both of them were found to have maximum
absorption rate at 15 minutes. Treatment with nicotine polyestex gum were reported 65.3% (130/199) at 4
weeks compared with failure 30.15% (60/199) /65.3% vs 30.15%; p = 0.005/

12 weeks

huge trial, medium quality due to uncontrolled
setting variabes

Both interventions were associated with significant decreases in ST use and toxicant exposure and with
increased abstinence, quit attempts, and duration of abstinence. However, no sig- nificant differences were
observed between groups for these outcomes.

This study was funded by National Institutes of
Health grants DA 14404 and P50 DA 013333.

lozenge study and smokeless tobacco only

All active products reduced craving signifi- cantly more than placebo (mean reductions of 28.6, 25.8, 24.7
and 8.9 points for mouth spray, gum, lozenge and placebo). Mouth spray relieved craving faster than
placebo and gum with significant reductions within five minutes of use (mean differences of -14.5 (95% CI: 23.0 to -6.0) and -10.6 (95% CI: -19.1 to -2.1) with placebo and gum respectively. Mouth spray produced a
faster time to maximum plasma nicotine concentration (14.5 minutes, 95% CI: 8.0 to 21.0) compared to the
lozenge (30.3 minutes, 95% CI: 21.1 to 39.5) and gum (45.8 minutes, 95% CI: 36.2 to 55.4). Maximum
concentrations of blood nicotine were higher with mouth spray (10.0 ng/ml) and lozenge (10.8 ng/ ml)
compared to gum (7.8 ng/ml). Both lozenge and mouth spray were well tolerated.

Trial Registration Number:
ACTRN012606000489594. Trial Registry: Australia
New Zealand Clinical Trials Registry.

The mouth spray and lozenge are at least as
effective as 4 mg nicotine gum in relieving craving
suggesting that they are likely to be effective in
aiding smoking cessation. The mouth spray may
be particularly useful for acute craving relief.

52

Citation

First Author

Degree of
Evidence

Title (shortened)

Study type

Study
quality

N

Patient characteristics

Intervention
We now report influences of v1.0 quit- success genotype score, level of
dependence and precessation smoking reduction in a smoking
cessation trial that examined effects of 21 versus 42 mg/24 h
precessation NRT.

Comparison

Length of follow-Up

21 or 42 mg NRT, initi- ated 2 12 weeks
wks prior to target quit dates

Outcome and effect size

Funding

Logistic regression of data from the primary outcome, 10-wk continuous ab- stinence, yielded a significant
This study was supported by The Na- tional Institutes
three-way interaction between nicotine dose, de- pendence and quit-success genotype score (P = 0.015),
of Health (NIH)– Intramural Research Program,
exponentiated coeffi- cient = 0.56 (95% CI = 0.35–0.91). The in- teraction noted in interim analysis of the
National Institute on Drug Abuse, Department of
initial set of subjects also was noted in separate analysis of data from the second half of the subject group
Health and Social Services (GR Uhl); a grant to Duke
(data not shown). In the entire group of subjects, the two-way interaction of nicotine dose and FTND score
University (Principal Inves- tigator, JE Rose) from
also was significant (P = 0.02), exponentiated coefficient = 1.78the same pattern of three-way interaction (P Philip Morris USA, Richmond, VA, USA. The
= 0.03, exponentiated coefficient = 0.62, 95% CI = 0.40–0.96); see Supple- mentary Figure S2. There were
company had no role in the planning or execution of
concordant results from analyses that separated European Ameri- can and African-American smokers. For
the study, data analysis or publication of re- sults.
smokers with European ancestry (n = 369), the 10-wk continuous abstinence outcome showed a nicotine
We are grateful to help from Joseph E Herskovic,
dose × de- pendence × v1.0 genotype score interac- tion (P = 0.05, exponentiated coefficient = 0.60, 95%
Eric C Westman and Donna Walther. We thank QR
CI = 0.35–1.00). With respect to 4-wk continuous abstinence and 6-month- point abstinence, the subsample shLiu for assistance with genotyping. This clinical trial
was registered with clinicaltrials.gov under ID#
NCT00734617.

Comments
precessation nrt and genetics

20379614

Rose, Jed E, JE

Personalized smoking cessation:
interactions between nicotine dose,
dependence and quit-success
genotype score.

IIb

RCT

medium

n = 479

20363089

Williams, Jill M, JM

Comparison of two intensities of
tobacco dependence counseling in
schizophrenia and schizoaffective
disorder.

IIb

RCT

medium

n = 87

smokers with schizophrenia (SCZ)

two manualized behavioral counseling approaches – Treatment of
Addiction to Nicotine in Schizophrenia (TANS) or Medication
Management (MM)

12 weeks

Twenty-one percent (n=18) of participants had continuous abstinence (CA) at 12 weeks after the target quit
date (TQD), which was not significantly different between conditions (15.6% TANS vs. 26.2% MM, Χ2=1.50;
p=0.221).

AG 5 schizophrenia
Acknowledgments and Disclosures: This work was
supported by grants from the National Institute on
Drug Abuse (K-DA14009-01; R01-DA015537). The
authors are also supported in part by grants from the
National Institute of Mental Health (R01-MH07667201A1 to JMW), National Institute on Drug Abuse
(K23-DA 018203-02 to MLS), Pfizer, Inc and the New
Jersey Department of Health and Senior Services,
Office of the State Epidemiologist, through funds from
New Jersey Comprehensive Tobacco Control
Program (JMW, MLS).

20350135

Breitling, Lutz P, LP

Prospective association of dopamine- IIIb
related polymorphisms with smoking
cessation in general care.

RCT

very low

n = 577

heavy smokers

We examined genotypes at two dopamine-related loci, DRD2/ANKK1
(rs1800497) and DBH (rs77905)

1 year

Smoking status after 1 year was significantly associated with DRD2/ANKK1, odds of abstinence being 4.4fold (95% CI: 1.5–12.9) increased in TT- versus CC-homozygous subjects (p = 0.008). No effect was
observed for the DBH genotype. The smoking cessation drug bupropion appeared to be particularly
effective in CC-homozygotes (among CC subjects there was a 28% higher cessation probability among
those taking buproprion; among T carrier subjects there was an increase only by 12%).

The authors declare that this work was funded by the genetic background
German Ministry of Education and Research within
the context of the Baden–Württemberg Research
Network on Addiction (project number 01EB0113)
and in part by a grant within the German Research
Foundation Priority Programme ‘Nicotine’ (SPP 1226).
This work was further- more supported by a grant
from the National Genome Research Network
(NGFN) of the German Federal Ministry of Education
and Research (BMBF) NGFN plus (01GS08152).

20154405

Tsukahara, Hitomi, H

IIb
A randomized controlled open
comparative trial of varenicline vs
nicotine patch in adult smokers:
efficacy, safety and withdrawal
symptoms (the VN-SEESAW study).

RCT

medium

n = 32

32 Japanese adult smokers with nicotine
addiction (Tobacco Dependence Screener
(TDS) ≥5, and Brinkman index ≥200) aged
between 27 and 64 years who all wished
to stop tobacco smokers who wished to
stop smoking (any age). varenicline
/Nicotine patch: Age (years) 45.4±12.98
46.8±10.71, Sex (%) Male 85.7 78.6,
Cigarettes smoked per day 27.9±10.87
25.4±7.96

varenicline, nicotine patch

24 weeks

No significant difference in abstinence rates was observed between the 2 groups over weeks 9–12 (71.4%
vs 78.6% in the VG and NG, respectively), and weeks 9–24 (64.3% vs 71.4%, respectively). The
frequencies of inability to concentrate at 2, 4, and 8 weeks, and wakeful nights at 2 weeks were higher in
the VG than in the NG. Adverse side-effects associated with a gastrointestinal disorder occurred in 14
cases and 1 case in the VG and NG, respectively, and skin allergy was seen in 0 and 9 cases, respectively.

This work was supported by a grants-in-aid from the
Ministry of Education, Science and Culture of Japan
(No. 21590960), by research grants from the Central
Research Institute of Fukuoka University
(2005–2009) and FU-Global program (2008–2009).

Small n for this study. No significant difference in
abstinence rates of varenicline and Nicotine
patch. inability to concentrate at 2, 4, and 8
weeks, and wakeful nights at 2 weeks were
higher in the VG than in the NG. Adverse sideeffects associated with a gastrointestinal disorder
occurred in 14 cases and 1 case in the VG and
NG,

20064899

Caldwell, Brent, B

Randomized crossover trial of the
acceptability of snus, nicotine gum,
and Zonnic therapy for smoking
reduction in heavy smokers.

IIb

RCT

medium

n = 72

Adult smokers were eligible who smoked
15 or more cigarettes per day (CPD) with
a Fagerström Test for Nicotine Dependence (FTND) score of ≥3

An open-label crossover study of ad libitum snus, Zonnic, and nicotine
gum for 2 weeks

Subjects preferred snus and Zonnic over gum. Snus and Zonnic were superior to gum in reducing urges to
smoke and caused fewer side effects. All three products suppressed withdrawal symptoms. Subjects
reduced their smoking by Ms of 33%, 37%, and 42% during the gum, snus, and Zonnic fort- nights,
respectively.

This study was funded by the Asthma & Respiratory
Foundation of New Zealand.

gum and new agent zonic

20004065

Schnoll, Robert A, RA

Ib
Nicotine patch vs. nicotine lozenge
for smoking cessation: an
effectiveness trial coordinated by the
Community Clinical Oncology
Program.

RCT

high

n = 642

Nicotine Patch vs. Nicotine Lozenge for Smoking Cessation

6 months

There was a trend for higher quit rates for transdermal nicotine vs. nicotine lozenge at EOT (24.3% vs.
18.7%, p = .10) and 6-months (15.6% vs. 10.9%, p = .10). A logistic regression model of EOT quit rates
showed smokers who preferred transdermal nicotine, were not reactive to smoking cues, and did not use
nicotine to alleviate distress or stimulate cognitive function had higher quit rates on transdermal nicotine. A
logistic regression model of 6-month quit rates showed smokers who preferred transdermal nicotine had
higher quit rates on transdermal nicotine, and smokers who used nicotine to alleviate distress or stimulate
cognitive processes had lower quit rates on nicotine lozenge.

lozenge study
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19959695

Wewers, Mary Ellen, ME

IIb
Effectiveness of a nurse-managed,
lay-led tobacco cessation
intervention among ohio appalachian
women.

RCT

medium

n = 252

19943947

Kralikova, Eva, E

Smoking cessation or reduction with
nicotine replacement therapy: a
placebo-controlled double blind trial
with nicotine gum and inhaler.

Ib

RCT

high

n = 314

19912599

Knight, Chris, C

The cost-effectiveness of an
extended course (12+12 weeks) of
varenicline compared with other
available smoking cessation
strategies in the United States: an
extension and update to the
BENESCO model.

Ia

metaanalysis

very high

n > 2000

19884613

Piper, Megan E, ME

A randomized placebo-controlled
clinical trial of 5 smoking cessation
pharmacotherapies.

Ib

RCT

high

n = 1504

19880578

Ebbert, Jon O, JO

A randomized clinical trial of nicotine Ib
lozenge for smokeless tobacco use.

RCT

high

n = 270 (136
active lozenge,
134 placebo)

19735853

Tønnesen, Philip, P

Smoking cessation: How compelling
is the evidence? A review.

review
(narrative)

low

Varenicline
(n=352)
Bupropion SR
(n=329)
Placebo
(n=344)

V

Patient characteristics

smokers, willing to reduce or quit smoking

One thousand five hundred four adults
who smoked at least 10 cigarettes per day

Adult smokers willing to quit - males and
females, in part smokers with mild COPD

Intervention

Comparison

Length of follow-Up

Outcome and effect size

Funding

Comments

intervention participants (n = 147) enrolled in a nurse-managed, lay-led
protocol that incorporated nic- otine replacement and behavioral
counseling. Control participants (n = 155) received a personalized letter
from their clinic physician, who advised them to quit smok- ing and
requested they schedule a clinic appointment to discuss cessation.

12 months

Self-reported and cotinine-validated quit rates were significantly higher among intervention group
This project was part of a larger National Cancer
participants compared with control group participants at 3-and 6-month follow-up (P < 0.02). At 12 months,
Institute Center for Population Health and Health
self-reported abstinence was 19.1% (intervention group) Introduction Socioeconomically disadvantaged
Dispa- rities P50 Award entitled 'Reducing Cervical
populations have high- er rates of tobacco-attributable morbidity and mortality, such as heart and lung
Cancer in Appalachia (P50 CA105632).
disease and cancer (1, 2). In rela- tion to the entire United States, incidence and mortality rates from
cervical cancer are higher in Appalachian re- gions (3), and tobacco consumption has been established as
an independent risk factor for cervical cancer (4). Ap- palachians are known to experience increased levels
of poverty compared with the general population and have lower levels of education (5). In addition, tobacco
use is more prevalent among Appalachians, especially those who are disadvantaged (5, 6). For example,
among Ohio Appalachian women, smoking prevalence has been esti- mated at >30% (5). Evidence-based
tobacco cessation ap- proaches have received limited testing in Appalachian smokers (7), and it has been sug

nicotine 4 mg gum or nicotine 10 mg inhaler

12 months

Significantly more smokers managed to quit in the Active group than in the Placebo group. Sustained
abstinence rates at 4 months were 42/209 (20.1%) subjects in the Active group and 9/ 105 (8.6%) subjects
in the Placebo group (p = 0.009). Sustained abstinence rates at 12 months were 39/209 (18.7%) and 9/105
(8.6%), respectively (p = 0.019). Smoking reduction did not differ between the groups, either at short-term
or long-term. Twelve-month reduction results were 17.2% vs. 18.1%, respectively. No serious adverse
events were reported.

This study was funded by McNeil AB, Helsingborg,
Swe- den. McNeil AB manufactures a range of
nicotine replace- ment products, including nicotine
gum and nicotine inhaler. Eva Kralikova and Jiri
Kozak† received funding from McNeil AB to perform
this study (and have previ- ously received payment
from other pharmaceutical com- panies). Thomas
Rasmussen and Gunnar Gustavsson are employees
of McNeil AB. Jacques Le Houezec is a consult- ant
in tobacco dependence for both the pharmaceutical
industry and the public sector.

gum and inhaler , no difference

12 Months

The updated 1-year abstinence estimates derived from the mixed treatment comparison were, for 12 + 12
weeks of varenicline, 12 weeks of varenicline, 12 weeks of bupropion, and 12 weeks of placebo,
respectively: 27.7%, 22.9%, 15.9%, and 9.3%. The average cost of the course of 12 + 12 weeks of
varenicline was estimated at $603.89, based on a 12-week course followed by a further 12 weeks for
successful quitters.

Financial support from Pfizer, Inc

nrt and vareniclin

setting and distributor variables

12+12weeks of pharmakotherapy

bupropion, vareniclinie,
placepo

Participants had study visits on their quit day and at 1, 2, 4, and 8
weeks postquitIn addition, all participants received 6 individual
counseling sessions Sessions lasted 10 to 20 minutes and occurred
during 7 weeks with the first 2 counseling sessions occurring prior to
quitting and the subsequent 5 occurring on the quit date or thereafter

Participants were randomized 6 months
to 1 of 6 treatment
conditions: nicotine lozenge,
nicotine patch, sustainedrelease bupropion, nicotine
patch plus nicotine lozenge,
bupropion plus nicotine
lozenge, or placebo.

All pharmacotherapies differed from placebo when examined without protection for multiple comparisons
(odds ratios, 1.63-2.34). With such protection, only the nicotine patch plus nicotine lozenge (odds ratio,
2.34, P .001) produced significantly higher abstinence rates at 6-month postquit than did placebo. The
ORs at 6 months postquit were 1.63 for bupropion, 1.76 for lozenges, 1.83 for the patch, 1.74 for bupropion
plus lozenge, and 2.34 for patch plus lozenge.

University of Wisconsin–Madison and was supported efficacy of lozenge and combination with buproion
by grant P50 DA019706 from the National Institute on
Drug Abuse and by grant M01 RR03186 from the
General Clinical Research Centers Program of the
National Center for Research Resources. Dr Piper
was supported by an Institutional Clinical and
Translational Science Award, University of
Wisconsin–Madison (KL2 grant 1KL2RR025012-01).
Medication was provided to patients at no cost under
a research agreement with GlaxoSmithKline.

12 weeks of 4-mg nicotine lozenge for ST use

placebo-control

No significant differences were observed between the groups in biochemically confirmed all tobacco
abstinence rates at Week 12 (36% lozenge vs. 27.6% placebo; odds ratio [OR] 1.5, 95% CI 0.7–2.1; p =
.138). However, the 4-mg nico- tine lozenge increased self-reported all tobacco abstinence (44.1% vs.
29.1%; OR 1.9, 95% CI 1.2–3.2; p = .011) and self- reported ST abstinence (50.7% vs. 34.3%; OR 2.0,
95% CI 1.2– 3.2; p = .013) compared with placebo at the end of treatment (Week 12). Following target quit
date (TQD), nicotine with- drawal symptoms decreased significantly with time (time effect = −.022 per day,
SE = .003; p < .001) and was significantly lower for the active lozenge (treatment effect = −.213, SE = .071;
p = .003). Tobacco craving also decreased significantly following TQD (time effect = −.071, SE = .006; p <
.001) and was lower for the active nicotine lozenge (treatment effect = −.452, SE = .164; p = .006).older has
increased significantly from 2004 to 2006 (3.0% vs. 3.3%; p < .05; Substance Abuse and Mental Health
Services Administration, 2007).

This project was supported by the National Cancer
Institute award (CA121165). The content is solely the
responsibility of the authors and does not necessarily
represent the official views of the National Cancer
Institute or the National Insti- tutes of Health.

lozenge treatment

Bupropion for 7−12 weeks is more effective than placebo when combined with moderate behavioral support
(weekly clinic visits during the first 7 weeks and follow-up) with a 1-year sustained quit rate of 18 −25% for
bupropion and 10% for placebo [35,36]. A Cochrane meta-analysis of 16 studies found an odds ratio of 1.97
(95% CI: 1.7 −2.3) for 1-year success rate for active versus placebo therapy and this is in accordance with
the success rates found in many studies with NRT with support in the same range as in the above studies
[33]. Thus, bupropion and NRT seem to be equally effective for smoking cessation. Although bupropion
when used for 1 year prolongs time to relapse, the difference in continuous abstinence rate was not
significant from week 36 through to month 24

Editorial support for the preparation of this
manuscript was provided by GK Pharma-Comm Ltd;
funding was provided by Pfizer.

First-line pharmacological drugs for smoking
cessation are nicotine replacement products
(patch, gum, inhaler, nasal spray,
lozenge/tablets), varenicline and bupropion SR:
With the most optimal drugs and counseling
today a 1-year abstinence rate of approximately
25% can be expected in smoking cessation.

varenicline, NRT, bupropion,
placebo, other therapies (not
first line)

up to 1 year
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19630713

Schepis, Ty S, TS

Smoking cessation for adolescents:
a review of pharmacological and
psychosocial treatments.

Ia

systematic
review

very high

n > 200

Bupropion allone and vs Pacebo and in combination with NRT

19506172

Etter, Jean-François, JF

Nicotine gum treatment before
smoking cessation: a randomized
trial.

Ib

RCT

high

n = 314

daily smokers (mean, 23.7 cigarettes/d)

starting nicotine polacrilex gum treatment 4 weeks be- fore the quit date
improved smoking abstinence rates com- pared with starting treatment
on the quit date

19490626

Rey, Laurent, L

Use of nicotine substitute prescribed IIb
at hourly plus ab libitum intake or ad
libitum for heavy smokers willing to
quit: a randomized controlled trial.

RCT

medium

n = 50

heavy smokers who are willing to quit

instructional guidance in the regular use of use nicotine nasal spray
(NNS) on the true use of NNS during the first three weeks of smoking
cessation

19462302

Sun, Hong-Qiang, HQ

IIb
Family support and employment as
predictors of smoking cessation
success: a randomized, doubleblind, placebo-controlled trial of
nicotine sublingual tablets in chinese
smokers.

RCT

medium

n = 211

Beijing residents who smoked ≥ 10
cigarettes a day for at least year.

social support and demographic factors that influence the success of
smoking ces- sation aided with sublingual nicotine tablets

19454549

Thornley, Simon, S

A single-blind, randomized,
crossover trial of the effects of a
nicotine pouch on the relief of
tobacco withdrawal symptoms and
user satisfaction.

IIb

RCT

medium

n = 30

adult smokers

We compared the effects of a 4-mg oral nicotine pouch (Zonnic pouch),
with nicotine chewing gum and placebo pouch, on withdrawal discomfort
after overnight tobacco absti- nence

19413407

Gilbert, David G, DG

Ib
Neurotransmission-related genetic
polymorphisms, negative affectivity
traits, and gender predict tobacco
abstinence symptoms across 44
days with and without nicotine patch.

RCT

high

n = 171

adult smokers, willing to quit

19349629

Ellerbeck, Edward F, EF

Effect of varying levels of disease
management on smoking cessation:
a randomized trial.

Ib

RCT

high

n = 750

Comparison
4 studies on burpopione
(more in several other
treatment entities

Outcome and effect size

Funding

Comments
NRT and bupropion

the study found that the adverse event rate was low and that 55% of participants (6 of 11) receiving
bupropion were abstinent throughout the trial, where as only 18% (2 of 11) of those receiving placebo
maintained abstinence (intention-totreat analysis: p = .006; OR = 3.0, 95% CI = 0.49-18.25). The 7-day
point prevalence abstinence rates at the end of the six-week active treatment were 16.9% of participants on
300 mg of bupropion, 10.3% for 150 mg and 6.7% for placebo. These analyses only included study
completers. These were confirmed by salivary cotinine levels below 50 ng/ml. By Week 26 follow-up, these
7-day point prevalence differences had disappeared, with 10.8% abstinent on the 300mg dose, 3% on the
150 mg dose and 10% abstinent on placebo At week 10 (end of treatment), 28% of the NRT plus placebo
group and 23% of the NRT plus bupropion group achieved 7-day point prevalence abstinence as confirmed
by CO levels below 9 ppm (OR [NRT + placebo as reference group] = 0.84, 95% CI = 0.46-1.53); at Week
26, these rates dropped to 7% and 8%, respectively, as confirmed by salivary cotinine below 20 ng/ml (OR
[NRT + placebo as reference group] = 1.05, 95% CI = 0.38-2.90).

National Institutes of Health (DA07238, DA14037,
DA15131, DA17804, DA17805, MH62464 and
MH68391), and the Sarah M. and Charles E. Seay
Endowed Chair in Child Psychiatry at UT
Southwestern Medical Center.

12 months

Eight weeks after the target quit date, self- reported 4-week abstinence rates were 41.6% in the precessation treatment group and 44.4% in the usual care group (P=.61). One year after the target quit date,
bio- chemically verified 4-week smoking abstinence rates were 20.8% in the precessation treatment group
and 19.4% in the usual care group (P=.76).

This study was supported by grant 3200-067835 from precessation treatment? Es reicht aus, die NET
mit dem Stoptag zu beginnen (Etter et al. 2009).
the Swiss National Science Founda- tion. Nicotine
gum was provided at no charge by Pfizer.

Both groups self-administered more than the daily recommended dosage of 8 uses. Mean daily usage was
13.6 dose/day and 11.1 dose/day for the group instructed to use NNS hourly and with cravings,
respectively. Adjusting for baseline imbalance, the increased daily doses in the intervention group (hourly
use) remained nonsignificant compared to ad libitum use (-0.5 dose/day; CI 95% -6.2; 5.3, from day 1 to
day 7; and 2.3 dose/day; CI 95% -5.4; 10.0, from day 8 to day 21). Instructing patients to use the NNS daily
had no effect on smoking cessation at six months (RR = 0.69; CI 95% 0.34; 1.39).

NNS treatment, NNS is effective

The abstinence rates at the end of treatment for NRT vs. placebo were 52 % vs.19%, and smoking
reduction (reduced to at least 50% of baseline) rates for NRT vs. placebo were 43% vs.15% for a total
response rate with NRT of 95% for either stopping completely or reducing smoking by 50%. The only factor
strongly associatedwith successful smoking cessa- tion after 3 months of sublingual NRT was being
married (adjusted odds ratio 2.18; 95%confidence interval 1.10–4.33). Smoking as- sociation, on the other
hand, was associated with being married and with employment as a white collar worker (2.24; 1.03 to 4.86).

This work was supported in part by the National High sublingual nrt and social factors
Tech- nology Research and Development Program of
China (863 Program, 2006AA02Z4D1), the
China–Canada Joint Health Research Program (No.
30611120528), and NIH grant K05- DA00454. The
authors declare that they do not have any conflicts of
interest (financial or otherwise) related to the data
presented in this manuscript.

In a multivariate analysis, area under the curve (crav- ing vs. time) was reduced by 23 points 60 min after
taking the study medication in the nicotine pouch group, compared with 15- and 8-point decreases in the
gum and placebo groups, re- spectively. The difference in craving ratings between the pouch and placebo
was significant (p = .002). Nicotine pouch reduced irritability more than gum (difference = 9.86; p = .01). For
pouch users, the odds ratio for temporary tobacco abstinence (21.5 hr) during study days (compared with
gum) was 2.8 (95% CI = 0.8–8.1). Compared with the gum, the pouch was ratedas significantly more
“helpful to stop smoking” (difference = 20.6; 95% CI = 2.4–38.9) and “pleasant to use” (difference = 17.3;
95% CI = 2.6–32.0).

This was an investigator-led project but was funded
by both NicoNovum, the manufacturer of the study
products, and the National Heart Foundation of New
Zealand.

small study only

44 days

Individuals with one or two short alleles of 5- HTTLPR (S carriers) experienced larger increases in negative
affect (NA) symptoms than those without a short allele. Nicotine replacement therapy (NRT) alleviated
anxiety only in S carriers. NRT reduced NA to a greater extent in DRD2 A1 carriers than in A2A2 individuals
during the first two weeks of treatment (when on the 21 mg patch); however, A1 carriers experienced a
renewal of NA symptoms when switched to the 7mg patch and when off patch, while A2A2 individuals
continued to benefit from NRT. The results suggest that the effects of genotype and treatment may vary
across different durations of abstinence, treatment doses, and genotypes.

The research was supported by the National Institute
on Drug Abuse Grant R01 DA12289 awarded to Dr.
David G. Gilbert and by nicotine and placebo patches
from GlaxoSmithKline. Portions of this work were
presented at the Society for Research on Nicotine
and Tobacco’s 2007 Annual Scientific Meeting.

genetic bckground

24 months

Pharmacotherapy utilization was similar across treatment groups, with 473 of 741 (63.8%), 302 of 739
National Cancer Institute.
(40.9%), 175 of 732 (23.9%), and 179 of 726 (24.7%) participants requesting pharmaco- therapy during the
first, second, third, and fourth 6-month treat- ment cycles, respectively. Of participants who saw a physician
during any given treatment cycle, 37.5% to 59.5% reported that they had discussed smoking cessation with
their physician; this did not differ across the treatment groups. Abstinence rates increased throughout the
study, and overall (0 to 24 months) analyses dem- onstrated higher abstinence among the high-intensity
disease man- agement group than the moderate-intensity disease management group (odds ratio [OR],
1.43 [95% CI, 1.00 to 2.03]) and among the combined disease management groups than the pharmacotherapy-alone group (OR, 1.47 [CI, 1.08 to 2.00]). Self-reported abstinence at 24 months was 68 of 244
(27.9%) and 56 of 238 (23.5%) participants in the high- and moderate-intensity disease management
groups, respectively (OR, 1.33 [CI, 0.88 to 2.02]), and 56 of 244 (23.0%) participants in the pharmacotherapy-a

3 months

nicotine or placebo patches

Pharmacotherapy alone ( n 250), pharmacotherapy supplemented with
up to 2 counseling calls (moderate-intensity disease management) ( n
249), or pharmacotherapy supple-mented with up to 6 counseling calls
(high-intensity disease man-agement) ( n 251). Interventions were
offered every 6 months for 2 years. All participants were offered free
pharmacotherapy. Moderate-intensity and high-intensity disease
management recipi- ents had postcounseling progress reports faxed to
their physicians.

Length of follow-Up
max 26 weeks

combination of nrt and counseling
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Caldwell, Brent, B

A pilot study of nicotine delivery to
smokers from a metered-dose
inhaler.
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Moore, David, D

Effectiveness and safety of nicotine Ia
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reduction to stop smoking:
systematic review and meta-analysis.
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Gariti, Peter, P

Comparing smoking treatment
programs for lighter smokers with
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19279561

Ho, M K, MK

19160228
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very low
pilot study:
nonrandomized,
open-label
cross- over trial

N

Patient characteristics

n = 10

current smokers

Intervention

Comparison

Length of follow-Up
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Funding

Nicotine administered by an MDI produced a median maximum plasma concentration that was about 50% of Health Research Council of New Zealand.
that ob- tained by smoking a cigarette (12.5 vs. 25.9 ng/ml) and took twice the time to reach that
concentration, 6 versus 3 min. Self- rated satisfaction and reduced urge to smoke were similar for the MDIs
and a cigarette.

On Day 1, a single cigarette was smoked ad libitum. On Day 2,
participants took 10 puffs (20 inhalations) of 50 mg nicotine/puff through
the inhaler, and on Day 3, they took 10 puffs (20 inhalations) of 100 mg
nicotine/ puff, each over 5 min. Nicotine pharmacokinetics, changes in
heart rate and blood pressure, and the acceptability of the inhal- ers
were measured and recorded.

Comments
kinetics of nrt

Studies that compared
nicotine replacement therapy
(with or without motivational
support) with placebo, no
treatment, other
pharmacological therapy, or
motivational support, and
reported quit rates

The trials enrolled a total of 2767 smokers, gave nicotine replacement therapy for 6-18 months, and lasted
12-26 months. 6.75% of smokers receiving nicotine replacement therapy attained sustained abstinence for
six months, twice the rate of those receiving placebo (relative risk (fixed effects) 2.06, 95% confidence
interval 1.34 to 3.15; (random effects) 1.99, 1.01 to 3.91; five trials). The number needed to treat was 29. All
other cessation and reduction outcomes were significantly more likely in smokers given nicotine
replacement therapy than those given placebo. There were no statistically significant differences in adverse
events (death, odds ratio 1.00, 95% confidence interval 0.25 to 4.02; serious adverse events, 1.16, 0.79 to
1.50;and discontinuation because of adverse events, 1.25, 0.64 to 2.51) except nausea, which was more
common with nicotine replacement therapy (8.7% v 5.3%; odds ratio 1.69, 95% confidence interval 1.21 to
2.36).

This work was funded by the UK Health Technology
Assessment Programme (National Institute for Health
Research).

metaanalysis on effectiveness of nrt

The medication treatment period was 9 weeks with a target quit date set
for day 8 in each condition. The four treatment conditions were: 1). a
transdermal nicotine condition consisting of nicotine patch detoxification
for 8 weeks plus 9 weeks of placebo bupropion combined with 10 weeks
of 10–15 minute sessions of individualized, manually-driven psychoeducational counseling (Patch-High C); n= 65); 2). a transdermal
nicotine condition consisting of nicotine patch detoxification for 8 weeks
plus 9 weeks of placebo bupropion combined with four 5–10 minute
visits of manually-driven medication management counseling sessions
(Patch-Low C; n = 62); 3). a bupropion condition consisting of sustainedrelease bupropion for 9 weeks plus 8 weeks of placebo patch combined
with 10 weeks of 10–Gariti et al. Page 3 J Subst Abuse Treat . Author
manuscript; available in PMC 2010 October 1. NIH-PA Author
Manuscript NIH-PA Author Manuscript NIH-PA Author Manuscript 15
minute sessions of individualized, manually-driven psycho-educational
counseling (Bup.-High C; n= 63); and 4). a bupropion condition consisting

Participants were randomized 52 weeks
to receive one of two levels of
counseling intensity in
combination with one of two
pharmacotherapies.

Both counseling groups had similar treatment completion rates (i.e., defined by a combination of counseling
attendance and medication adherence levels). There was a main treatment effect for abstinence favoring
the high counseling condition in early follow-up (week 12) and for continuous abstinence. Participants with a
history of heavier smoking (• 20 cpd) and African American smokers were least likely to be smoke free at
the end of the study.

The National Institute on Drug Abuse supported this
project

interaction of nrt and counslling

We investigated the relationships between CYP2A6 genotype, baseline
plasma trans- 3′-hydroxycotinine/cotinine (3hC/CoT) (a phenotypic
marker of Cyp2a6 activity), and smoking behavior in african-american
light smokers

placebo

26-week follow-up

Cigarette consumption, age of initiation, and dependence scores did not differ among 3hC/CoT quartiles or
CYP2A6 genotype groups. slow metabolizers (sms; both genetic and phenotypic) had significantly higher
plasma niC levels, suggesting that cigarette consumption was not reduced to adjust for slower rates of niC
metabolism. individuals in the slowest 3hC/CoT quartile had higher quitting rates with both placebo and niC
gum treatments (odds ratio 1.85, 95% confidence interval (Ci) 1.08–3.16, P = 0.03). similarly, the slowest
CYP2A6 genotype group had higher quitting rates, although this trend did not reach significance (odds ratio
1.61, 95% Ci 0.95–2.72, P = 0.08). The determination of the 3hC/CoT ratio, and possibly CYP2A6
genotype, may be useful in the future for personalizing the choice of smoking cessation treatment in africanamerican light smokers.

genetic background of effectiveness
This study was supported by the Centre for
Addictions and Mental Health, the Natural Sciences
and Engineering Research Council of
Canada–Canada Graduate Scholarships Doctoral
(M.K.H.), the Canadian Institutes of Health Research
(CIHR)-funded SPICE and TUSP awards (J.C.M.),
CA91912 (J.S.A.), CA90334 (K.S.O.), DA02277,
DA12393, and DA020830 (N.L.B.), CIHR MOP86471,
and a Canada Research Chair in Pharmacogenetics
(R.F.T.).

5 RCT on Bupropion (more on other treatment interventions) Cessation
at least 6m after end of therapy, & at least 12m after quit date in patts
hospitalized patients

Bupropion vs placebo

12 months

Pooling of five studies of extended treatment with bupropion failed to dete ct a significant effect (risk ratio
1.17; 95% confidence interval 0.99 t o 1.39).

University of Oxford, Department of Primary Health
Care, UK .•National School for Health Research
School for Primary Care Res earch, UK.•Queen
Mary’s School of Medicine and Dentistry, UK.

long term efficacy of nrt Widersprüchliche
Ergebnisse bzgl. der Wirksamkeit der NET bei
der langfristigen Rückfallverhinderung

24 weeks

Rimonabant plus nicotine patch was superior to rimonabant plus placebo in validated continuous
abstinence at weeks 6–9 (39.0% versus 21.3%; odds ratio 2.36, 95% confidence interval: 1.71–2.37; P <
0.01) and in all other efficacy measures. Mean end-of-treatment weight gain among quitters did not differ
between groups (0.04 kg for combination versus 0.49 kg for rimonabant only, P = 0.15) and was similar in
weight-concerned smokers. Serious adverse event rates did not differ between groups. Depression- and
anxiety-related adverse events occurred in 32 (4.2%) and 44 (5.8%) subjects, respectively; eight (1.1%) and
nine (1.2%) subjects stopped the drug due to depression and anxiety, respectively.

This study was supported by a research grant from
Sanofi-Aventis, a manufacturer of investigational
smoking cessation products.

combination of nrt with rimonamant, not available
ny more

28 days and 6 months

Smokers on active gum were significantly more likely to achieve initial cessation (2 mg: OR

This study was supported by SmithKline Beecham
Consumer Healthcare, now GlaxoSmithKline
Consumer Healthcare (GSKCH), which markets
nicotine replacement medications for smoking
cessation. Dr. Strahs is employed by GSKCH.
Through their work at Pinney Associates, Drs.
Shiffman and Ferguson serve as consultants to
GSKCH on matters related to smoking control and/or
nicotine replacement medications.

smoking reduction with nrt

systematic
review and
meta-analysis

very high

n = 2767

smokers who declared no intention to quit
smoking in the short term

IIb

RCT

medium

n = 260

6–15 cigarettes per day

Association of nicotine metabolite
ratio and CYP2A6 genotype with
smoking cessation treatment in
African-American light smokers.

Ib

RCT

high

n = 755

african-american light smokers

Hajek, Peter, P

Relapse prevention interventions for
smoking cessation.

Ia

meta-analysis

very high

n = 600

19149823

Rigotti, Nancy A, NA

A randomized controlled trial of
adding the nicotine patch to
rimonabant for smoking cessation:
efficacy, safety and weight gain.

Ib

RCT

high

n = 755

smokers (> 15 cigarettes/day)

Rimonabant (20 mg daily) was given open-label for 9 weeks. The 735
participants completing week 1 were randomized at day 8 (target quit
day) to add a nicotine patch (n = 369) or placebo patch (n = 366) for 10
weeks (21 mg daily for 8 weeks plus a 2-week taper). Participants
received weekly smoking counseling and were followed for 24 weeks.

19135903

Shiffman, Saul, S

Quitting by gradual smoking
reduction using nicotine gum: a
randomized controlled trial.

IIb

RCT

medium

n = 3297

smokers who were interested in quitting
gradually

Subjects were instructed to gradually reduce their smoking while
increasing their gum use over the course of up to 8 weeks. Once they
had achieved initial abstinence (no smoking for 24 hours), gum was to
be used in accordance with the current FDA-approved directions for
cessation. The study was conducted under over-the-counter conditions,
with no counseling provided.

2- and 4-mg nicotine gum
versus placebo.
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Shiffman, Saul, S

Relationship between adherence to
daily nicotine patch use and
treatment efficacy: secondary
analysis of a 10-week randomized,
double-blind, placebo-controlled
clinical trial simulating over-thecounter use in adult smokers.

IIb

RCT

medium

n = 371

active nicotine patch or a placebo patch under simulated over-thecounter con- ditions. Subjects were asked to complete a daily diary on
their patch use and smoking

19011436

Atzori, Giuseppe, G

Efficacy of a nicotine (4 mg)containing lozenge on the cognitive
impairment of nicotine withdrawal.

IIb

RCT

medium

n = 22

Male and female smokerswith a smoking
history of more than 1 year and time to
first cig- arette of less than 30 minutes
upon waking

nicotine (4-mg lozenge)
versus placebo on aspects of
cognitive and psychomotor
performance, mood, and
withdrawal symptoms in male
and female established
smokers

19011435

Evins, A Eden, AE

A controlled trial of bupropion added
to nicotine patch and behavioral
therapy for smoking cessation in
adults with unipolar depressive
disorders.

IIb

RCT

medium

n = 199

smokers with unipolar depressive disorder added to transdermal nicotine replacement therapy (NRT) and group
(UDD). Adult smokers with current (n = 90) cognitive behavioral therapy (CBT)
or past (n = 109) UDD

bupropion or placebo

18948800

Lindström, David, D

Effects of a perioperative smoking
cessation intervention on
postoperative complications: a
randomized trial.

IIb

RCT

medium

n = 117

Active daily smokers, aged 18 to 79 years,
undergoing surgery for primary hernia
repair, laparoscopic cholecystectomy, or a
hip or knee prosthesis were enrolled.

18777992

Pack, Quinn R, QR

A comparison of the nicotine
lozenge and nicotine gum: an
effectiveness randomized controlled
trial.

Ib

RCT

high

n = 408

18762494

Rubinstein, Mark L, ML

A randomized trial of nicotine nasal
spray in adolescent smokers.

IIb

RCT

medium

n = 53

18696300

Walsh, Raoul A, RA

Over-the-counter nicotine
replacement therapy: a
methodological review of the
evidence supporting its
effectiveness.

Ia

SR

very high

12 studies

18625984

Eisenberg, Mark J, MJ

Pharmacotherapies for smoking
cessation: a meta-analysis of
randomized controlled trials.

Ia

meta-analyse

very high

32 908
patients of 69
trails

adolescent smokerswho were between 15
and 18 years of age and smoked

Length of follow-Up
10 weeks

19014840

Funding

Comments

This work was funded by GlaxoSmithKline Consumer
Healthcare (GSKCH), Pittsburgh, Pennsylvania,
which markets a nicotine patch for smoking
cessation. Through their work at PinneyAssociates,
Inc., the authors serve as consultants to GSKCH on
an exclusive basis on mat- ters related to smoking
cessation.

aderence to treatment nrt

Compared with placebo nicotine (4 mg) significantly improved vigilance, divided attention, executive
functioning, work- ing memory, and sensorimotor performance in abstinent volunteers (P e 0.05).
Withdrawal symptoms including craving, difficulty con- centrating, irritability, and restlessness were also
attenuated, and affective state was improved after nicotine 4 mg administration.

GlaxoSmithKline Healthcare Weybridge, Surrey,
United Kingdom.

effects of nrt on viglance etc

AG 5 depressed smokers

13 weeks

In the primary analysis, with dropouts considered smokers, 36% (35/97) of those on bupropion and 31%
(32/102) on placebo attained biochemically validated 7-day point preva-lence abstinence at end of
treatment (not significant). Because of a high dropout rate (50%) and a significant difference in abstinence
status at dropout by treatment group, a traditional intent-to-treat analysis with last observation carried
forward imputation of absti-nence status was performed. In this secondary analysis, 56% (54/97) of those
on bupropion and 41% (42/102) on placebo met criteria for abstinence at end of trial, W 2 = 4.18, P = 0.04.
Nicotine replacement therapy usage and absence of a comorbid anxiety disorder predicted abstinence.
Abstinence was associated with increased depressive symptoms, regardless of bupropion treatment. Thus,
in the primary analysis, bupropion neither increased the efficacy of intensive group CBT and NRT for
smoking cessation in smokers with UDD nor prevented abstinence-associated depressive symptoms.

Smoking cessation therapy with individual counsel- ing and nicotine
substitution started 4 weeks before surgery and continued 4 weeks
postoperatively. The control group received standard care. The main
outcome measure was frequency of any postoperative complication.

30 days

An intention-to-treat analysis showed that the overall complication rate in the control group was 41%, and in
the inter- vention group, it was 21% (P > 0.03). Relative risk reduction for theprimary outcome of any
postoperative complication was 49% and number needed to treat was 5 (95% CI, 3–40). An analysis per
protocol showed that abstainers had fewer complications (15%) than those who continued to smoke or only
reduced smoking (35%), although this difference was not statistically significant.

Supported by the The Swedish National Institute of
Public Health and the Regional County Council
(Stockholms La n
̈ s Landsting). Pfizer financed the
nicotine replacement therapy .

nrt , setting

lozenge or the gum for 8 weeks

6 and 12 months

At 8 weeks, the lozenge quit rate was 15.1% and the gum quit rate was 11.3% with an odds ratio of 1.39,
95% CI (0.78–2.49) p=0.26. These rates compare favorably to a historical spontaneous quit rate of 5.0%.
Quit rate comparisons were similarly non-significant at 6 and 12 months. At 8 weeks, successful quitters in
the lozenge group gained 3.0 ± 6.3 lbs compared to the gum group which gained 8.4 ± 9.2 lbs with t= −2.4,
p= 0.02, but this finding was not sustained at 6 and 12 months.

This research was supported by the National Cancer
Institute Grant P50CA084724 and the National
Institute on Drug Abuse Grant # P50DA19706

rct on NRT lozenge

weekly counseling alone (control) for 8 weeks or 8 weeks of counseling
along with 6 weeks of nicotine nasal spray

12 weeks

There was no difference in cessation rates, the numbers of cigarettes smoked per day, or cotinine levels at
12 weeks. Fifty-seven percent of participants stopped using their spray after only 1 week. The most
commonly reported adverse effect was nasal irritation and burning (34.8%) followed by complaints about the
taste and smell (13%).

This study was supported by Dr Rubinstein’s grants
from National Institutes of Health K23 RR018471 and
Tobac- co-Related Disease Research Program
TRDRP 11FT- 0233. Dr Benowitz’s effort and the
laboratory were sup- ported by DA02277.

nrt and adolescents

The review found a number of issues, including provision of free NRT, heavy cigarette intakes (average 25
daily), high levels of personal interactions (7.6 per subject), lack of blindness assessment and failure of
most studies to actively follow-up all subjects seriously limit the degree to which studies’ results can be
applied to non-research OTCNRT users. In addition, several important limitations affecting the metaanalyses of OTCNRT by Hughes et al. were highlighted. The review concluded that the superiority of
OTCNRT over unaided smoking cessation has not been demonstrated convincingly. Future directions for
research involve more innovative, rigorous controlled trials and prospective cohort studies where nicotine
dependence is assessed adequately.

review on free nrt#
CHeRP is funded by The Cancer Council NSW and
the University of Newcastle. This review was also supported by funding from NSW Health through the
Hunter Medical Research Institute.

Six of the 7 pharmacotherapies studied were found to be more efficacious than placebo: varenicline (odds
ratio [OR] 2.41, 95% credible interval [CrI] 1.91–3.12), nicotine nasal spray (OR 2.37, 95% CrI 1.12–5.13),
bupropion (OR 2.07, 95% CrI 1.73–2.55), transdermal nicotine (OR 2.07, 95% CrI 1.69–2.62), nicotine
tablet (OR 2.06, 95% CrI 1.12–5.13) and nicotine gum (OR 1.71, 95% CrI 1.35–2.21).When all 7
interventions were included in the same model, all were more efficacious than placebo.

This work was supported by the Canadian Institutes
of Health Research (Grant number 74651).

OTCNRT was compared with placebo in four studies and with health
professional-delivered NRT in four studies, and four studies involved
community-based minimal intervention NRT

Adult smokers, male and female, willing to
quit, and with a minimum follow-up period
of six months

Outcome and effect size
Rates of adherence did not differ signifi- cantly between the active and placebo groups (139 [68.1%] and
114 [68.3%], respectively). The likeli- hood of experiencing an adverse event did not differ significantly
between adherent and nonadherent jects in either group. Among active patch users, 61.5% of nonadherent
subjects experienced an adverse event, compared with 59.7% of adherent subjects; among placebo patch
users, the corresponding proportions were 41.5% and 43.9%. Among active patch users, the odds of
abstinence at 6 weeks were more than 3 times greater for adherent versus nonadherent sub- jects (53.2%
vs 21.5%, respectively; adjusted odds ratio [OR] = 3.25; 95% CI, 1.30–8.09; P = 0.011); no benefit of
adherence over nonadherence was seen among users of the placebo patch (16.7% vs 15.1%; adjusted OR
= 0.60; 95% CI, 0.16–2.31). The inter- action between treatment group and adherence was statistically
significant (P = 0.022).

varenicline,nicotine nasal spray, bupropion, transdermal nicotine,
nicotine tablet, nicotine gum, nicotine inhaler, placebo

12 months
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Outcome and effect size

In a systematic review and
meta-analysis of 31
bupropion trials in which
bupropion was the sole agent
used for cessation
(compared with placebo or no
phar-macotherapy), with 6
months follow-up or longer,
the reviewers found the
likelihood of cessation almost
dou-bled with bupropion
therapy ( Table 1 8,10,11 ).
10 Additional treatment with
bupropion after cessation did
not provide significant longterm advantage. Bupropion
alone or in combination with
the nicotine patch has been
found to significantly increase
long-term cessation rates
com-pared with the patch
alone ( P<.001). The greater
absti-nence rate with
combination therapy
compared with bupropion
alone, however, was not
statistically signifi-cant. 15

Funding

Comments

unded by RT Communications Inc

review on nrt and bupropion

Calirnrni u Tobucco-Relate d Di.seas e Re.searc h
Progra m< 8RT-068 ) an d h y Ih e V A Healt h
Service s Researc h an d Developmen t Cente r o f
Fixceilenc e fo r th e Stud y o f Heall h Car e Provider
Behavior

bupropion and nrt

18625823

Schmelzle, Jason, J

Update on pharmacologic and
nonpharmacologic therapies for
smoking cessation.

Ia

review

very high

18595418

Sherman, Scott E, SE

Comparing the tolerability and
effectiveness of two treatment
regimens in a smoking clinic.

IIb

RCT

medium

n = 227

18562131

David, Sean P, SP

IIIa
Genetic variation in the serotonin
pathway and smoking cessation with
nicotine replacement therapy: new
data from the Patch in Practice trial
and pooled analyses.

RCT

low

n = 792

18519826

Uhl, George R, GR

Molecular genetics of successful
smoking cessation: convergent
genome-wide association study
results.

IIIb

FAll-Kontroll

very low

n ~ 300 (3
RCTs)

Bupropion, NRT, Placebo

24 weeks

Quit-success genes, re-producibly identified by clustered nominally positive single-nucleotide
polymorphisms (SNPs) in more than 2 independent samples with significant P values based
onMonteCarlosimulationtrials.TheNRT-selectivegenes were nominated by clustered SNPs that display much
larger t values for NRT vs placebo comparisons. The bu-propion-selective genes were nominated by
bupropion-selective results. Results : Variants in quit-success genes are likely to al-ter cell adhesion,
enzymatic, transcriptional, structural, and DNA, RNA, and/or protein-handling functions. Quit-success
genes are identified by clustered nominally posi-tive SNPs from more than 2 samples and are unlikely to
represent chance observations (Monte Carlo P .0003). These genes display modest overlap with genes
identi-fied in GWA studies of dependence on addictive sub-stances and memory

This study was supported by the National Institutes
of Health (NIH)–Intramural Research Pro-gram,
National Institute on Drug Abuse, Department of
Health and Social Services

genetics and success of medication

18441375

Aveyard, Paul, P

Nortriptyline plus nicotine
replacement versus placebo plus
nicotine replacement for smoking
cessation: pragmatic randomised
controlled trial.

IIb

RCT

medium

n = 901

ortriptyline plus nicotine
replacement therapy
compared with placebo plus
nicotine replacement therapy

12 months

72 of 445 (16%) people using nortriptyline and 55 of 456 (12%) using placebo achieved prolonged
abstinence at six months (relative risk 1.34, 95% confidence interval 0.97 to 1.86). At 12 months the
corresponding values were 49 (11%) for nortriptyline and 40 (9%) for placebo (1.26, 0.84 to 1.87). 337
(79%) people in the nortriptyline arm and 325 (75%) in the placebo arm were taking combination treatment
on quit day, median 75 mg per day in both groups. Morepeoplein the nortriptyline arm than in the placebo
arm took lower doses. The nortriptyline arm had noticeably higher severity ratings for dry mouth and
constipation than the placebo arm, with slightly higher ratings for sweating and feeling shaky .Both groups
had similar urges to smoke, but nortriptyline reduced depression and anxiety. Overall, withdrawal symptom
scores did not differ.

Cancer Research UK and NHS Support for Science.
These are the views of the authors and not
necessarily the funders. PA is funded by the National
Institute for Health Research. King Pharmaceuticals
donated nortriptyline for the stud

nrt and nortripylin

18339101

Shiffman, Saul, S

Nicotine patch therapy prior to
quitting smoking: a meta-analysis.

IIa

meta-analysis

medium

n = 650

The studies all compared
starting treatment with
nicotine patch prior to the
target quit date to starting
active treatment at the quit
date, some in the context of
concurrent mecamylamine
treatment.

up to 6 months

Compared to starting active patch treatment on quit day, pre-cessation treatment with nicotine patches was
found to double the odds of quitting. This was true both at 6 weeks [pooled odds ratio (OR) = 1.96, 95%
confidence interval (CI): 1.31–2.93] and 6 months (pooled OR = 2.17, 95% CI: 1.46–3.22) treatment
outcomes. Mecamylamine co-treatment did not modify these effects.

This study was supported by GlaxoSmithKline
Consumer Healthcare (GSKCH), which markets
nicotine replace- ment medications for smoking
cessation.

precessation nrt is helpful

bupropio n versti s bupropio
n plu s nicotin e patc h

6 months

The PiP and Patch II trials were funded by Cancer
Cox regression analysis did not demonstrate significant effects of any of the three genotypes on relapse to
Research UK. Cancer Research UK peer- reviewed
smoking: TPH1 (Reference AA; AC: hazard ratio (HR) 0.99, 95% confidence interval (CI) 0.78, 1.24, p =
the research plan but did not participate in study
0.90; CC: HR 0.93, 95% CI 0.73, 1.18, p = 0.55); 5-HTTLPR (Reference LL; SL: HR 1.01, 95% CI 0.85,
design, data collection, or analysis or interpretation of
1.20, p = 0.90; SS: HR 1.13, 95% CI 0.91, 1.39, p = 0.27); HTR1A (Reference CC; CG: HR 1.04, 95% CI
the data; in deci- sion to submit the manuscript for
0.86, 1.25, p = 0.70; GG: HR 1.01, 95% CI 0.82, 1.24, p = 0.93). Moreover, pooled analyses of data from
all three extant pharmacogenetic NRT trials (N = 1398) found no significant effect of 5-HTTLPR genotype on publication. Personal funding to Dr. David by United
States Public Health Service (PHS) grant 1K08
continuous abstinence at 12-week (Reference LL; SL: odds ratio (OR) = 1.25, 95% CI 0.89, 1.74, p = 0.19;
DA14276-05. Personal funding to Dr. Aveyard from
SS: OR = 1.31, 95% CI 0.86, 1.98, p = 0.21) or 26-week follow-up (Reference LL; SL: OR = 0.93, 95% CI
the National Institute for Health Research (United
0.64, 1.33, p = 0.68; SS: OR = 1.00, 95% CI 0.63, 1.58, p = 1.00). These data do not support a statistically
Kingdom). Funding for the US NRT trial was provided
or clinically significant moderating effect of these specific 5-HT pathway genetic variants on smoking
cessation. However, the possibility remains that other variants in these or other 5-HT genes may influence NR by National Cancer Institute/National Institute on
Drug Abuse grant P5084718.

cigarette smokers from the Patch in Practice trial were genotyped for the
tryptophan hydroxylase (TPH1 A779C), serotonin transporter (SLC6A4
5-HTTLPR), and 5-HT1A (HTR1A C-1019G) polymorphisms

To evaluate the incremental efficacy of starting nicotine patch treatment
prior to quitting compared to the current regimen of starting patch
treatment on the target quit day.

Abstinenc e rate s a t 2 month s wer e 26 % fo r th e bupropio n grou p an d 37 % fo r th e combinatio n
therap y grou p [p ^ 0.1) , an d a t 6 month s wer e 42'?' ( versu s 35% , respectivel y (/> ^ 0.4) .
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The outcomes of this trial established that
abstinence from smoking was greater and
craving, withdrawal symptoms and smoking
satisfaction were less at the end of treatment with
varenicline than with transdermal NRT.

12 months

The overall self-reported point prevalence rates of abstinence were 20% (24/118) at 12 months follow-up,
and there was no significant difference in abstinence rates between placebo and nicotine patch groups. In
the univariable logistic regression analysis, predictors of successful smoking cessation were the low
consumption of cigarettes per day and the low Fagerstrom Test for Nicotine Dependence (FTND) scores
(p<0.05) at 3, 6, and 12 months follow-up. In the stepwise multiple logistic regression analyses, pre- dictors
of successful smoking cessation, which were different according to the fol- low-up periods, were found to be
the low consumption of cigarettes per day at the short-term and midterm follow-up ( ≤6 months), older age,
and the low consump- tion of cigarettes per day at the long-term follow-up (12 months).

This study was supported in part by patches from a
pharmaceutical company; the company does not
want to disclose its name because there were no
significant positive findings regarding the
effectiveness of nicotine patch therapy in this trial.
We declare that this condition has no relation to our
study results.

predictors of success

IV

randomised
low
openlabel study

n = 746

smokers, 18–75 years of age, weight .45.5 varenicline, nicotine patch
kg and body mass index 15–38 kg/m2.
Each participant smoked at least 15
cigarettes per day with no period of
abstinence .3 months in the previous year.
Female smokers were eligible providing
they were not breastfeeding, pregnant or
at risk of becoming pregnant.

18162724

Myung, Seung Kwon, SK

Sociodemographic and smoking
behavioral predictors associated
with smoking cessation according to
follow-up periods: a randomized,
double-blind, placebo-controlled trial
of transdermal nicotine patches.

IIb

RCT

n = 118

adult male smokers

18093448

Wang, D, D

IIa
\'Cut down to quit\' with nicotine
replacement therapies in smoking
cessation: a systematic review of
effectiveness and economic analysis.

17764211

Ranney, Leah, L

Tobacco use: prevention, cessation,
and control.

Ia

SR

very high

n = 102

adults smokers willing to quit

extensive chapters on several treatment strategies, but no pooled effect
sizes, only detailed description of studies

NRT, Bupropion, clonidine,
nortryptiline

17763111

Piper, Megan E, ME

Efficacy of bupropion alone and in
combination with nicotine gum.

Ib

RTC

high

n = 608

adult smokers

After the Baseline Session, participants attended one session per week
for four weeks and then two more sessions every other week. They
received brief counseling at both the Quit Day Session and the first postquit session (in addition to the Baseline Session) for a total of three 10minute counseling sessions over three weeks.

active bupropion and active 4- 12 months
mg gum (AA, n = 228), active
bupropion and placebo gum
(AP, n = 224), or placebo
bupropion and placebo gum
(PP, n = 156)

17619862

Fucito, Lisa M, LM

Effects of instructions on responses
to the nicotine patch: a laboratory
study.

IV

RCT

n = 72

adult smokers

patch benefits (n = 25) or standard patch information including side
effects (n = 25). Participants wore placebo patches but were told that
the patches contained nicotine. A control condition (n = 22) was
informed that they received placebo patches while given standard patch
information to independently test the effect of the nicotine-dose
instructional set on abstinence outcomes

17548664

Johnstone, Elaine C, EC

Association of COMT
Val108/158Met genotype with
smoking cessation in a nicotine
replacement therapy randomized
trial.

IIb

RCT

medium

n = 1686

The inclusion criteria for this study were
that participants smoked at least 15
cigarettes a day and were aged between
25 and 65 years.

We investigated the association of catechol O-methyltrans- ferase
(COMT) genotype with abstinence following a smoking cessation
attempt among a large cohort of smokers who attempted to quit using
either the nicotine transdermal patch or placebo and were followed up
over an 8-year period following their initial cessation attempt.

17493108

Shiffman, Saul, S

Use of more nicotine lozenges leads IIIb
to better success in quitting smoking.

RCT

very low

n = 1030

Subjects who quit smoking for at least 2
weeks in a placebo-controlled trial of
nicotine lozenges were studied

sociodemographic and
smoking behavioral factors
associ- ated with smoking
cessation

Comments

This study was funded by Pfizer Inc. Editorial support
was provided by Brenda Smith PhD and Abegale
Templar PhD of Envision Pharma and was funded by
Pfizer Inc.

Varenicline versus transdermal
nicotine patch for smoking
cessation: results from a
randomised open-label trial.

On the first day of recruitment, all the subjects were given either seven
30 cm2 transdermal nicotine patches with 57 mg of nicotine in each
patch, delivering 21 mg/day or seven place- bo patches. They were
instructed to apply one patch daily and to quit smoking from the very
next day after recruitment. The nicotine patch group was given seven
additional 30 cm2 nicotine patches on the 1st-week visit day; fourteen
20 cm2 transdermal nicotine patches with 38 mg of nicotine in each
patch, delivering 14 mg/day, on the 2nd-week visit day; and fourteen 10
cm2 transdermal nicotine patches with 19 mg of nicotine in each patch,
delivering 7 mg/day, on the 4th- week visit day. The placebo patch
group was given identi- cal-appearing patches using the same method
as that used for the nicotine patch group.

Funding

Abstinence for the last 4 weeks of treatment was significantly greater for varenicline (55.9%) than NRT
(43.2%; OR 1.70, 95% CI 1.26 to 2.28, p,0.001). The week 52 CAR (NRT, weeks 8–52; varenicline, weeks
9–52) was 26.1% for varenicline and 20.3% for NRT (OR 1.40, 95% CI 0.99 to 1.99, p=0.056). Varenicline
significantly reduced craving (p,0.001), withdrawal symptoms (p,0.001) and smoking satisfaction (p,0.001)
compared with NRT. The most frequent adverse event was nausea (varenicline, 37.2%; NRT, 9.7%).

Aubin, H-J, HJ

medium

Outcome and effect size

52 weeks

18263663

poor reviiew

DIESEN TEXT
KONNTE ICH
LEIDER
NICHT
ÖFFNEN

at least 6 months

8 years

6 weeks
(1) reverse causation; (2) a
confounding third variable; or
(3) behavioral processes

We identified studies evaluating the efficacy of self-help strategies, counseling, single pharmaceuticals,
combination pharmacothera py, and pharmacotherapy combined with psychological counseling. Studies in
our review of strategies to improve success of quit attempts were consistent with previous reviews in fi
nding that self-help strategies alone are not efficacious and that the use of counseling, pharmaco therapies
either alone or in combination, or pharmacotherapies combined with psychologi cal counseling increases
the likelihood of successful quitting.

could be used a additional source guideline?
This study was supported by Contract 290-02-0016
from the Agency for Healthcare Research and Quality
(AHRQ), Task No. 6.

Relative to the PP group, the AA and AP groups were each significantly more likely to be abstinent at one
week, end of treatment and six months, but not twelve months post-quit. After the first week post-quit there
were no differences in abstinence rates between the AA and AP groups. There were no significant individual
difference variables that moderated outcome beyond one week post-quit

NIH Grants

combination of bupropion and Nrt

Benefits information significantly increased posi- tive expectancies for the patch and promoted positive
mood during the abstinence period relative to the side effects information. Nicotine-dose instructions
resulted in fewer lapsed cigarettes and higher ratings of patch helpfulness than placebo instructions. In
particular, women’s smoking behavior appeared to be more influenced by nicotine instructions than that of
men.

GlaxoSmithKline provided the placebo patches for
this study. The authors thank Kathleen C. Gunthert,
Ph.D. and David A. F. Haaga, Ph.D. for their helpful
feedback on earlier drafts of this manuscript.

plaebo effects

The genotype treatment interaction effect at 12-week follow-up indicated a greater benefit of active nicotine
replacement treatment compared with placebo on likelihood of abstinence in the COMT Met/Met genotype
group (33% versus 12%), in comparison to the Met/Val + ValVal group (22% versus 16%). Our results
indicate that COMT genotype may moderate the effect of active transdermal nicotine patch compared with
placebo, with reduced relative benefit of nicotine replacement therapy in individuals with Met/Val or Val/Val
genotype.

Cancer Research United Kingdom Program Grant.

genetic contribution

To refute the reverse causation hypothesis we analyzed data on compliance during a period when subjects
were abstinent: high use of active lozenge was associated with greater success; for each additional lozenge
used, the odds of success increased by 10%. The third variable and behavioral processes hypotheses both
predict that high lozenge use will be associated with improved outcomes even in the placebo condition.
However, our analyses showed that this was not the case. Further, greater use of lozenges increased the
active–placebo difference, as would be expected under a pharmacological expla- nation of compliance
effects.

GlaxoSmithKline Consumer Healthcare (GSKCH)

dosage of nrt lozenges
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Heavy smokers (mean = 30 cigarettes per
day) who had no intention of quitting
smoking
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Comparison

Length of follow-Up
5 years

6-month treatment of nicotine (15-mg patch, 4-mg gum, and/or 10-mg
inhaler, n = 265), placebo (n = 269), or no intervention (n = 389).
Products were sent by mail, and education was limited to a booklet.

Outcome and effect size

Funding

After 6 months, smoking reduction was larger for nicotine (

Comments
smoking reduction with nrt

17414237

Etter, Jean-François, JF

Postintervention effect of nicotine
replacement therapy for smoking
reduction: a randomized trial with a
5-year follow-up.

IIb

RCT

medium

n = 923

17365753

David, Sean P, SP

The serotonin transporter 5-HTTLPR Ib
polymorphism and treatment
response to nicotine patch: follow-up
of a randomized controlled trial.

RCT

high

n = 741

active patch or placebo patch were genotyped for the serotonin
transporter gene-linked polymorphic region

17290726

Croghan, Ivana T, IT

Randomized comparison of a
nicotine inhaler and bupropion for
smoking cessation and relapse
prevention.

Ib

RCT

high

A total of 1700
smokers were
randomized to
treatment
(phase 1) for 3
months. For
the phase 2
trial, 405
smokingabstinent
participants
were
randomized to
relapse
prevention for
9 additional
months, and
432 smokers
were
randomized to
re-treatment
for an
additional 3
months.

nicotine inhaler, bupropion,
3 months, smoking- abstinent study participants were randomized to
their initial medi- cations or placebo. Participants who were smoking at 3 or both
months were randomized to an alternative treatment regimen or placebo.

12 months

At the end of the initial 3 months of treatment (phase 1), 82 (14%) of 566, 145 (26%) of 567, and 194 (34%)
of 567 study participants receiving a nicotine inhaler, bupropion, or both, re- spectively, were abstinent from
smoking. Of the 405 smoking- abstinent participants at the end of 3 months, the bupropion group had more
smokers than the placebo group (mean No. of smokers, 1.5 vs 1.1; P< .001), and the nicotine inhaler group
had higher smoking abstinence rates at 12 months than the placebo group. Those receiving combination
therapy had reduced rates of relapse to smoking for the first 3 months of relapse prevention, but this
difference disappeared after the initial 3 months. Of the 432 study participants who were smoking at the end
of 3 months and who received an alternative treatment regimen, the 223 smokers initially assigned to a
nicotine inhaler were more likely to stop smoking at 6 months if they were re-treated with bupropion instead
of placebo (8 [7%] of 111 vs 0 [0%] of 112; P =.003), and the 209 smokers initially treated with bupropion
and re-treated with a nicotine inhaler did not have significantly higher smoking abstinence rates (6 [6%] of 104

17156479

Wu, Ping, P

Effectiveness of smoking cessation
therapies: a systematic review and
meta-analysis.

meta-analysis

high

adult smokers (males and females) willing
NRT: n =
to quit, followed up 3-12 months
28,343
Bupropion: n =
5,228
varenicline: n =
2,528

12 studies evaluating bupropion versus placebo

12 months

Bupropion trials were superior to controls at 1 year (12 RCTs, OR1.56, 95% CI, 1.10–2.21, P = 0.01) and at
3 months (OR 2.13, 95% CI, 1.72–2.64). Two RCTs evaluated the superiority of bupropion versus NRT at 1
ye ar (OR 1.14, 95% CI, 0.20–6.42).

fizer Global Solutions and the Canadian Institutes of
Health Research

Using indirect comparisons, varenicline was
superior to NRT when compared to placebo
controls

17154744

Ferguson, Stuart G, SG

Does reducing withdrawal severity
mediate nicotine patch efficacy? A
randomized clinical trial.

Ib

RCT

high

n = 324

active high-dose (35 mg) 24-hr patches or placebo

Although NRT treatment did significantly decrease withdrawal and craving severity, these reductions only
partially accounted for NRT’s impact on time to first lapse: The results from a mediation analysis showed
that the hazard ratio for NRT, when controlling for withdrawal and craving severity, was only a third to a half
lower than the uncontrolled hazard ratio for NRT alone. This suggests that other mechanisms for the
effectiveness of NRT need to be examined.

This study was supported by Research Grant
DA06084 to Saul Shiffman from the National Institute
on Drug Abuse. Nicotine and placebo patches were
generously provided by GlaxoSmithKline Consumer
Healthcare, which played no other role in the study.

search for moderatos of efficacy

17097814

Prapavessis, Harry, H

The effects of exercise and nicotine
replacement therapy on smoking
rates in women.

IIb

RCT

medium

n = 142

inactive female smokers

exercise + nicotine patch; exercise + no nicotine patch; cognitive
behavior therapy (CBT) + nicotine patch and CBT + no nicotine patch

12 months

There were significant differences in a 7-day point prevalence but not continuous abstinence rates between
treatment groups across targeted end points. Consistently higher cessation rates were seen when NRT
was added to both treatment programs. Compared with CBT participants, exercise participants had
significantly increased functional exercise capacity and had gained significantly less weight during program
end points but these differences did not hold at a 12-month follow-up. Compared with exercise participants,
CBT participants felt greater cessation efficacy and reported greater knowledge, coping and support
resources across all end points.

The authors would like to thank the National Heart
Foundation of New Zealand for funding this project
(Project # 905) and GlaxoSmithKlein (GSK) for
providing the transdermal nicotine patches for the
study.

NRT in women icombined with exercise

17066490

Mooney, Marc, M

Nicotine self-administration:
IIIb
cigarette versus nicotine gum diurnal
topography.

RCT

low

n = 97

adult smokers

three interventions to increase nicotine gum use: standard treatment
(ST, N 1⁄4 31), ST plus brief feedback about nicotine attitudes and
knowledge (BF, N 1⁄4 32), or BF plus contingent monetary
reinforcement for nicotine gum use (CM, N 1 ⁄4 34).

2 weeks

For both cigarettes and nicotine gum, participants showed a characteristic pattern of increasing use during
the morning hours, followed by stable use in the afternoon and evening, with a steep decrease prior to
sleep onset. Patterns of diurnal gum use did not differ by compliance intervention. Greater morning use of
cigarettes or gum was associated with smoking relapse while greater evening and night use of cigarettes or
gum was associated with abstinence. Understanding of diurnal patterns of smoking and NRT use may
ultimately inform tailored scheduling of NRT.

This research was supported by the NIDA grants K01- patterns of use
DA019446, P50-DA13333, and 2T32-DA07097.
GlaxoSmithKline provided the nicotine gum.

The primary outcome measures were biochemically verified sustained abstinence from cigarette smoking at
end of treatment and 24-week follow-up. The main effect of genotype was not associated with sustained
abstinence from smoking at either end of treatment (SL: p=.33; SS: p=.81) or 24-week follow-up (SL: p=.05;
SS: p=.21), and we found no evidence for a genotype×treatment interaction effect. In summary, despite the
theoretically important contribution of serotonin neurotransmission to smoking cessation, the serotonin
transporter gene was not associated with treatment response to nicotine patch for smoking cessation in this
primary care–based trial.

nrt, varenicline, bupropione
vs placebo

Personal funding for SPD was provided by career
development awards from the Robert Wood Johnson
Foundation Generalist Physician Faculty Scholars
Program and National Institute on Drug Abuse
(NIDA)/National Institutes of Health (NIH) grant PHS
1 K08 DA14276-01A1, National Cancer Institute,
NIDA, National Institute on Alcohol Abuse and
Alcoholism grant PSOCA 84719.

genetic contribuztion only
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16979453

Partin, Melissa R, MR

Randomized trial of an intervention
to facilitate recycling for relapsed
smokers.

IIb

RCT

medium

n = 1900

adult smokers

(1) patient phone call to assess smoking status, quit challenges, and
treatment preferences, and computerized progress note to providers
communicating this information (intervention); or (2) usual care (control).

34 % of intervention participants versus 22% of controls received treatment for tobacco dependence in the
follow-up period (p = 0.0001). Thirty-two percent of intervention participants versus 21% of controls received
pharmacologic treatment (p = 0.0001), and 12% of intervention subjects versus 8% of controls received
behavioral treatment (p = 0.005). Abstinence rates at follow-up were 25% for intervention subjects and 22%
for controls (p = 0.15). Intervention subjects were more likely than controls to report being satisfied with the
general smoking-cessation help (87% vs 82%, p = 0.01), as well as the pharmacologic help that they
received from the VA (89 vs 84%, p = 0.01).

Funding was provided by the Veterans Administration rct in relapsed smokers only
Health Services Research and Development Service
(grant TRX 01-080) to the Center for Chronic Disease
Outcomes Re- search, Veterans Affairs Medical
Center, Minneapolis MN. The views expressed in this
manuscripts are the authors’ and do not necessarily
reflect the views of the Department of Veterans
Affairs.

16896965

Schneider, Nina G, NG

Preferences among four combination IIb
nicotine treatments.

RCT

medium

n = 27

adult smokers

four combination NRTs in a 5-day crossover trial: 2/4-mg gum + 15- mg
patch (G/P), 2/4-mg lozenges + 15-mg patch (L/P), inhaler + 15-mg
patch (I/P), and 10 mg + 15-mg patches (P/P). Subjects rated an NRT
combination each day after 5– 6 h of use and ranked among the NRTs
after testing all treatments.

Double-patches (P/P) were ranked highest for “ease of use”, “safety”, and “use in public”. However, for “help
to quit”, 70% preferred some form of acute-patch combi- nation (A/P) compared to 30% choosing P/P. For
“use under stress” (an immediate need), 93% preferred A/Psystems compared to 7% choosing P/P. L/P
ranked lowest for “ease of use”, I/P and L/P were lowest on “safety”, and I/P ranked lowest for “use in
public”. Expectations of NRTs changed with test experience for patches (better) and lozenges (worse).

This study was funded with the first author’s VA Merit
Review and NIDA grant (DA 39811). Thanks to
Suzanne Prakel Data Services, Scott Terrace, M.A.,
Jennifer Auer-Escude, M.S., and Jessica L. Gould,
B.A., for help in data management. This experiment
complies with US laws for conducting human
research.

16885576

Etter, Jean-François, JF

Nicotine replacement therapy for
long-term smoking cessation: a
meta-analysis.

Ia

meta-analysis

very high

n = 2408
active and n =
2384 placebo
treatment
participants

16765148

Lerman, Caryn, C

Nicotine metabolite ratio predicts
efficacy of transdermal nicotine for
smoking cessation.

Ib

RCT

high

n = 480

16728744

Cornuz, J, J

IIc
Cost-effectiveness of
pharmacotherapies for nicotine
dependence in primary care
settings: a multinational comparison.

RCT

medium

16497603

Rose, Jed E, JE

Precessation treatment with nicotine
skin patch facilitates smoking
cessation.

RCT

16458598

Staner, L, L

Sleep effects of a 24-h versus a 16h nicotine patch: a
polysomnographic study during
smoking cessation.

IIb

RCT

medium

The odds ratio (OR) in favour of NRT at final follow-up was 1.99 (95% confidence interval (CI) 1.50 to 2.64).
There was no evidence that the effect varied according to length of final follow-up (b = 0.92, p = 0.28) or
duration of initial NRT treatment (b = 0.99, p . 0.5). The overall relapse rate between the 12 months and
final follow-up was 30.0% (95% CI 23.5% to 37.5%). This rate did not differ between NRT and control
groups (OR 1.11, 95% CI 0.78 to 1.59), or length of initial NRT treatment. There was also no evidence that
it varied according to length of final follow up. Due to relapse, the overall efficacy of NRT treatment in terms
of additional ex-smokers declined from 10.7% over and above placebo (6.6% to 14.8%) after one year to
7.2% (3.8% to 11.3%) at an average of 4.3 years follow up.

NET efficacy in the long term

The rate of nicotine metabolism, as indicated by pretreatment 3-HC/cotinine ratio derived from ciga- rette
smoking, predicted the effectiveness of transdermal nicotine at both time points. The odds of abstinence
were reduced by almost 30% with each increasing quartile of metabolite ratio (odds ratio, 0.72 [95%
confidence interval, 0.57-0.90]; P = .005). Higher metabolite ratios also predicted lower nicotine
concentrations (beta= -1.72, t179 = -3.31, P < .001), as well as more severe cravings for cigarettes after 1
week of treatment (beta= 0.32, t190 = 2.91, P = .004). The metabolite ratio did not predict cessation with
use of nicotine nasal spray (odds ratio, 1.05 [95% confidence interval, 0.83-1.33]; P = .68).

rct and metabolism and effetiveness

(1) a reference cohort given brief cessation counselling by a general
practitioner (GP); (2) a treatment cohort given counselling plus
pharmacotherapy (nicotine gum, patch, spray, inhaler, and bupropion).

The cost per life-year saved for counselling only ranged from US$190 in Spain to $773 in the UK for men,
and from $288 in Spain to $1168 in the UK for women. The incremental cost per life-year saved for gum
ranged from $2230 for men in Spain to $7643 for women in the US; for patch from $1758 for men in Spain to
$5131 for women in the UK; for spray from $1935 for men in Spain to $7969 for women in the US; for inhaler
from $3480 for men in Switzerland to $8700 for women in France; and for bupropion from $792 for men in
Canada to $2922 for women in the US. In sensitivity analysis, changes in discount rate, treatment
effectiveness, and natural quit rate had the strongest influences on cost- effectiveness.

cost-effectiveness

Results showed that precessation nicotine patch treatment was associated with a significantly higher rate of
continuous smoking abstinence at 4 weeks, regardless of cigarette condition. Ad libitum smoking before the
target quit date was modulated by nicotine patch treatment, and compensatory increases in smoking low tar
and nicotine cigarettes were prevented by concurrent use of nicotine patches. These results suggest that
use of NRT before a target quit-smoking date deserves further evaluation as a possible smoking cessation
treatment. Moreover, while nicotine patches were well tolerated when subjects smoked nicotine-containing
cigarettes, the use of nicotine skin patches with reduced-nicotine cigarettes potentially offers the advantage
of increased efficacy without introducing concern about toxic effects of excessive nicotine intake.

2-8 years

NRT- studies with final follow-up more than one year after the start of
treatment. Twelve eligible trials were identified, all placebo-controlled,
having final follow-ups ranging from 2–8 years.

treatment-seeking smokers

small rct only

8 weeks of transdermal nicotine or nicotine nasal spray use, plus
behavioral group counseling

n = 96

healthy male and female smokers

NRT for 2 weeks before a target quit- smoking date, during which
subjects continued to smoke ad libitum. Three experimental conditions
varied the nicotine delivery of the cigarettes smoked during these 2
weeks so that we could examine the effects of concurrent nicotine
administration on compensatory smoking of low tar and nicotine
cigarettes. Subjects smoked (a) their usual brands of cigarettes, (b)
conventional low tar and nicotine cigarettes, or (c) denicotinized
cigarettes. After the quit date, subjects received pharmacotherapy
consisting of various doses of NRT (0, 21, or 42mg/24-hr) in
combination with the nicotinic antagonist mecamylamine (10 mg/day).

n = 20

heavy smokers (9 women, 11 men)

During a short smoking cessation period (48 h), this study compared
the effects on sleep of the two nicotine patches. During each period,
polysomnographic recordings were performed from 12 pm to 7 am for
two consecutive nights (baseline and treatment nights). Smoking
cessation started from 8 pm the day of the baseline sleep recordings,
and treatments were applied around 8 am the following morning.

Assessments included demo- 6 months
graphics, smoking history,
body mass index, and
plasma nicotine, cotinine,
and 3-HC concentrations, as
well as CYP2A6 genotypes

24-h versus a 16-h nicotine
patch

Compared to the 16-h nicotine patch, smokers who received the 24-h nicotine patch experienced
significantly less microarousals, a greater proportion of slow wave sleep, a higher REM density and higher
rapid eye movement (REM) beta activities. Conclusions: The results of this study suggest that a 24-h
nicotine patch is more efficient than a 16-h nicotine patch to alleviate tobacco withdrawal-induced sleep
disturbances

This research was supported by grant DA 02665 from precessation NRT is helpful
the National Institute on Drug Abuse.

less sleep disturbances with NRT 16 vs. 24 h
patch
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Patient characteristics

Intervention
behavioral counseling (9 weekly sessions

Comparison

Length of follow-Up

52 weeks
ither venlafaxine or placebo
in conjunction with behavioral
counseling (9 weekly
sessions) and transdermal
nicotine replacement therapy
(22 mg/day

Outcome and effect size

Funding

Comments
augmentation of venlafaxin

The results showed no main effect of treatment on abstinence. Post hoc analysis revealed that both at the
end of treatment and at the 1-year follow-up smokers consuming less than a pack of cigarettes a day
benefited from the addition of venlafaxine to the treatment regimen. Venlafaxine also reduced negative affect
for all smokers for up to 6 weeks postcessation.

16366758

Cinciripini, Paul M, PM

Combined effects of venlafaxine,
nicotine replacement, and brief
counseling on smoking cessation.

IIb

RCT

medium

n = 147

16338284

Batra, Anil, A

Smoking reduction treatment with 4mg nicotine gum: a double-blind,
randomized, placebo-controlled
study.

Ib

RCT

high

n = 364

smokers who were not ready to quit but
were willing to reduce their smoking
intensity

Participants received either 4-mg nicotine gum (n = 184) or placebo gum
(n = 180) as desired for up to 12 months

up to 12 months

At 4 months, the sustained smoking reduction rate in the nicotine gum group was twice that of the placebo
group (15.8% versus 6.7%, P = .008). Point-prevalence abstinence was 6.6% for the nicotine gum group
and 2.2% for the placebo group (P = .07). At 13 months, there was a significant difference in the smoking
reduction rate for the nicotine (8.2%) and placebo (2.8%) groups (P = .036). At month 13, the abstinence
rates were 12% and 4.5% for the nicotine and placebo groups, respectively (P = .012). Concom- itant use of
nicotine gum and cigarette smoking was well tolerated. Carbon monoxide levels decreased significantly (P =
.01).

16330293

Marsh, Howard S, HS

Safety profile of a nicotine lozenge
compared with that of nicotine gum
in adult smokers with underlying
medical conditions: a 12-week,
randomized, open-label study.

Ib

RCT

high

n = 901

adult smokers with heart disease, hypertension not controlled by medication,
and/or diabetes mellitus

4-mg nicotine lozenge or 4-mg nicotine gum

12 weeks

The most common adverse events were nausea (17.2% and 16.1%; 95% CI, -3.7 to 6.0), hiccups (10.7%
and 6.6%; 95% CI, 0.5 to 7.8), and headache (8.7% and 9.9%; 95% CI, -5.0 to 2.6). Serious ad- verse
events were reported in 11 and 13 patients in the respective groups. Fewer than 6% of patients in either
group were considered by the investigator to have a worsening of their overall disease condition during the
study. The majority of patients (>60%) experienced no change in their disease status from baseline.

16283258

Shiffman, Saul, S

Immediate hedonic response to
smoking lapses: relationship to
smoking relapse, and effects of
nicotine replacement therapy.

Ib

RCT

high

n = 169

subjects who lapsed during treatment in a
double-blind placebo-controlled study of
high-dose (35 mg) nicotine patch

Following their first lapse, using an electronic diary, subjects recorded
the amount they smoked, and rated the pleasantness and satisfaction
(“hedonic rating”) and the aversiveness of smoking. Subjects were then
followed and assessed for further lapses and relapses.

Subjects who smoked more during the first lapse had greater risk of progression [second lapse: hazard ratio
(HR)=1.16, confidence interval (CI)=1.01–1.32; relapse: HR=1.22, CI=0.97–1.54]. Sub- jects with higher
hedonic ratings of the first lapse also had a greater risk of progression to the second lapse (HR=1.08,
CI=1.02–1.14) and to relapse (HR=1.26, CI=1.11–1.41). Aversive ratings had no bearing on progression.
As pected, active treatment reduced the risk of both a second lapse (HR=0.54, CI=0.39–0.78) and a
relapse (HR=0.22, CI=0.11–0.45). Importantly, however, NRT had no effect on hedonic ratings, amount
smoked during the first lapse, or aversive ratings.

16277632

Niaura, Raymond, R

V
Comparative efficacy of rapidrelease nicotine gum versus nicotine
polacrilex gum in relieving smoking
cue-provoked craving.

RCT

n = 319

new rapid-release nicotine gum (RRNO) orcurrent nicotine polacrilex
gum (NPG).

Smokers chewing RRNG showed significantly lower craving than NPG subjects starthig with the first
assessment at 3minutes (P< 0.025). Repeated-measures ANOVA revealed a significant treatment x time
interaction (P< 0.05)—craving scores droppc^d more rapidly in RRNG subjects compared to NPG subjects.
Survival analyses also indicated superiority of RRNG in achieving more rapid self-reported meaningful relief
(P<0.05) and complete relief (P<0.05) of craving.

16261317

Shiffman, Saul, S

Reduction of abstinence-induced
withdrawal and craving using highdose nicotine replacement therapy.

Ib

RCT

high

n = 324

high-dose nicotine patches or placebo

Treatment with active patches reduced withdrawal and craving during cessation and completely eliminated
deprivation-related changes in affect or concentration.

effect of patch on withdrawal and results
This research was supported by Grant DA 06084
from the National Institute on Drug Abuse to Saul
Shiffman. We are grateful to GlaxoSmithKline
Consumer Healthcare (GSKCH) for providing nicotine
and placebo patches for the study; GSKCH did not
otherwise participate in the study or the paper. The
authors acknowledge the assistance of Stephanie
Paton and Celeste Elash in conducting this study;
and Yolanda DiBucci and Qianyu Dang in manuscript
preparation.

16171657

Le Foll, B, B

IIIa
Smoking cessation guidelines:
evidence-based recommendations of
the French Health Products Safety
Agency.

Guideline /
review

medium S2

n = 1912

Treatments include counseling (mainly individual or social support and
behavioral and cognitive therapy) and pharmacological treatment with
either nicotine replacement therapy (NRT) or bupropion LP.

12 months

The efficacy of bupropion LP has been demonstrated in several controlled clinical trials, including a total of
2292 non- depressed smokers. Results of the main controlled trials are reproduced in Table 4 [52,58,91]
The efficacy of bupropion seems to be at least comparable to NRT, or even slightly supe- rior (as revealed
by meta-analysis). No demonstration of the usefulness of the combination of bupropion and NRT has been
provided (Level 3).

B.L.F. is visiting fellow at NIDA and his move to NIDA additional background guideline
has been supported by the Gilbert Lagrue Foundation
and the Simone and Cino del Duca Foundation.

16123753

Lerman, Caryn, C

Ib
Role of functional genetic variation
in the dopamine D2 receptor
(DRD2) in response to bupropion
and nicotine replacement therapy for
tobacco dependence: results of two
randomized clinical trials.

RCT

high

n = 414 and
another open
labe NRT RCT
n = 368

two functional genetic variants in the dopamine D2 receptor (DRD2)
gene

6 months

At the end of the treatment phase, a statistically significant ( p ¼ 0.01) interaction between the DRD2 141C
Ins/Del genotype and treatment indicated a more favorable response to bupropion among smokers
homozygous for the Ins C allele compared to those carrying a Del C allele. By contrast, smokers carrying
the Del C allele had statistically significantly ( p ¼ 0.006) higher quit rates on NRT compared to those
homozygous for the Ins C allele, independent of NRT type. The C957T variant was also associated ( p ¼
0.03) with abstinence following NRT. T

National Cancer Institute and National Institutes of
Drug Abuse, P50CA/DA84718 and RO1CA 63562
(CL) and a grant from the Pennsylvania Department
of Health.

diagnostic study on contribution of genetcs

16042638

Hughes, John R, JR

The feasibility of smoking reduction:
an update.

Ia

RCT

very high

n = 33,000

Studies of smokers not trying to stop
smoking. We located 13–26 studies for
each of the four aims.

(1) smokers spontaneously reduce their smoking, (2) smokers who try
to quit and fail return to smoking less, (3) smokers can substantially
reduce and maintain reductions via pharmacological and behavioral
treat- ments and (4) smokers compensate when they reduce

6-72 months

Few daily smokers spontaneously reduce. Among those who try to stop smoking and relapse, some return
to reduced smoking but whether they maintain this reduction is unclear. Nicotine replacement (and perhaps
behavior therapies) can induce smokers not interested in quitting to make significant reductions in their
smoking and maintain these over time. Some compensatory smoking occurs with reduction but significant
declines in smoke exposure still occur.

Preparation of this report was funded by grant DA11557 (J.H.) and Senior Scientist Award DA-00490
(J.H.) from the US National Institute on Drug Abuse.

metaanalysis, smoking reduction is helpful

15964703

Demazières, A, A

Ability of a new oral nicotine
substitute to reduce smoking urge in
moderate smokers.

IIb

RCT

medium

n = 24

moderate smokers

new nicotine lozenge (NicopassR 1.5 mg) vs. placebo

The results showed that 1.5 mg-nicotine lozenge is superior to placebo in reducing smoking urge ( p =
0.0001). In addition, nicotine lozenge, but not placebo, significantly improved vigilance and psychomotor
performances ( p b 0.05) and displayed a cardiac chronotropic effect. Thus, the 1.5-mg nicotine lozenge
appears as an effective aid to alleviate acute tobacco withdrawal symptoms in moderate smokers.

Preparation of this report was funded by grant DA11557 (J.H.) and Senior Scientist Award DA-00490
(J.H.) from the US National Institute on Drug Abuse.

lozenge is effective, RCT

bupropion, nrt vs placebo

This study was supported by Pfizer Consumer
Healthcare, Helsing- borg, Sweden.

rct, smoking reduction with gum

rct on lozenge and gum , side effects

rct, subgroup of heavy dependent smokers,
This research was supported by a grant (DA 06084)
from the National Institute on Drug Abuse to Saul
Shiffman. We are grateful to GlaxoSmithKline
Consumer Healthcare (GSKCH) for providing nicotine
and placebo patches for the study (GSKCH did not
otherwise participate in the study or in the paper).

rct, patch is effective
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15805342

Moolchan, Eric T, ET

Safety and efficacy of the nicotine
patch and gum for the treatment of
adolescent tobacco addiction.

Ib

RCT

high

15734231

Shiffman, Saul, S

Nicotine lozenge efficacy in light
smokers.

Ib

RCT

high

15561449

Cooper, Theodore V, TV

Ib
A placebo controlled randomized
trial of the effects of
phenylpropanolamine and nicotine
gum on cessation rates and
postcessation weight gain in women.

RCT

high

N

Patient characteristics

Intervention

Comparison

Length of follow-Up

Outcome and effect size

Funding

Comments

13- to 17-year-old adolescents who
smoked >10 cigarettes per day (CPD),
scored >5 on the Fagerstro m
̈ Test of
Nicotine Dependence, and were motivated to quit smoking

Twelve weeks of nicotine patch or gum therapy with cognitive-behavioral 3-arm trial with a nicotine
patch (21 mg), nicotine gum
therapy, with a fol- low-up visit at 6 months (3 months after the end of
(2 and 4 mg), or a placebo
treatment).
patch and gum; all
participants received
cognitive-behavioral group
therapy

6 months

Mean compliance across groups was higher for the patch (mean: 78.4–82.8%) than for the gum (mean:
38.5–50.7%). Both the patch and gum were well tolerated, and adverse events were similar to those
reported in adult trials. Changes in mean saliva cotinine concentrations throughout treatment were not
statistically significant. Intent-to-treat analyses of all ran- domized participants showed CO-confirmed
prolonged abstinence rates of 18% for the active-patch group, 6.5% for the active-gum group, and 2.5% for
the placebo group; the difference between the active-patch and placebo arms was statistically significant.
There was no significant effect of patch versus gum or gum versus placebo on cessation outcomes.
Abstinence rates at the 3-month follow-up assessment were sustained but were not significantly associated
with treatment group. Mean smoking rates, but not CO or thiocyanate concentrations, de- creased
significantly in all 3 arms but not as a function of treatment group.

This work was supported by funds from the National
Institute on Drug Abuse, Intramural Research
Program. We thank GlaxoSmithKline (Research
Triangle Park, NC) for providing us with study
medications (21- and 14-mg Nicoderm, 2- and 4-mg
Nicorette, and placebo patch and gum).

rct, patch is not effective, adolescents

n = 917 active
(n = 459) or
placebo (n =
458) lozenge

light smokers (≤15 cigarettes per day) vs.
moderate–heavy smokers (>15 cigarettes
per day)

active2mgnicotinelozengewith placebo, and contrasting light smokers
(≤15 cigarettes per day) with moderate–heavy smokers (>15 cigarettes
per day)

1 year

Nicotine lozenge significantly increased quit rates relative to placebo at 6 weeks (45.7% versus 31.1%; OR
= 1.9 [1.3–2.8]) and at 1 year (19.2% versus 10.0%; OR = 2.3 [1.3–4.0]) among light smokers. Efficacy
among light smokers did not differ from that among heavier smokers (ps > 0.50).

This study was supported by GlaxoSmithKline
Consumer Healthcare (GSKCH) which markets
nicotine replacement medications for smoking
cessation.

lozenge is effective, rct, light smokers

n = 439

smoking women

two forms of pharmacotherapy [nicotine and phenylpropanolamine (PPA) three treatment intervention
groups (PPA gum, nicotine
gums] in addition to a 13-week cognitive behavioral smoking cessation
gum, or placebo gum)
program

12 months

Analyses to determine potential differences between treatment groups on weight change and cessation
rates were performed. Results indicated that neither change in body weight nor cessation rates significantly
differed between groups. Attendance to sessions did appear to consistently increase the likelihood of
quitting smoking at posttest and at each of the follow-ups. These results suggest that although the
pharmacological interventions had no effect on cessation rates and postcessation weight gain, the
behavioral component of the intervention was effective in increasing the odds of quitting smoking in weightconcerned women.

CT, no effect for new agent
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22180577

Loh, Wei-Yin, WY

Should all smokers use combination
smoking cessation
pharmacotherapy? Using novel
analytic methods to detect
differential treatment effects over 8
weeks of pharmacotherapy.

Ib

metaanalysis of high
2 RCTs

Effectiveness
trial, N = 1,346
Efficacy trial, N
= 1,504 + 1,504

21040645

Coleman, T, T

Relapse prevention in UK Stop
Smoking Services: current practice,
systematic reviews of effectiveness
and cost-effectiveness analysis.

IIb

metaanalysis

RCTs included
in metaanalysis:• 36
randomising
recently
abstinent
smokers, (new
= 13)• 18
randomising
smokers (new
= 2) (total n =
54)

high

Patient characteristics

Intervention
bupropion, nicotine lozenge, nicotine patch, bupropion + lozenge, and
patch + lozenge

Two trials used three interventions of
varying intensities one investigated two
interventions of different intensities and the
remaining trials compared one intervention
with usual care control groups. In two
studies, interventions were delivered in
women’s homes, two mailedinterventions
to women, two used telephone
interventions and two involved
interventions delivered in paediatricians
offices and well-baby clinics. Six studies
delivered interventions during pregnancy
only, examining the effect of individual
behavioural counsellingtrials delivered
smoking RPIs postpartum;two investigated
the effectiveness of individual behavioural
counselling and the remainder assessed
the combined effect of individual
behavioural counselling and telephone
booster sessions.Four trials initiated
smoking relapse prevention interventions
during pregnancy and continued
postpartum; one of these delivered a
combination of self-help interventions and
telephone counselling, another
investigated individual behavioural
counselling and two trials compared
individual and telephone counselling with con

Comparison

Length of follow-Up

Outcome and effect size

Funding

Comments

8 weeks

smokers tended to benefit from combination pharmacotherapy except those low in nicotine dependence
(longer latency to smoke in the morning as per item 1 of the Fagerström Test of Nicotine Dependence) who
also lived with a spouse or partner who smoked.

University of Wisconsin, Madison; National Institutes
of Health (NIH)/National Institute of Drug Abuse
(#P50 DA019706); the General Clinical Research
Centers Program of the National Center for Research
Resources, NIH (#M01 RR03186); the Clinical and
Translational Science Award program of the National
Center for Research Resource, NIH (1UL1RR025011
to M.E.P.); National Cancer Institute (K08DA021311
to J.W.C. and 1K05CA139871 to T.B.B.); the U.S.
Army Research Office (W911NF-09-1-0205 to W.Y.L). Medication was provided to patients at no cost
under a research agreement with GlaxoSmithKline;
Clinical Trial Registration: Efficacy Trial
(NCT00332644); Effectiveness Trial (NCT00296647).

no seperate analysis of effect size of bupropion
treatment

Self-reported smoking
status was validated in 10
studies. Five studies
reported smoking status
at delivery, nine studies
presented abstinence at
6 months’ followup and
four studies reported
abstinence at both 6 and
12 months’ follow-up Nine
studies presented point
prevalence abstinence,
while five presented
continuous or sustained
abstinence.

The following pharmacotherapies were also effective as RPIs after their successful use as cessation
treatments: bupropion at long-term follow-up (pooled OR 1.49, 95% CI 1.10 to 2.01); nicotine replacement
therapy (NRT) at medium- (pooled OR 1.56, 95% CI 1.16 to 2.11) and long-term follow-ups (pooled OR
1.33, 95% CI 1.08 to 1.63) and one trial of varenicline also indicated effectiveness.

UK Centre for Tobacco Control Studies, a UKCRC
Public Health Research Centre of Excellence, with
core funding from the British Heart Foundation,
Cancer Research UK Economic and Social Research
Council, Medical Research Council and the
Department of Health under the auspices of the UK
Clinical Research Collaboration
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The included reviews had studied the following inter- ventions: NRT,
bupropion, physician advice, individual behavioural counselling, group
behaviour therapy, tele- phone counselling, self-help interventions,
nursing interventions, community pharmacy interventions, ex- ercise
interventions, competitions and incentives, partner support, aversive
smoking, acupuncture and related interventions, community
interventions and mass media campaigns.

three follow-up time
points: short term (1-3
months post
randomization), medium
term (6-9 months) and
long term (12-18 months).

Self-help materials appeared to be effective in preventing relapse at long-term follow up in initially unaided
quitters (pooled OR 1.52; 95% CI 1.15 to 2.01, I2 = 0%, NNT = 11, 3 studies). Other behavioural
interventions for relapse prevention appeared effective in the short term only. There were positive results for
the use of pharmacotherapies for relapse prevention. Bupropion was effective at long-term follow-up (pooled
OR 1.49; 95% CI 1.10 to 2.01; I2 = 0%; NNT = 11; 4 studies). Nicotine replacement therapy (NRT) was
effective at medium-term (pooled OR 1.56; 95% CI 1.16 to 2.11; I2 = 37%; NNT = 14; 4 trials) and long-term
follow-ups (pooled OR 1.33; 95% CI 1.08 to 1.63; I2 = 0%; NNT = 20; 4 trials).

10 RCTs

Most of the BENESCO models based drug efficacy on two head-to-head
randomized controlled trials (RCTs) comparing varenicline to bupropion
therapy for 12 weeks

The exact drug regimens
evaluated in these RCTs
used for efficacy were
modelled by five
BENESCO models
whereas two BENESCO
models shortened the
duration of bupropion
treatment to 7 weeks and
did not provide
justification for doing so

Hagan et al. calculated relative effects based on a systematic literature search conducted by the authors,
resulting in a relative risk of abstinence for varenciline vs. bupropion of 1.46 with 95% confidence interval of
1.18–1.81. Heitjan et al. based bupropion abstinence rates on two pharmacogenetics studies (32) (17–27%
based on genetic polymorphism present) while the varenicline rate (35%) was based on two head-to-head
RCTs Six studies, all of which were BENESCO models, found varenicline to dominate bupropion in the
studies’ defined base-case analysis (Table 3) (15,18–22). Incremental-cost-effectiveness ratios (ICERs)
were measured using quality-adjusted life years (QALYs). The remaining two BENESCO models concluded
that vareniciline was cost-effective in the studies’ defined base-case analyses

medium

107
13 case
reports, 1 case
series, 7
controlled
studies and 2
letters to editor
on this subject

1 RCT for smokng cessationin schiziphrenia, 2 case reprorts on
smoking cessation, others are for psyychiatric interventions

days and few weeks,
maximum 16 weeks

Collated data show that there is some evidence to suggest that bupropion may cause or worsen psychosis
in selected subpopulations. Higher doses of bupropion appear more likely to be associated with the
outcome severity. Preexisting psychotic symptoms, substance abuse and drug interactions also seem to
increase the risk. Concurrent use of antipsychotics at adequate doses appears to be protective.

not declared

RCT

medium

29

Participants were seen weekly during the 8-week medication trial and
returned for posttreatment follow-up assessment at Week 12.

varenicline or bupropion

12 weeks

participants receiving varenicline reduced from 14.1 ± 6.3 (mean ± SD) to 0.9 ± 2.1 cigarettes/day (CPD, 4
achieved abstinence), while those receiving bupropion XL reduced from 15.8 ± 4.4 to 3.1 ± 4.0 CPD (2
achieved abstinence).

Medical University of South Carolina Hollings Cancer
Center Pilot Research Program and the National
Institutes of Health

metaanylyse
ver 2 RCT

medium

Treatment-seeking smokers
transdermal
nicotine (n =
275) versus
nicotine spray
(n = 239) and
of bupropion (n
= 223) versus
placebo (n =
198)

to receive 8 weeks of transdermal nicotine therapy or nicotine spray
plus seven sessions of standardized behavioral group counseling The
second study was a double-blind trial of treatment-seeking smokers who
were assigned randomly to receive 10 weeks of either active or placebo
bupropion plus seven sessions of behavioral counseling

6 months
transdermal nicotine (n =
275) versus nicotine spray (n
= 239) and of bupropion (n =
223) versus placebo (n = 198)

Urge-to-smoke trajectory parameters (average level, slope, curvature and volatility) varied substantially
among individuals, had modest intercorrelations and predicted continuous and point prevalence abstinence
at EOT and at 6 months. Higher trajectory level, slope and volatility were all significantly (P 0.001)
associated with a reduced likelihood of abstinence at EOT (odds ratios 0.44–0.75) and at 6-month follow-up
(odds ratios from 0.63 to 0.78), controlling for demographic, medication and smoking use variables.

GlaxoSmithKline provided study medication for the
bupropion clinical trial, but had no role in the study
design, interpretation or funding.

Ia

metaanalysis

high

17 studies
2885
individuals

nortriptyline, at doses between 75 and lOOmg

The major comparator used
in these trials was placebo

6-month in 16 studies.
Only one trial evaluated
the effects of nortriptyline
treatment for more than
12 weeks, i.e. comparing
brief (12 weeks) and
extended (up to 52
weeks) treatment.'

Overall, no life-threatening events occurred in these studies. Orthostatic hypotension was significantly
higher in nortriptyline users than in comparator groups (relative risk 2.8; 95% CI 1.4, 5.3). Other adverse
events significantly associated with nortriptyline were anticholinergic-related effects including drowsiness,
dizziness, gastrointestinal disturbance and dysgeusia.

Thai Pharmacy Network for Tobacco Control for their
financial support.

Interventions for smokeless tobacco
use cessation.

Ia

metaaynalysis

high

Two trials of
bupropion SR
N=293

placebo

6 months

Two trials of bupropion SR did not detect a benefit of treatment at six months or longer (OR 0.86, 95% CI
0.47 to 1.57).

Bupropion SR and contingency
management for adolescent
smoking cessation.

Ib

RCT

medium

134
adolescent
smokers

Title (shortened)

Study type

N

20653619

Agboola, Shade, S

A systematic review of the
effectiveness of smoking relapse
prevention interventions for
abstinent smokers.

Ia

metaanalysis

high

36 RCTs

22257042

Mahmoudi, M, M

Systematic review of the costeffectiveness of varenicline vs.
bupropion for smoking cessation.

Ia

review

medium

21872337

Kumar, Sanjeev, S

Bupropion-induced psychosis:
folklore or a fact? A systematic
review of the literature.

IV

systemeatic
review

21778151

Gray, Kevin M, KM

Varenicline versus bupropion XL for
smoking cessation in older
adolescents: a randomized, doubleblind pilot trial.

IIb

21561501

Javitz, Harold S, HS

The dynamics of the urge-to-smoke
following smoking cessation via
pharmacotherapy.

21332244

Dhippayom, Teerapon, T

Safety of nortriptyline at equivalent
therapeutic doses for smoking
cessation: a systematic review and
meta-analysis.

21328266

Ebbert, Jon, J

20934835

Gray, Kevin M, KM

Patient characteristics
Six studies delivered interventions during
pregnancy only. Four studies delivered
smoking relapse prevention interventions
postpartum Four trials initiated smoking
relapse prevention interventions during
pregnancy and continued postpartum.

Treatment-seeking older adolescent
smokers (ages 15–20)

smoking cessation (eight studies),
depression (five studies), neuropathic pain
(three studies) and schizophrenia (one
study).

Intervention

CM with twice-weekly assessments, judged as a feasible frequency for
translation to clinical practice

Comparison

a 6-week course of bupropion 12 weeks
SR + CM, bupropion SR +
non-CM, placebo + CM, or
placebo + non-CM

Combined bupropion SR + CM treatment yielded significantly superior abstinence rates during active
treatment when compared with placebo + non-CM treatment. In addition, combined treatment showed
greater efficacy at multiple time points than did either bupropion SR + non-CM or placebo + CM treatment.

Funding

Comments

All authors are members of the UK Centre for
Tobacco Control Studies, a UKCRC Public Health
Research Centre of Excellence. Funding from the
Health Technology Assessment Programme is
gratefully acknowledged.

unfunded.

Funding was provided by the National Institute on
Drug Abuse, Grants R01 DA17460 (H.P.U., K.M.G.),
K12 DA000357 (K.M.G.), K23 DA020482 (M.J.C.),
and R25 DA020537 (A.L.L.); by the Eunice Kennedy
Shriver National Institute of Child Health and Human
Development, Grant K12 HD055885 (K.J.H.); and by
the U.S. Public Health Service, Grant M01 RR01070
(Medical University of South Carolina [MUSC] Clinical
and Translational Research Center [CTRC
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20819082

Gonzales, David, D

IIb
Immediate versus delayed quitting
and rates of relapse among smokers
treated successfully with varenicline,
bupropion SR or placebo.

meta analysis

medium

Adult smokers
(n = 2052)

20653619

Agboola, Shade, S

A systematic review of the
effectiveness of smoking relapse
prevention interventions for
abstinent smokers.

Ia

metaanalysis

high

Abstainers
were
randomized to
bupropion or
placebo for 16
weeks [16], 24
weeks [20], 36
weeks [17] or
45 weeks [19]
as a relapse
prevention
therapy, after
an initial 7–12
weeks of openlabel
bupropion
and/or nicotine
patch
treatment.

20602163

McNeil, John J, JJ

Smoking cessation-recent advances. IIIa

systematic
reviwe

low

20457644

Hays, J Taylor, JT

Adherence to treatment for tobacco
dependence: association with
smoking abstinence and predictors
of adherence.

IIb

metaanylyse

medium

2RCT

Adult smokers (N = 2,045)

20308641

Levine, Michele D, MD

Bupropion and cognitive behavioral
therapy for weight-concerned
women smokers.

Ib

RCT

medium

weightconcerned
women

(n=349; 86% white)

19934280

Rovina, Nikoletta, N

Effectiveness of pharmacotherapy
and behavioral interventions for
smoking cessation in actual clinical
practice.

IIb

opnen label stdy medium

Intervention
12 weeks drug treatment All participants were provided with a self-help
booklet on smoking cessation (Clearing the Air: How to Quit Smoking
[24]) at baseline. The TQD followed the first week of drug treatment and
was day 8 (week 1 visit). These were placebo-controlled trials with
respect to drug assignments, but all arms, including placebo, included
brief cessation counseling (up to 10 minutes) [25] at baseline and clinic
visits forweeks 1 to 13, 24, 36, 44 and 52. Brief (5-minute) telephone
counseling calls were scheduled for day 3 after the TQD and at weeks
16, 20, 28, 32, 40 and 48 during the non-treatment follow-up. Smoking

Two-hundred-and-five tratment seeking
smokers

12 weeks of treatment

Comparison

Length of follow-Up

Funding

40 weeks

TQD was day 8. Two patterns of successful quitting were identified. Immediate quitters (IQs) were
continuously abstinent for weeks 2–12. Delayed quitters (DQs) smoked during 1 or more weeks for weeks
2–8. Findings Cumulative continuous abstinence (IQs + DQs) increased for all treatments during weeks
3–8. Overall IQs and DQs for varenicline were (24%; 20%) versus bupropion (18.0%, P = 0.007; 11.6%, P <
0.001) or placebo (10.2%, P < 0.001; 7.5%, P < 0.001). However, DQs as a proportion of successful
quitters was similar for all treatments (varenicline 45%; bupropion 39%; placebo 42%) and accounted for
approximately one-third of those remaining continuously abstinent for weeks 9–52. No gender differences
were observed by quit pattern. Post-treatment relapse was similar across groups.

supported by Pfizer Inc.,which provided funding for
the trials, study drug and placebo and monitoring.

placebo

either continuous
abstinence or point
prevalence abstinence,
measured at three followup time points: short
term(1–3 months post
randomization), medium
term(6–9 months) and
long term(12–18 months).

Bupropion was effective at long-term follow-up (pooled OR 1.49; 95% CI 1.10 to 2.01; I2 = 0%; NNT = 11; 4
studies). Pooled analysis of two heterogeneous trials of bupropion did not detect any significant effect in the
short term [19,20] (pooled OR 1.38; 95% CI 0.64–2.96; I2 = 76%; Fig. 5), and with the inclusion of the two
additional studies, in the medium term (pooled OR 1.56; 95% CI 0.95–2.56, I2 = 56%). However, the
estimated effect of maintenance treatment with bupropion reached statistical significance when assessed at
long-term (pooled OR 1.49; 95% CI 1.10–2.01; I2 = 0%; NNT = 11; 4 studies) follow-up. Quit rates in these
four studies ranged from 28% to 57% in the bupropion and 16% to 47% in the placebo groups at mediumterm follow-up and from 22% to 48% and 15% to 38% in each group, respectively, at long-term follow-up.

Funding from the Health Technology Assessment
Programme is gratefully acknowledged

6 months

Clinical trials have shown bupropion to be an effective anti-smoking agent whose efficacy is at least the
equal of NRT. Quit rates improved by 8% from a weighted average of 9% (range 0% to 22%) for the control
group to 17%(range 4% to 43%) with bupropion (Table 1) [15]. Across 36 trials with at least 6 months followup the bupropion group was 1.7 times more likely to have quit than the placebo treated group (risk ratio
[RR] 1.69 (95% CI 1.53 to 1.85) [15]. Bupropion has also been used in combination with nicotine patches
though a significant benefit has not yet been confirmed [15]. A systematic review of extended treatment for
smoking cessation included 5 studies with bupropion though these failed to detect a significant effect (risk
ratio 1.17; 95% CI 0.99–1.39) [16]. Side effects of bupropion include insomnia (30–42%), headache (26%),
and dry mouth (10.7%), convulsions and suicidal ideation. Insomnia may be addressed by taking the
evening dose more than 4 h before bedtime. The drug is contraindicated in patients with a history of
seizures or suicide ideation, a history of head trauma, heavy alcohol use or anorexia. There were 75 cases of s

12 weeks

Adherence rates for completers who received varenicline, bupropion, and placebo groups, respectively,
were 99.3%, 98.8%, and 99.2%. There was a positive correlation between adherence to treatment and
tobacco abstinence in all treatment groups. Treatment effect sizes (odds ratios) for active therapy compared
with placebo were similar whether considering all subjects or only the completer subset

This work was supported by Pfizer Inc., which was
the sponsor and funding source for both clinical trials
reported here

the CONCERNS B group had higher rates of abstinence (34.0%) and longer time to relapse than did those
in the STANDARD B (21%; P=.05) or CONCERNS P (11.5%; P=.005) groups at 6 months, although rates
of prolonged abstinence in the CONCERNS B and STANDARD B groups did not differ significantly at 12
months. Abstinence rates and duration did not differ in the STANDARD B group (21% and 19%) compared
with theSTANDARD P group (10% and 7%) at 6 and 12 months, respectively. There were no differences
among abstinent women in postcessation weight gain or weight concerns, althoughSTANDARD B
produced greater decreases in nicotine withdrawal and depressive symptoms than did STANDARD P.

National Institute on Drug Abuse GlaxoSmithKline
provided bupropion hydrochloride SR, 150 mg, and
matching placebo oral administration free of charge.

varenicline [692], bupropion
sustained release [669], or
placebo [684])

12 months
randomized to 1 of 2
adjunctive counseling
components: CONCERNS or
STANDARD (standard
cessation treatment with
added discussion of smoking
topics but no specific weight
focus), and 1 of 2 medication
conditions: bupropion
hydrochloride sustained
release (B) or placebo (P) for
6 months.

19-week course

Outcome and effect size

A secondary analysis of
pooled data of successful
quitters treated with
varenicline (306 of 696),
bupropion (199 of 671) and
placebo (121 of 685) from
two identicallydesigned
clinical trials of varenicline
versus bupropion sustainedrelease and placebo

bupropion SR combined with
brief counseling (group A),
bupropion SR combined with
NSGS (group B), bupropion
SR combined with CBGT
(group C), or CBGT as the
only approach (group D).

12 months

Comments

Continuous abstinence rates at the end of therapy were 53.2% for group A, 62.9% for group B, 50.0% for
group C, and 22.2% (p<0.05) for group D. Sustained abstinence rates in 12 months were 29.6%, 28.1%,
34.3% and 19.4% (p>0.05), respectively.
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All pharmacotherapies differed from placebo when examined without protection for multiple comparisons
(odds ratios, 1.63-2.34). With such protection, only the nicotine patch plus nicotine lozenge (odds ratio,
2.34, P .001) produced significantly higher abstinence rates at 6-month postquit than did placebo. The
ORs at 6 months postquit were 1.63 for bupropion, 1.76 for lozenges, 1.83 for the patch, 1.74 for bupropion
plus lozenge, and 2.34 for patch plus lozenge.

University of Wisconsin–Madison and was supported
by grant P50 DA019706 from the National Institute on
Drug Abuse and by grant M01 RR03186 from the
General Clinical Research Centers Program of the
National Center for Research Resources. Dr Piper
was supported by an Institutional Clinical and
Translational Science Award, University of
Wisconsin–Madison (KL2 grant 1KL2RR025012-01).
Medication was provided to patients at no cost under
a research agreement with GlaxoSmithKline.

Bupropion for 7−12 weeks is more effective than placebo when combined with moderate behavioral support
(weekly clinic visits during the first 7 weeks and follow-up) with a 1-year sustained quit rate of 18 −25% for
bupropion and 10% for placebo [35,36]. A Cochrane meta-analysis of 16 studies found an odds ratio of 1.97
(95% CI: 1.7 −2.3) for 1-year success rate for active versus placebo therapy and this is in accordance with
the success rates found in many studies with NRT with support in the same range as in the above studies
[33]. Thus, bupropion and NRT seem to be equally effective for smoking cessation. Although bupropion
when used for 1 year prolongs time to relapse, the difference in continuous abstinence rate was not
significant from week 36 through to month 24

Editorial support for the preparation of this
manuscript was provided by GK Pharma- Comm Ltd;
funding was provided by Pfizer.

max 26 weeks

the study found that the adverse event rate was low and that 55% of participants (6 of 11) receiving
bupropion were abstinent throughout the trial, where as only 18% (2 of 11) of those receiving placebo
maintained abstinence (intention-totreat analysis: p = .006; OR = 3.0, 95% CI = 0.49-18.25). The 7-day
point prevalence abstinence rates at the end of the six-week active treatment were 16.9% of participants on
300 mg of bupropion, 10.3% for 150 mg and 6.7% for placebo. These analyses only included study
completers. These were confirmed by salivary cotinine levels below 50 ng/ml. By Week 26 follow-up, these
7-day point prevalence differences had disappeared, with 10.8% abstinent on the 300mg dose, 3% on the
150 mg dose and 10% abstinent on placebo At week 10 (end of treatment), 28% of the NRT plus placebo
group and 23% of the NRT plus bupropion group achieved 7-day point prevalence abstinence as confirmed
by CO levels below 9 ppm (OR [NRT + placebo as reference group] = 0.84, 95% CI = 0.46-1.53); at Week
26, these rates dropped to 7% and 8%, respectively, as confirmed by salivary cotinine below 20 ng/ml (OR
[NRT + placebo as reference group] = 1.05, 95% CI = 0.38-2.90).

National Institutes of Health (DA07238, DA14037,
DA15131, DA17804, DA17805, MH62464 and
MH68391), and the Sarah M. and Charles E. Seay
Endowed Chair in Child Psychiatry at UT
Southwestern Medical Center.

12 months

Bupropion and/or CBT did not affect the observed decreases in positive affect and increases in negative
affect prior to cessation. However, on quit day, observed levels of negative affect and urges to smoke were
diminished signifi cantly among individuals receiving bupropion. Decreases in positive affect prior to quitting,
lower levels of positive affect, and increased levels of negative affect and urges to smoke on quit day were
each related to higher risk of smoking lapse. Depression proneness was an independent predictor of lower
positive affect and higher negative affect but did not moderate the effects of bupropion on outcomes. In
mediational analyses, the effect of bupropion was accounted for in part by lower negative affect and urges
to smoke on quit day.

National Institutes of Health

Intention-to-treat analysis revealed Russell standard 12-month continuous abstinence rates of 39.1% in the
psychotherapy group versus 12.3% in the bupropion SR group ( P< 0.001) with a relative benefit (RB) of
3.16 (2.38–4.26).Completeranalysisrevealed12-monthcontinuousabstinenceratesof
39.9%inthepsychotherapygroup versus 22.5% in the bupropion group [ P< 0.001; RB 1.78 (1.35–2.34)]. Of
note, bupropion abstinence rates were comparabletopreviousmedications/placeboonlycomparisonsingeographicallydifferentsamples.

overnmental Styrian Regional Health Care System
(Steiermaerkische Gebietskrankenkasse, STGKK).
Urine cotinine analysis
wassupportedinpartbytheAustrianScienceFund(

The cost-effectiveness of an
extended course (12+12 weeks) of
varenicline compared with other
available smoking cessation
strategies in the United States: an
extension and update to the
BENESCO model.

Ia

metaanalysis

high

12+12weeks of pharmakotherapy

bupropion, vareniclinie,
placepo

19884613

Piper, Megan E, ME

A randomized placebo-controlled
clinical trial of 5 smoking cessation
pharmacotherapies.

Ib

RCT

high

Participants had study visits on their quit day and at 1, 2, 4, and 8
weeks postquitIn addition, all participants received 6 individual
counseling sessions Sessions lasted 10 to 20 minutes and occurred
during 7 weeks with the first 2 counseling sessions occurring prior to
quitting and the subsequent 5 occurring on the quit date or thereafter

Participants were randomized 6 months
to 1 of 6 treatment
conditions: nicotine lozenge,
nicotine patch, sustainedrelease bupropion, nicotine
patch plus nicotine lozenge,
bupropion plus nicotine
lozenge, or placebo.

19735853

Tønnesen, Philip, P

Smoking cessation: How compelling
is the evidence? A review.

V

review
(narrative)

low

19630713

Schepis, Ty S, TS

Smoking cessation for adolescents:
a review of pharmacological and
psychosocial treatments.

Ia

systematic
review

medium

4 studies on
burpopione
(more in
several other
treatment
entities

>200

Bupropion allone and vs Pacebo and in combination with NRT

19574407

Strong, David R, DR

Impact of bupropion and cognitivebehavioral treatment for depression
on positive affect, negative affect,
and urges to smoke during
cessation treatment.

Ib

RCT

medium

524 smokers
recruited via
newspaper,
radio, and
television
advertisements

healthy smoker, no medication Exclusion
criteria were (a) current Axis I disorder
according to the Diagnostic and Statistical
Manual of Mental Disorders , fourth edition
( DSM-IV

Six sessions occurred twice weekly for 3 weeks before the scheduled
quit day (s1 – s6), two sessions occurred during the week of quit day
(s7 and s8), followed by two sessions weekly for 2 weeks (s9 and s10),
one session 2 weeks later (s11), and then a fi nal session 4 weeks later
(s12), for a total of 12 weeks

randomized to receive
bupropion versus placebo
and CBT versus standard
smoking cessation CBT

19469746

Zernig, Gerald, G

A randomized trial of short
psychotherapy versus sustainedrelease bupropion for smoking
cessation.

Ib

RCT

high

N=779

healthy smokers in private practice terated

PDM®is a manual-based short psychotherapeutic intervention that was
developed according to psychodynamictheorybutisadministeredandmonitoredinacog-nitive behavioural
setting It consists of very brief psychoeducation and supervised training
in autosugges-tion techniques (guided imageries) that are administered
during a single 1.5-day programme (day 1, 0900–2000 hours; day 2,
0900–1300 hours) Participants of either group were contacted by
telephone to schedule follow-up assessments in the study physician’s
office at theendof months3,6and12,andhadtopresentforthe appointment
within 36 hours of the telephone call in order to facilitate the detection of
any smoking.

12 months
psycho-dynamic model
(PDM) training to an active
control condition of sustainedrelease bupropio

19349629

Ellerbeck, Edward F, EF

Effect of varying levels of disease
management on smoking cessation:
a randomized trial.

Ib

RCT

high

N0 750

Pharmacotherapy alone ( n 250), pharmacotherapy supplemented with
up to 2 counseling calls (moderate-intensity disease management) ( n
249), or pharmacotherapy supple-mented with up to 6 counseling calls
(high-intensity disease man-agement) ( n 251). Interventions were
offered every 6 months for 2 years. All participants were offered free
pharmacotherapy. Moderate-intensity and high-intensity disease
management recipi-ents had postcounseling progress reports faxed to
their physicians.

Funding
Financial support from Pfizer, Inc

Knight, Chris, C

One thousand 1504
five hundred
four adults who
smoked at
least 10
cigarettes per
day

Outcome and effect size
The updated 1-year abstinence estimates derived from the mixed treatment comparison were, for 12 + 12
weeks of varenicline, 12 weeks of varenicline, 12 weeks of bupropion, and 12 weeks of placebo,
respectively: 27.7%, 22.9%, 15.9%, and 9.3%. The average cost of the course of 12 + 12 weeks of
varenicline was estimated at $603.89, based on a 12-week course followed by a further 12 weeks for
successful quitters.

19912599

12 Months

24 months

Comments

Pharmacotherapy utilization was similar across treatment groups, with 473 of 741 (63.8%), 302 of 739
National Cancer Institute.
(40.9%), 175 of 732 (23.9%), and 179 of 726 (24.7%) participants requesting pharmaco-therapy during the
first, second, third, and fourth 6-month treat-ment cycles, respectively. Of participants who saw a physician
during any given treatment cycle, 37.5% to 59.5% reported that they had discussed smoking cessation with
their physician; this did not differ across the treatment groups. Abstinence rates increased throughout the
study, and overall (0 to 24 months) analyses dem-onstrated higher abstinence among the high-intensity
disease man-agement group than the moderate-intensity disease management group (odds ratio [OR], 1.43
[95% CI, 1.00 to 2.03]) and among the combined disease management groups than the pharmaco-therapyalone group (OR, 1.47 [CI, 1.08 to 2.00]). Self-reported abstinence at 24 months was 68 of 244 (27.9%)
and 56 of 238 (23.5%) participants in the high- and moderate-intensity disease management groups,
respectively (OR, 1.33 [CI, 0.88 to 2.02]), and 56 of 244 (23.0%) participants in the pharmacotherapy-alone gro
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19339135

Gariti, Peter, P

Comparing smoking treatment
programs for lighter smokers with
and without a history of heavier
smoking.

IIb

RCT

medium

N=260

19160228

Hajek, Peter, P

Relapse prevention interventions for
smoking cessation.

Ia

Metaanalysis

N>600
5 RCT on
Bupropion
(more on
other
treatment
interventions
)

19011435

Evins, A Eden, AE

A controlled trial of bupropion added
to nicotine patch and behavioral
therapy for smoking cessation in
adults with unipolar depressive
disorders.

IIb

RCT

Medium

18625823

Schmelzle, Jason, J

Update on pharmacologic and
nonpharmacologic therapies for
smoking cessation.

Ia

review

low

18612883

Mooney, Marc E, ME

Preliminary study of buprenorphine
and bupropion for opioid-dependent
smokers.

IIb

RCT

medium

n=40

18595418

Sherman, Scott E, SE

Comparing the tolerability and
effectiveness of two treatment
regimens in a smoking clinic.

IIb

RCT

medium

n=227

n=199

Patient characteristics

Intervention

Comparison

Length of follow-Up

Outcome and effect size

Funding

Participants were randomized 52 weeks
to receive one of two levels of
counseling intensity in
combination with one of two
pharmacotherapies.

). Both counseling groups had similar treatment completion rates (i.e., defined by a combination of
counseling attendance and medication adherence levels). There was a main treatment effect for abstinence
favoring the high counseling condition in early follow-up (week 12) and for continuous abstinence.
Participants with a history of heavier smoking (• 20 cpd) and African American smokers were least likely to
be smoke free at the end of the study.

The National Institute on Drug Abuse supported this
project (

Cessation at least 6m after end of therapy,
& at least 12m after quit date in patts
hospitalized patients

Bupropion vs placebo

12 months

Pooling of five studies of extended treatment with bupropion failed to dete ct a significant effect (risk ratio
1.17; 95% confidence interval 0.99 t o 1.39).

University of Oxford, Department of Primary Health
Care, UK .•National School for Health Research
School for Primary Care Res earch, UK.•Queen
Mary’s School of Medicine and Dentistry, UK.

smokers with unipolar depressive disorder added to transdermal nicotine replacement therapy (NRT) and group
(UDD). Adult smokers with current (n = 90) cognitive behavioral therapy (CBT)
or past (n = 109) UDD

bupropion or placebo

13 weeks

n the primary analysis, with dropouts considered smokers, 36% (35/97) of those on bupropion and 31%
(32/102) on placebo attained biochemically validated 7-day point preva-lence abstinence at end of
treatment (not significant). Because of a high dropout rate (50%) and a significant difference in abstinence
status at dropout by treatment group, a traditional intent-to-treat analysis with last observation carried
forward imputation of absti-nence status was performed. In this secondary analysis, 56% (54/97) of those
on bupropion and 41% (42/102) on placebo met criteria for abstinence at end of trial, W 2 = 4.18, P = 0.04.
Nicotine replacement therapy usage and absence of a comorbid anxiety disorder predicted abstinence.
Abstinence was associated with increased depressive symptoms, regardless of bupropion treatment. Thus,
in the primary analysis, bupropion neither increased the efficacy of intensive group CBT and NRT for
smoking cessation in smokers with UDD nor prevented abstinence-associated depressive symptoms.

6–15 cigarettes per day

The medication treatment period was 9 weeks with a target quit date set
for day 8 in each condition. The four treatment conditions were: 1). a
transdermal nicotine condition consisting of nicotine patch detoxification
for 8 weeks plus 9 weeks of placebo bupropion combined with 10 weeks
of 10–15 minute sessions of individualized, manually-driven psychoeducational counseling (Patch-High C); n= 65); 2). a transdermal
nicotine condition consisting of nicotine patch detoxification for 8 weeks
plus 9 weeks of placebo bupropion combined with four 5–10 minute
visits of manually-driven medication management counseling sessions
(Patch-Low C; n = 62); 3). a bupropion condition consisting of sustainedrelease bupropion for 9 weeks plus 8 weeks of placebo patch combined
with 10 weeks of 10–Gariti et al. Page 3 J Subst Abuse Treat . Author
manuscript; available in PMC 2010 October 1. NIH-PA Author
Manuscript NIH-PA Author Manuscript NIH-PA Author Manuscript 15
minute sessions of individualized, manually-driven psycho-educational
counseling (Bup.-High C; n= 63); and 4). a bupropion condition consisting

In a systematic review and meta-analysis of 31 bupropion trials in which bupropion was the sole agent used
for cessation (compared with placebo or no phar - macotherapy), with 6 months follow-up or longer, the
reviewers found the likelihood of cessation almost dou - bled with bupropion therapy ( Table 1 8,10,11 ). 10
Additional treatment with bupropion after cessation did not provide significant long-term advantage.
Bupropion alone or in combination with the nicotine patch has been found to significantly increase long-term
cessation rates com - pared with the patch alone ( P< .001). The greater absti - nence rate with
combination therapy compared with bupropion alone, however, was not statistically signifi - cant. 15

unded by RT Communications Inc

10 weeks

Significantdifferencesintreatmentretentionwere observed (BUPRE + BUPRO, 58%; BUPRE + PBO, 90%).
BUPRO treatment was not more effective than placebo for abstinence from tobacco, opioids, or cocaine in
BUPRE- stabilized patients.

National Institute on Drug Abuse, Bethesda, Md. (Dr.
Kosten) and the VA New England MIRECC. Reckitt
Benckiser provided an unrestricted grant of
buprenorphine for this study.

6 months

Abstinenc e rate s a t 2 month s wer e 26 % fo r th e bupropio n grou p an d 37 % fo r th e combinatio n
therap y grou p [p ^ 0.1) , an d a t 6 month s wer e 42'?' ( versu s 35% , respectivel y (/> ^ 0.4) .

Calirnrni u Tobucco-Relate d Di.seas e Re.searc h
Progra m< 8RT-()068 ) an d h y Ih e V A Healt h
Service s Researc h an d Developmen t Cente r o f
Fixceilenc e fo r th e Stud y o f Heall h Car e Provide
r Behavio r (

1 metaanalyse on buprpion

bupropion vs placebo
40 opioid-dependent smokers stabilized on The study involved a one-week dose run-up of buprenorphine and
buprenorphine (BUPRE, 24 mg/day)
bupropion (or placebo), followed by a 10-week treatment period. Each
participant was given a quit date beginning approximately one week
after the bupropion treatment was started. Participants received
counseling (one hour/week) that emphasized motivational enhancement
and skills training for relapse prevention and contingency manage- ment
to help them to quit tobacco, illicit opioids, and cocaine. Each
participant received US $5.00 for being abstinent from tobacco (CO
result< 10 ppm), illicit opiates (< 200 ng/mL for opioids), and cocaine
use (< 300 ng/mL for benzoylecognine) for a maximum of US $15.00 per
week (US $150.00 total possible).

Smoking Cessation Clinic (SCC) sec' " participant s attende d a n initia l
1 -hou r discussio n abou t quittin g smokin g an d th e availabl e
therapies , followe d b y si x visit s ove r 8 weeks . A t eac h visit ,
patient s receive d individua l counselin g i n a grou p setting , firs t fro
m a healt h educato r an d the n a clinica l pharmacist ; staf f recorde d
sid e effects , change s i n medication , carbo n monoxid e breat h leve l
(t o asses s ab - stinence) , an d th e numbe r o f cigarette s smoked . A
patien t wit h a hig h carbo n monoxid e readin g woul d b e give n a
warning ; i f h e o r sh e wer e stil l smokin g a t th e nex t visit , th e
patien t woul d b e droppe d fro m th e clitiic

bupropio n versti s bupropio
n plu s nicotin e patc h

Comments
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18593715

Conti, David V, DV

Nicotinic acetylcholine receptor
beta2 subunit gene implicated in a
systems-based candidate gene
study of smoking cessation.

IIb

RCT

medium

1295 single
nucleotide
polymorphisms
(SNPs) in 58
genes

pupropion vs placebo

6 months

An SNP (rs2072661) in the 3 0 UTR region of the b 2 nicotinic acetylcholine receptor subunit ( CHRNB2 )
has an impact on abstinence rates at the end of treatment (adjusted P 5 0.01) and after a 6-month follow-up
period (adjusted P 5 0.0002). This latter P-value is also significant with adjustment for the number of genes
tested. Independent of treatment at 6-month follow-up, individuals carrying the minor allele have
substantially decreased the odds of quitting (OR 5 0.31; 95% CI 0.18–0.55). Effect of estimates indicate
that the treatment is more effect ive for individuals with the wild-type (OR 5 2.14, 95% CI 1.20–3.81)
compared with individuals carrying the minor allele (OR 5 0.83, 95% CI 0.32–2.19), although this differ-ence
is only suggestive ( P 5 0.10). Furthermore, this SNP demonstrated a role in the time to relapse ( P 5
0.0002) and an impact on withdrawal symptoms at target quit date (TQD) ( P 5 0.0009).

National Institute on Drug Abuse (U01 DA020830).
Funding for the clinical trial was provided by
NCI/NIDA P5084718 and NCI RO163562

18519826

Uhl, George R, GR

Molecular genetics of successful
smoking cessation: convergent
genome-wide association study
results.

IIIb

FAll-Kontroll

low

~300 aus 3
RCT

Pubropion, NRT, Placebo

24 wochen

Quit-success genes, re-producibly identified by clustered nominally positive single-nucleotide
polymorphisms (SNPs) in more than 2 independent samples with significant P values based
onMonteCarlosimulationtrials.TheNRT-selectivegenes were nominated by clustered SNPs that display much
larger t values for NRT vs placebo comparisons. The bu-propion-selective genes were nominated by
bupropion-selective results. Results : Variants in quit-success genes are likely to al-ter cell adhesion,
enzymatic, transcriptional, structural, and DNA, RNA, and/or protein-handling functions. Quit-success
genes are identified by clustered nominally posi-tive SNPs from more than 2 samples and are unlikely to
represent chance observations (Monte Carlo P .0003). These genes display modest overlap with genes
identi-fied in GWA studies of dependence on addictive sub-stances and memory

This study was supported by the National Institutes
of Health (NIH)–Intramural Research Pro-gram,
National Institute on Drug Abuse, Department of
Health and Social Services

18489015

Acheson, Ashley, A

IIb
Bupropion improves attention but
does not affect impulsive behavior in
healthy young adults.

RCT

low

n=22

bupropion (150 or 300 mg),
or d-amphetamine (20 mg)

90 minutes

Bupropion (150 mg) decreased lapses in attention on the SRT, but did not affect performance on the stop
task, DPD, or BART. Amphetamine decreased lapses in attention and speeded sensory motor processing
time on the SRT but did not significantly affect responding on the stop task or DPD. On the BART, damphetamine tended to decrease risk taking in men but increased risk taking in women. Bupropion (300
mg) and d-amphetamine increased ratings of arousal.

no smoking cessation retalted outcome, but
attenion and reaction time related 1.5 hrs after
medication omit?

18443171

Breitling, L P, LP

High effectiveness of short treatment IV
with bupropion for smoking
cessation in general care.

low
RCT but
reported are a
case series only

n=577

bupropione without
comparision

12 months

76 participants (13%) reported having used bupropion (Zyban) during the 1 year study period. Consistent
with expec-tations from clinical trials, 2 cotinine con-firmed point prevalence of abstinence after 1 year in
subjects who had taken bupropion was 26% (20/76). However, we observed that the majority of treated
patients reported intake durations clearly below the recommendations. In particular, 25 (33%) and 34 (45%)
reported having taken bupro-pion for only 1–2 and 3–4 weeks, respec-tively.

a report on intace duration of bupropione of the
Twardella study Twardella D, Brenner H. Effects
of practitioner education, practitioner payment
and reimbursement of patients’ drug costs on
smoking cessation in primary care: a cluster
randomised trial. Tob Control 2007; 16 :15–21

18442352

Ebbert, Jon O, JO

Predictors of smokeless tobacco
abstinence.

IIb

RCT

medium

N=225

12 months

End-of-treatment and one-year abstinence rates were not found to differ significantly between bupropion SR
and placebo [53.1% vs 46.4% at end of medication, 35.4% vs 36.6% at one year). Older age was
associated with increased tobacco abstinence in both placebo and bupropion SR groups at end of
treatment and one year. Abstinence was lower at one year for subjects with a history of major depression.
At end of treatment, a 2-way interaction was detected suggesting bupropion SR may be efficacious for
subjects with other household tobacco users.

National Cancer Institute

18441375

Aveyard, Paul, P

Nortriptyline plus nicotine
replacement versus placebo plus
nicotine replacement for smoking
cessation: pragmatic randomised
controlled trial.

IIb

RCT

high

N=901

12 months
ortriptylineplusnicotine
replacement therapy
compared with placebo plus
nicotine replacement therapy f

72of445(16%)peopleusingnortriptylineand55 of 456 (12%) using placebo achieved prolonged abstinence at
six months (relative risk 1.34, 95% confidence interval 0.97 to 1.86). At 12 months the corresponding values
were 49 (11%) for nortriptyline and 40 (9%) for placebo (1.26, 0.84 to 1.87). 337 (79%) people in the
nortriptyline arm and 325 (75%) in the placebo arm were taking combination treatment on quit
day,median75mgperdayinbothgroups.Morepeoplein the nortriptyline arm than in the placebo arm took lower
doses. The nortriptyline arm had noticeably higher severity ratings for dry mouth and constipation than the
placebo arm, with slightly higher ratings for sweating and
feelingshaky.Bothgroupshadsimilarurgestosmoke,but nortriptyline reduced depression and anxiety. Overall,
withdrawal symptom scores did not differ.

Cancer Research UK and NHS Support for Science.
These are the views of the authors and not
necessarily the funders. PA is funded by the National
Institute for Health Research. King Pharmaceuticals
donated nortriptyline for the stud

18418793

McCarthy, Danielle E, DE

A randomized controlled clinical trial
of bupropion SR and individual
smoking cessation counseling.

Ib

RCT

high

N=463

Bupropion vs placebo
counselling vs gen support

12 months

Intent-to-treat analyses indicated that bupropion SR increased abstinence rates at the end of treatment,
relative to the placebo medication conditions, for both biochemically confirmed 7-day point-prevalence
abstinence ( OR 5 1.97, 95% CI 1.04–3.72) and self-reported prolonged abstinence ( OR 5 2.90, 95% CI
1.66–5.06). Bupropion SR treatment also improved latency to lapse and relapse and improved the latency
between lapse and relapse in survival analyses. Medication effects were more modest for both 12-month
point-prevalence abstinence ( OR 5 1.47, 95% CI 0.74–2.92) and prolonged abstinence ( OR 5 1.34, 95%
CI 0.66–2.72). Counseling was not associated with increases in the likelihood of abstinence at any time
point (odds ratios ranged from 0.80 to 1.16 across abstinence outcomes in the full intent-to-treat sample).
Counseling and medication did not significantly interact at any time point, and adding counseling did not
improve end-of-treatment point-prevalence abstinence ( OR 5 1.17, 95% CI 0.68–2.03) or prolonged
abstinence ( OR 5 1.26, 95% CI 0.75–2.12) substantially when offered in conjunction with active medication.

Transdisciplinary Tobacco Use Research Center
grants P50CA084724 from the National Cancer
Institute and P50DA19706 from the National Institute
on Drug Abuse.

18388868

Patterson, F, F

IIIb
Toward personalized therapy for
smoking cessation: a randomized
placebo-controlled trial of bupropion.

RCT but
reported are a
case series
onlyreported is
a case controll
des.

low

N = 414)

bupropion vs placebo

6 months

At the end of the 10-week treatment phase, slow metabolizers (1st NMR quartile) had equivalent quit rates
with placebo or bupropion (32%). Fast metabolizers (4th NMR quartile) had low quit rates with placebo
(10%), and these were enhanced significantly by bupropion (34%). Smokers in the 2nd quartile (placebo:
25%, bupropion: 30%) and the 3rd quartile (placebo: 20%, bupropion: 30%) did not benefit significantly from
bupropion. At the 6-month follow-up, the relationship between the NMR and quitting remained similar, but
was no longer statistically significant.

No funding was received from GlaxoSmithKline,
Nicogen, or Kraft foods for this study. The other
authors have no potential conflicts to report

18084743

West, Robert, R

Effect of varenicline and bupropion
SR on craving, nicotine withdrawal
symptoms, and rewarding effects of
smoking during a quit attempt.

Metaanylyse

high

92 varenicline,
669 bupropion
SR and 684
placebo

bupropion, varenicline vs.
placebo

52 weeks

In abstinent and non-abstinent participants combined, varenicline reduced craving more than bupropion ( p<
0.01) and placebo ( p< .001); the effect did not differ by whether or not subjects were abstinent; bupropion
reduced craving more than placebo ( p< 0.001). Among abstinent participants, both varenicline and
bupropion reduced negative affect more than those receiving placebo ( p< 0.005). Neither active drug
reduced restlessness, insomnia or appetite vs placebo. Varenicline reduced ratings of satisfaction and
psychological reward after the first cigarette smoked after the TQD vs bupropion ( p< 0.005) and placebo (
p< 0.001); bupropion also reduced these more than placebo ( p< 0.05)

Both clinical trials were funded by Pfizer
(ClinicalTrials.gov Identifiers: NCT00141206 and
NCT00143364). Editorial support was provided by
Abegale Templar, Ph.D. at Envision Pharma and
funded by Pfizer.

Ia

healthy young aduld , 11 smoker

smokeless tobacco users

For the behavioral intervention, we used a manual designed specifically bupropion vs placebo
for ST users used in a previous pilot study. 21 At each visit, a study
assistant discussed a different topic from the manual for 5 to 10 minutes
with the subject. Sixteen counseling sessions were provided during the
52-week study, 2 of which were conducted by phone at weeks 16 and 20

Enrolled smokers were randomly assigned to receive either active or
placebo bupropion SR with either eight sessions of brief (10-min)
individual cessation counseling or a control condition involving medication management and assessment only with no counseling. The study
used a two (active drug vs. placebo) 6 two (counseling vs. no
counseling) factor- ial design

pretreatment phenotypic marker of nicotine
metabolism rate pretreatment NMR, based
on the ratio of 3 ′-hydroxycotinine/ cotinine
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Ranney, Leah, L

Tobacco use: prevention, cessation,
and control.

Ia

systematic
review

moderate

17763111

Piper, Megan E, ME

Efficacy of bupropion alone and in
combination with nicotine gum.

Ib

RCT

high

N=608

After the Baseline Session, participants attended one session per week
for four weeks and then two more sessions every other week. They
received brief counseling at both the Quit Day Session and the first postquit session (in addition to the Baseline Session) for a total of three 10minute counseling sessions over three weeks.

active bupropion and active 4- 12 months
mg gum (AA, n = 228), active
bupropion and placebo gum
(AP, n = 224), or placebo
bupropion and placebo gum
(PP, n = 156)

Relative to the PP group, the AA and AP groups were each significantly more likely to be abstinent at one
week, end of treatment and six months, but not twelve months post-quit. After the first week post-quit there
were no differences in abstinence rates between the AA and AP groups. There were no significant individual
difference variables that moderated outcome beyond one week post-quit

NIH Grants

17654295

David, Sean P, SP

Pharmacogenetic clinical trial of
sustained-release bupropion for
smoking cessation.

Ib

RCT

medium

N =291

genotyped for the dopamine D2 receptor (DRD2-Taq1A), dopamine
transporter ( SLC6A3 3 ′ VNTR), and cytochrome P450 2B6 ( CYP2B6
1459 C → T) polymorphisms.

bupropion vs placebo

12 months

We found a significant DRD2 × bupropion interaction ( B =1.49, SE =0.59, p =.012) and a three-way DRD2
× bupropion × craving interaction on 6-month smoking cessation outcomes ( B = −0.45, SE =0.22, p =.038),
such that smokers with the A2/A2 genotype demonstrated the greatest craving reduction and the highest
abstinence rates with bupropion. Furthermore, there was a significant DRD2 × CYP2B6 interaction ( B
=1.43, SE =0.56, p =.01), such that individuals with the DRD2-Taq1 A2/A2 genotype demonstrated a higher
odds of abstinence only if they possessed the CYP2B6 1459 T/T or C/T genotype.

U.S. Public Health Service grants HL32318,
DA08511, CA84719, and DA14276-03 and by
GlaxoSmithKline, Inc.

17558827

Schmitz, Joy M, JM

Bupropion and cognitive-behavioral
therapy for smoking cessation in
women.

Ib

RCT

medium

154

Psychological interventions were delivered in 60-min weekly group
sessions

medication (bupropion 300
mg/day vs. placebo) and
psychotherapy (cognitivebehavioral therapy [CBT] vs.
supportive therapy [ST]

12 Months

Higher abstinence rates at EOT and 3-, 6-, 9-, and 12-month follow-ups were observed when bupropion was
delivered concurrently with CBT (44%, 24%, 30%, 23%, 17%) rather than with ST (18%, 1%, 8%, 5%, 2%).
The bupropion-CBT combination, however, was not clearly superior to placebo, regardless of therapy
assignment. Higher rates of medication compliance were positively predictive of abstinence, and this effect
was most evident in the placebo condition

National Institute on Drug Abuse grant DA08888.
GlaxoSmithKline provided the bupropion

17290726

Croghan, Ivana T, IT

Randomized comparison of a
nicotine inhaler and bupropion for
smoking cessation and relapse
prevention.

Ib

RCT

high

A total of 1700
smokers were
randomized to
treatment
(phase 1) for 3
months. For
the phase 2
trial, 405
smokingabstinent
participants
were
randomized to
relapse
prevention for
9 additional
months, and
432 smokers
were
randomized to
re-treatment
for an
additional 3
months.

otine in- haler, bupropion, or
3 months, smoking- abstinent study participants were randomized to
their initial medi- cations or placebo. Participants who were smoking at 3 both
months were randomized to an alternative treatment regimen or placebo.

12 Months

At the end of the initial 3 months of treatment (phase 1), 82 (14%) of 566, 145 (26%) of 567, and 194 (34%)
of 567 study participants receiving a nicotine inhaler, bupropion, or both, re- spectively, were abstinent from
smoking. Of the 405 smoking- abstinent participants at the end of 3 months, the bupropion group had more
smokers than the placebo group (mean No. of smokers, 1.5 vs 1.1; P< .001), and the nicotine inhaler group
had higher smoking abstinence rates at 12 months than the placebo group. Those receiving combination
therapy had reduced rates of relapse to smoking for the first 3 months of relapse prevention, but this
difference disappeared after the initial 3 months. Of the 432 study participants who were smoking at the end
of 3 months and who received an alternative treatment regimen, the 223 smokers initially assigned to a
nicotine inhaler were more likely to stop smoking at 6 months if they were re-treated with bupropion instead
of placebo (8 [7%] of 111 vs 0 [0%] of 112; P =.003), and the 209 smokers initially treated with bupropion
and re-treated with a nicotine inhaler did not have significantly higher smoking abstinence rates (6 [6%] of 104

17253443

Hughes, J R, JR

Antidepressants for smoking
cessation.

Ia

metaanylse

high

>9000
Subjects in
Bupropion
trials 300 in
nortiptyline
trials

women

We identified studies evaluating the efficacy of self-help strategies, counseling, single pharmaceuticals,
combination pharmacothera py, and pharmacotherapy combined with psychological counseling. Studies in
our review of strategies to improve success of quit attempts were consistent with previous reviews in fi
nding that self-help strategies alone are not efficacious and that the use of counseling, pharmaco therapies
either alone or in combination, or pharmacotherapies combined with psychologi cal counseling increases
the likelihood of successful quitting.

bupropion, norttripilyne,
6 and 12 months
SSRI, Venlafyxine vs. placebo

Comments
could be used a additional source giudeline?

17764211

There were 49 tr ials of bupropion and nine trials of nortriptyline. When used as th e sole pharmacotherapy, National Institute on Drug Abuse (NIDA), USA.•NHS
bupropion (36 trials, N = 11,140, risk ratio [RR] 1.69; 95% confidence interval [CI] 1.53 to 1.85) and nortript
Research and Development Programme, UK
yline (six trials, N = 975, RR 2.03; 95% CI 1.48 to 2.78) both significantly increased long term cessation.
There is insufficie nt evidence that adding bupropion (6 trials, N = 1,106, RR 1.23; 95% CI 0.67 to 2.26) or
nortriptyline (3 trials, N = 1,219, RR 1.29; 95% CI 0.97 to 1.72) to nicotine replacement therapy provides a
n additional long-term benefit. From the available data buprop ion and nortriptyline appear to be equally
effective and of si milar efficacy to nicotine replacement therapy. Pooling three trials compari ng bupropion
to varenicline showed lower quitting with bupro pion (N = 1,622, RR 0.66, 95% CI 0.53 to 0.82). There is a
risk of about 1 i n 1000 of seizures associated with bupropion use. Bupropion has been associated with
suicide risk, but whether this is causa l is unclear. Nortriptyline has the potential for serious sid e-effects,
but none have been seen in the few small trials for smoking cessati on. There was no evidence of a significant
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12 studies evaluating bupropion versus
placebo

nrt, varenicline, bupropione
vs placebo

12 months

Bupropion trials were superior to controls at 1 year (12 RCTs, OR1.56, 95% CI, 1.10–2.21, P = 0.01) and at
3 months (OR 2.13, 95% CI, 1.72–2.64). Two RCTs evaluated the superiority of bupropion versus NRT at 1
ye ar (OR 1.14, 95% CI, 0.20–6.42).

fizer Global Solutions and the Canadian Institutes of
Health Research

Five candidate genes [ DRD2 Taq1
(rs1800497), DRD2–141 (rs1799732),
C957T (rs6277), COMT (rs4818), and
SLC6A3 ] were genotyped.

bupropion vs placebo

12 months

A self-reported average weight gain after 12 months of 1.1 6.0 kg (mean standard deviation) in the
bupropion group and 1.8 4.8 kg in the placebo group was noted. For subjects with biochemically confirmed
abstinence from smoking, the HL genotype (alleles coding Val at codon 108 are denoted as H , and those
coding Met are denoted as L )atthe COMT locus and A1A1 genotype at the DRD2 Taq1 locus were
associated with less weight gain at the end of treatment. The TC genotype at the C957T locus was
associated with in-creased weight gain at 6 months of follow-up. However, no polymorphisms or their
interactions with bupropion consis-tently and significantly predicted baseline BMI or weight change during
treatment for all study subjects.

NIH Grants

During the 12-week drug treatment phase, participants at- tended
weekly clinic visits to assess smokingstatus,compliancewithmedications, and safety. Brief ( 10- minute),standardized,individualcounselingwasprovidedtoassistinproblem solving and skills training for
relapse prevention following recommendationsinthePublicHealthServiceClini- cal Practice Guideline

varenicline, bupropione vs
placebo

52 weeks

For weeks 9 through 12, the 4-week continuous abstinence rates were 44.0% for varenicline vs 17.7% for
placebo (odds ratio [OR], 3.85; 95% confidence interval [CI], 2.70-5.50; P .001) and vs 29.5% for bupropion
SR (OR, 1.93; 95% CI, 1.40- 2.68; P .001). Bupropion SR was also significantly more efficacious than
placebo (OR, 2.00; 95% CI, 1.38-2.89; P .001). For weeks 9 through 52, the continuous absti- nence rates
were 21.9% for varenicline vs 8.4% for placebo (OR, 3.09; 95% CI, 1.95- 4.91; P .001) and vs 16.1% for
bupropion SR (OR, 1.46; 95% CI, 0.99-2.17; P =.057). Varenicline reduced craving and withdrawal and, for
those who smoked while receiv- ing study drug, smoking satisfaction. No sex differences in efficacy for
varenicline were observed. Varenicline was safe and generally well tolerated, with study drug discontinuation rates similar to those for placebo. The most common adverse events for par- ticipants receiving
active-drug treatment were nausea (98 participants receiving vareni- cline [28.1%]) and insomnia (72
receiving bupropion SR [21.9%]).

This study was supported by Pfizer Inc, which
provided funding, study drug and pla- cebo, and
monitoring.

N 362

open-label treatment (11 weeks) that combined relapse prevention
training, bupropion SR, and nicotine patch followed by extended
treatment (14 weeks) with bupropion SR or matching placebo.

bupropion vs pacebo as
extendet treatment

52 weeks

Abstinence percentages were relatively high (week 11: 52%; week 25: bupropion, 42%; placebo, 38%;
week 52: bupropion, 33%; placebo, 34%), but bupropion SR did not surpass placebo. Gender and baseline
craving level were identified as significant, independent moderators of treatment response. Men were more
likely to abstain than women (week 11: 59% vs. 43%, p .001; week 25: 48% vs. 31%, p .001; week 52: 39%
vs. 27%, p .01).

medium

N=156

Participants attended six 15-min individual counseling sessions, weekly
during the first month and biweekly during the second month.

nortriptyline 75 mg/day (52
subjects), bupropion 300
mg/day (53 subjects) or
placebo (51 subjects

6 months

The sustained abstinence rates at 6 months were 21.6% in the placebo group, 30.8% in the nortriptyline
group ( p Z 0.40), and 41.5% in the bupropion group ( p Z 0.05). The odds ratio was not statistically
different for smokers using nortriptyline or bupropion (OR 1.60; 95% CI 0.66–3.86; p Z 0.35). The most
common adverse events were dry mouth and drowsiness in the nortriptyline group and dry mouth and
insomnia in the bupropion group

RCT

medium

N=147

behavioral counseling (9 weekly sessions

52 WEEKS
ither venlafaxine or placebo
in conjunction with behavioral
counseling (9 weekly
sessions) and transdermal
nicotine replacement therapy
(22 mg/day

The results showed no main effect of treatment on abstinence. Post hoc analysis revealed that both at the
end of treatment and at the 1-year follow-up smokers consuming less than a pack of cigarettes a day
benefited from the addition of venlafaxine to the treatment regimen. Venlafaxine also reduced negative affect
for all smokers for up to 6 weeks postcessation.

IIc
A randomized, open-label pilot
comparison of gabapentin and
bupropion SR for smoking cessation.

RCT

low

N=35

6 weeks of treatment

gabapentin vs placebo

Gabapentin was less efficacious than bupropion for smoking cessation but was associated with fewer
dropouts from adverse effects. Withdrawal severity was less with bupropion. Bupropion remains the first-line
non-nicotine pharmacotherapy for smoking cessation. Further study is required to determine if gabapentin
has any useful role in smoking cessation.

Le Foll, B, B

IIIa
Smoking cessation guidelines:
evidence-based recommendations of
the French Health Products Safety
Agency.

Guideline /
review

medium S2

16123753

Lerman, Caryn, C

Ib
Role of functional genetic variation
in the dopamine D2 receptor
(DRD2) in response to bupropion
and nicotine replacement therapy for
tobacco dependence: results of two
randomized clinical trials.

RCT

medium

n = 414 and
another opne
labe NRT RCT
n = 368

16085520

Hughes, John R, JR

Nortriptyline for smoking cessation:
a review.

metaanylyse

high

n~300

17156479

Wu, Ping, P

Effectiveness of smoking cessation
therapies: a systematic review and
meta-analysis.

metaanylse

high

17135598

Hu, Jianfang, J

No evidence for a major role of
polymorphisms during bupropion
treatment.

RCT

medium

N=553

16820546

Gonzales, David, D

Varenicline, an alpha4beta2 nicotinic Ib
acetylcholine receptor partial
agonist, vs sustained-release
bupropion and placebo for smoking
cessation: a randomized controlled
trial.

RCT

high

N=1025

16649873

Killen, Joel D, JD

Extended treatment with bupropion
SR for cigarette smoking cessation.

Ib

RCT

medium

16517193

Haggsträm, Fábio M, FM

A controlled trial of nortriptyline,
sustained-release bupropion and
placebo for smoking cessation:
preliminary results.

IIb

RCT

16366758

Cinciripini, Paul M, PM

Combined effects of venlafaxine,
nicotine replacement, and brief
counseling on smoking cessation.

IIb

16191752

White, William D, WD

16171657

Ia

4 weeks

Calgary Centre for Advancement of Health. The study
did not receive any official pharmaceutical industry
sponsorship; however, gabapentin (Neurontin)
samples were donated through an informal
arrangement with a local representative of Pfizer
Canada Inc

additional background guideline

.The efficacy of bupropion LP has been demonstrated in several controlled clinical trials, including a total of
2292 non- depressed smokers. Results of the main controlled trials are reproduced in Table 4 [52,58,91] .
The efficacy of bupropion seems to be at least comparable to NRT, or even slightly supe- rior (as revealed
by meta-analysis). No demonstration of the usefulness of the combination of bupropion and NRT has been
provided (Level 3).

two functional genetic variants in the dopamine D2 receptor ( DRD2 )
gene

Comments

bupropion,, nrt vs placebo

6 months

At the end of the treatment phase, a statistically significant ( p ¼ 0.01) interaction between the DRD2 141C
Ins/Del genotype and treatment indicated a more favorable response to bupropion among smokers
homozygous for the Ins C allele compared to those carrying a Del C allele. By contrast, smokers carrying
the Del C allele had statistically significantly ( p ¼ 0.006) higher quit rates on NRT compared to those
homozygous for the Ins C allele, independent of NRT type. The C957T variant was also associated ( p ¼
0.03) with abstinence following NRT. T

National Cancer Institute and National Institutes of
Drug Abuse, P50CA/DA84718 and RO1CA 63562
(CL) and a grant from the Pennsylvania Department
of Health.

nortiptyline vs placebo

6 and 12 months

Six placebo-controlled trials have shown nortriptyline (75–100 mg) doubles quit rates ( OR 5 2.1). Between
4% and 12% of smokers dropped out because of adverse events, but no serious adverse events occurred.
The efficacy of nortriptyline did not appear to be related to its antidepressant actions.

U.S. National Institute on Drug Abuse.
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Recurrent event analysis of lapse
and recovery in a smoking cessation
clinical trial using bupropion.

16036283

Wileyto, E Paul, EP

15899687

Zellweger, Jean-Pierre, JP Bupropion SR vs placebo for
smoking cessation in health care
professionals.

15733245

Wagena, E J, EJ

Should nortriptyline be used as a
first-line aid to help smokers quit?
Results from a systematic review
and meta-analysis.

Study type

Study
quality

N

meataanylsyse

high

n=1070

Ib

RCT

medium

N=687

Ia

Metaanylse

high

five
randomized
trials, including
861 smokers. C

Patient characteristics

Intervention

Comparison

physicians and nurses

Length of follow-Up

Outcome and effect size

Funding

12 MONTHS

Bupropion was associated with slower lapse during treatment for both sexes, and being female was
associated with faster lapse across both phases. Drug did not affect time to recovery for males but was
associated with faster recovery among females, allowing women to recover as quickly as men. High levels
of nicotine dependence did not affect time to lapse but were associated with slower recovery from lapse
across treatment and follow-up phases. During the treatment phase, higher levels of baseline depression
symptoms had no effect on time to lapse but were associated with slower recovery from lapse.

Glaxo Wellcome for providing drug and placebo, and
D. W. Hosmer for suggestions on stratification.
Research was supported by National Cancer Institute
grant CA63562 (Lerman); Transdisciplinary Tobacco
Use Research Center grants CA/ DA84718 (Lerman)
and CA84719 (Niaura); National Heart, Lung, and
Blood Institute grant HL32318 (Niaura); and National
Institute on Drug Abuse grant DA08511 (Brown)

bupropion vs placebo

52 weeks

bupropion superiour to placebo 50 vs 40 % p=0,013

GlaxoSmithKline

ortriptyline was compared to
placebo or bupropion h

6 months

m-pared to placebo medication, nortriptyline resulted in significantly higher pro-longed abstinence rates
after at least 6 months [relative risk (RR) = 2.4, 95% CI 1.7–3.6; RD = 0.11, 95% CI 0.07–0.15]. The
difference in efficacy between nortriptyline and placebo was highest in the first months after the target quit
date. However, the number of people who remained abstinent decreased sub-stantially and significantly
faster over time in the nortriptyline group. Although bupropion resulted in higher abstinence rates compared
with nortriptyline, the difference was not statistically significant (RR = 1.7, 95% CI 0.7–4.1).

bupropion vs placebo
to receive 10 weeks of either bupropion (Zyban sustained release, 150
mg orally twice daily) or placebo treatment. Smoking cessation
treatment included seven 90-min in-person sessions of standardized
behavioral group counseling and a one-to-one 15-min telephone session.

Comments
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bupropion, nicotine lozenge, 6-month
nicotine patch, bupropion +
lozenge, and patch + lozenge

Combination pharmacotherapy was generally more effective than monotherapy among smokers except
those who were low in nicotine dependence. Effectiveness: 8-week smoking rates among those using
combination therapy were only about 72%–75% of what they were among those getting monotherapy,
except for individuals with low FTND1 scores and high-context exposure: the combination therapy smoking
rates were 85% of those produced by monotherapy.in the Efficacy trial, the smoking rate was higher in
individuals with low FTND1 scores and high-context exposure who received combination NRT versus
monotherapy NRT (i.e., 61% vs. 55%); thus, the relative risk of smoking was 111% in the combination NRT
subjects versus the monotherapy NRT subjects in the low-dependence/high-context exposure cell.

University of Wisconsin, Madison; National Institutes
of Health (NIH)/National Institute of Drug Abuse
(#P50 DA019706); the General Clinical Research
Centers Program of the National Center for Research
Resources, NIH (#M01 RR03186); the Clinical and
Translational Science Award program of the National
Center for Research Resource, NIH (1UL1RR025011
to M.E.P.); National Cancer Institute (K08DA021311
to J.W.C. and 1K05CA139871 to T.B.B.); the U.S.
Army Research Office (W911NF-09-1-0205 to W.Y.L). Medication was provided to patients at no cost
under a research agreement with GlaxoSmithKline;
Clinical Trial Registration: Efficacy Trial
(NCT00332644); Effectiveness Trial (NCT00296647).

Combination pharmacotherapy (bupropion,
nicotine lozenge, nicotine patch, bupropion +
lozenge, and patch + lozenge) was generally
more effective than monotherapy among smokers
except those who were low in nicotine
dependence.

NRT, Bupropion, Vareniclin, Rimonabant

NRT, Bupropion, Vareniclin,
Rimonabant, placebo

up to 12 months

There were positive results for the use of pharmacotherapies for relapse prevention. Bupropion was
effective at long-term follow-up (pooled OR 1.49; 95% CI 1.10 to 2.01; I2 = 0%; NNT = 11; 4 studies).
Nicotine replacement therapy (NRT) was effective at medium-term (pooled OR 1.56; 95% CI 1.16 to 2.11; I2
= 37%; NNT = 14; 4 trials) and long-term follow-ups (pooled OR 1.33; 95% CI 1.08 to 1.63; I2 = 0%; NNT =
20; 4 trials). Single trials of extended treatment of Varenicline and rimonabant were also found to be
effective at short-term and medium-term follow-ups.

Funding from the Health Technology Assessment
Programme

Use of NRT, bupropion and varenicline appears to
be effective in preventing relapse following an
initial period of abstinence or an acute treatment
episode,

addictive smokeless tobacco (ST) user
(male and female)

varenicline, NRT, bupropion

varenicline, NRT,
bupropion,placebo

up to 16 months

varenicline increases ST abstinence rates (Odds Ratio [OR] 1.6, 95% Confidence Interval (CI) 1.08 to 2.36)
among Swedish snus users.Two trials of bupropion SR did not detect a benefit of treatment at six months or
longer (OR 0.86, 95% CI 0.47 to 1.57). Nicotine replacement therapy (patch, gum, and lozenge) was not
observed to increase tobacco abstinence rates (OR 1.14, 95% CI: 0.91 to 1.42).

not declared

Varenicline and behavioural interventions may
help ST (smokeless tobacco) users to quit.

0 studies
included

addictive smokers (male, female)

lobeline

lobeline, placebo

>=6months

no trials meeting the full inclusion criteria including long term follow-up

Internal sources• Department of Primary Health Care,
University of Oxford, UK.• National School for Health
Research School for Primary Care Research, UK.
External sources• NHS National Institute for Health
Research, NIHR Evaluation Trials and Studies
Coordinating Centre, UK.

There is no evidence available from long term
trials that lobeline can aid smoking cessation, and
the short-term evidence suggests there is no
benefit.

10 studies

smokers (male, female) participating in
cost-effectiveness stduies of firstline nonnicotine therapy (varenicline and
bupropion SR)

varenicline and bupropion SR

varenicline, bupropion SR,
placebo

12-24 weeks

Varenicline was found to be cost-effective with ICERs in male patients at 20 years and 50 years of $3807
and $21,298 ⁄QALY and ICERs in female patients at 20 years and 50 years of $2210 and $18,578 ⁄ QALY.
Regardless of the WTP-threshold applied, varenicline was cost-effective in at least three quarters of
iterations compared with bupropion (17,19,20). One trial reported that varenicline was dominant in 68.8% of
iterations (20).

This review was unfunded

Varenicline dominated bupropion in most costeffectiveness models. However, applicability of
models to clinical practice and variables which
changed conclusion of cost-effectiveness should
be considered in the interpretation of results.

22180577

Loh, Wei-Yin, WY

Should all smokers use combination
smoking cessation
pharmacotherapy? Using novel
analytic methods to detect
differential treatment effects over 8
weeks of pharmacotherapy.

Ib

medium
zwei
kontrollierte,
randomiserte
Studien:
Efficavy
trail:randomized
double-blind,
placebocontrolled
clinical trial.
Effectiveness
Trial:
randomized
controlled study

Effectiveness
trial, N = 1,346
Efficacy trial, N
= 1,504

bupropion, nicotine lozenge, nicotine patch, bupropion + lozenge, and
Demographics for the Effectiveness and
Efficacy studies are, respectively, female: patch + lozenge
55.9%, 58.2%; white: 87.2%, 83.9%; ≤high
school education: 57.2%, 29.1%; married:
54%, 44.5%; mean age (SD): 44.3 (12.1),
44.7 (11.1); mean number of prior quit
attempts (SD): 5.7 (9.3), 5.7 (9.7); mean
number cigarettes per day (SD): 20.3
(8.8), 21.4 (8.9); and mean score on
Fagerström Test for Nicotine Dependence
(SD): 5.1 (2.1), 5.4 (2.1).

20653619

Agboola, Shade, S

A systematic review of the
effectiveness of smoking relapse
prevention interventions for
abstinent smokers.

Ia

systematic
review

36 studies

Abstinent smokers (male and female),
abstinence from smoking was defined as
either continuous abstinence or point
prevalence abstinence, measured at three
follow-up time points: short term(1–3
months post randomization), medium
term(6–9 months) and long term(12–18
months).

21328266

Ebbert, Jon, J

Interventions for smokeless tobacco
use cessation.

Ia

statistical
high
evaluated review

11 stduies for
medication

22336780

Stead, Lindsay F, LF

Lobeline for smoking cessation.

Ia

review

high

22257042

Mahmoudi, M, M

Systematic review of the costeffectiveness of varenicline vs.
bupropion for smoking cessation.

Ia

systematic
review

high

medium

Comparison

Length of follow-Up

Outcome and effect size
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22236931

Heydari, G, G

Quitting smoking with varenicline:
parallel, randomised efficacy trial in
Iran.

IIb

randomised
parallel clinical
study

medium

272

272 participants, 160 men (58.8%) and
112 women, with a mean age of 42.5 ± 13
years and an average nicotine
dependence score of 5.5 ±2.8 (0–10)

varenicine, nictoine patch

nictoine patch, varenicline
versus counceling only

12 months

Group 1 - brief counselling on cessation, Group 2 received nicotine patches and Group 3 was prescribed
varenicline for 8 weeks.At the end of the first month, 128 of the 272 subjects (47.1%) succeeded in quitting:
17 (18.7%) in Group 1, 60 (65.2%) in Group 2 and 51 (57.3%) in Group 3 (P = 0.000). At follow-up after 12
months, 58 subjects (21.3%) remained smoke-free, of whom 6 (6.6%) were in Group 1, 23 (25%) in Group 2
and 29 (32.6%) in Group 3 (P = 0.000).

Funding was provided by the Masih Daneshvari
Hospital Research Institute, Tehran.

In the study, varenicline treatment was slightly
more effective than but not significantly different
from nicotine replacement therapy.

22130118

Hawk, L W, LW

The effects of extended pre-quit
varenicline treatment on smoking
behavior and short-term abstinence:
a randomized clinical trial.

IIIb

A double-blind
randomized
controlled trial

medium

60

On average, participants were 48 years
old, reported smoking 21 cigarettes per
day (CPD), and were moderately nicotinedependent (mean score of the Fagerström
Test for Nicotine Dependence (FTND) =
5.2)

varenicline -standard versus extend prequit treatment

varenicline -standard versus
extend prequit treatment
calculated for males and
females separately

5-7 weeks

During the pre-quit run-in, the reduction in smoking rates was greater in the Extended run-in group than in
the Standard run-in group (42% vs. 24%, P < 0.01), and this effect was greater in women than in men (57%
vs. 26%, P = 0.001) The rate of continuous abstinence during the final 4 weeks of treatment was higher
among women in the Extended group compared to women in the Standard run-in group (67% vs. 35%)

This research was funded in part by a 2008 Global
Research Award for Nicotine Dependence (GRAND)
awarded to M.C.M. and by NIDA R21 DA019653 to
S.T.T. GRAND is an independent investigatorinitiated research program sponsored by Pfizer, Inc.
Preparation of the report was supported in part by
NIH U01 DA020830 to L.W.H.

The data suggest that extension of varenicline
treatment reduces smoking during the pre-quit
period and may further enhance cessation rates,
Authors request confirmation by phase III clinical
trials.

22080588

Rennard, Stephen, S

IIb
A randomized placebo-controlled
trial of varenicline for smoking
cessation allowing flexible quit dates.

double-blind,
randomized,
placebocontrolled
international
study

medium

493

Male and female smokers were eligible for
the study if they were aged between 18
and 75 years, had smoked ≥10
cigarettes/day during the previous year
with no longer than 3 months abstinence
during that time, and were motivated to
stop smoking.

varenicline

varenicline versus placebo

abstinence from Weeks
9–12 and Weeks 9–24

Continuous abstinence was higher for varenicline than for placebo subjects at the end of treatment (Weeks
9–12: 53.1% vs. 19.3%; odds ratio [OR] 5.9; 95% CI, 3.7–9.4; p < .0001) and through 24 weeks follow-up
(Weeks 9–24: 34.7% vs. 12.7%; OR 4.4; 95% CI, 2.6–7.5; p < .0001). Serious adverse events occurred in
1.2% varenicline (none were psychiatric) and 0.6% placebo subjects. Fewer varenicline than placebo
subjects reported depression-related adverse events (2.3% vs. 6.7%, respectively).

This work was supported by Pfizer Inc., which was
the sponsor and funding source for the clinical trial
reported here (ClinicalTrials.gov identification
number: NCT00691483).

Varenicline 1 mg b.i.d. using a flexible quit date
paradigm had similar efficacy and safety
compared with previous fixed quit date studies. Keine Überlegenheit.

21991893

West, Robert, R

Placebo-controlled trial of cytisine
for smoking cessation.

Ib

single-center,
randomized,
double-blind,
placebocontrolled trial

high

740

Participants were adults who smoked 10
or more cigarettes per day and who were
willing to attempt to stop smoking
permanently

Cytisine

cytisine versus placebo

12 months

The rate of sustained 12-month abstinence was 8.4% (31 participants) in the cytisine group as compared
with 2.4% (9 participants) in the placebo group (difference, 6.0 percentage points; 95% confidence interval
[CI], 2.7 to 9.2; P = 0.001). The 7-day point prevalence for abstinence at the 12-month follow-up was 13.2%
in the cytisine group versus 7.3% in the placebo group (P=0.01). Gastrointestinal adverse events were
reported more frequently in the cytisine group (difference, 5.7 percentage points; 95% CI, 1.2 to 10.2).

Supported by a grant from the United Kingdom
National Prevention Research Initiative (to Dr. West),
which included contributions from the British Heart
Foundation, Cancer Research UK, Chief Scientist
Office of the Scottish Government Health
Directorates, Department of Health, Diabetes UK,
Economic and Social Research Council, Research
and Development Office of Health and Social Care in
Northern Ireland, Medical Research Council, and
Welsh Assembly; and by grants from Cancer
Research UK (to Dr. West and Mr. Stapleton) and
the National Institute for Health Research (to Dr.
Aveyard).

n this single-center study, cytisine was more
effective than placebo for smoking cessation.
Advantage: The lower price of cytisine.

21955317

Leung, Lawrence K, LK

Gastrointestinal adverse effects of
varenicline at maintenance dose: a
meta-analysis.

Ia

meta-analysis

high

12 studies

smokers put on varenicline and met the
following criteria: (i) duration of at least 6
weeks, (ii) titrated dose of varenicline for 7
days then a maintenance dose of 1 mg
twice-per-day,

varenicline

varenicline, placebo

duration of at least 6
weeks

All 12 studies reported adverse events on nausea, which led to an OR of 4.45 (95% CI = 3.79-5.23, p <
0.001; I2 = 0.06%, CI = 0%-58.34%) and a NNH of 5. Eight studies (n = 3539) contain data on constipation
pooled into an OR of 2.45 (95% CI = 1.61-3.72, p < 0.001; I2 = 34.09%, CI = 0%-70.81%) with a NNH of
24. Finally, five studies (n = 2516) reported adverse events of flatulence, which pooled an OR of 1.74 (95%
CI = 1.23-2.48, p = 0.002; I2 = 0%, CI = 0%- 79.2%) with a NNH of 35.

not declared

Use of varenicline at maintenance dose of 1 mg
twice a day for longer than 6 weeks is associated
with adverse gastrointestinal effects.

21778151

Gray, Kevin M, KM

Varenicline versus bupropion XL for
smoking cessation in older
adolescents: a randomized, doubleblind pilot trial.

IIb

double blind,
randomized
controlled pilot
study

low

29

Twenty-nine participants (age range 15–20 varenicline, bupopion xl
years), % female varenicline/bupropion: 47
57

varenicline, bupopion xl

12 weeks posttreatment
follow-up

Over the course of treatment, participants receiving varenicline reduced from 14.1 ± 6.3 (mean ± SD) to 0.9
± 2.1 cigarettes/day (CPD, 4 achieved abstinence), while those receiving bupropion XL reduced from 15.8 ±
4.4 to 3.1 ± 4.0 CPD (2 achieved abstinence). There were no serious adverse events.

Medical University of South Carolina Hollings Cancer
Center Pilot Research Program and the National
Institutes of Health (K12DA000357, K23DA020482,
R25DA020537, and UL1RR029882).

Nur kleine Pilotstudie der Machbarkeit: The
preliminary results support the feasibility and
safety of conducting adequately powered,
placebo-controlled efficacy studies of varenicline
and bupropion XL for adolescent smoking
cessation.

21727225

Singh, Sonal, S

IIa
Risk of serious adverse
cardiovascular events associated
with varenicline: a systematic review
and meta-analysis.

high
metaanalysis,system
atic review

14 doubleblind
randomized
controlled trials
involving 8216
participants

All but one of the trials enrolled smokers;
the remaining trial enrolled people who
used smokeless tobacco.18 The primary
outcome was the continuous abstinence
rate in 12 trials, the long-term quit rate in 1
trialand long-term safety in 1 trial. All but
one of the trials ex -cluded patients with a
history of cardiovascular disease; the
remaining trial included participants with
stable cardiovascular disease but
excluded those with unstable
cardiovascular disease.

varenicline, placebo

trials ranged in duration
from 7 to 52 weeks

Varenicline was associated with a significantly increased risk of serious adverse cardiovascular events
compared with placebo (1.06% [52/4908] in varen icline group v. 0.82% [27/3308] in placebo group; Peto
odds ratio [OR] 1.72, 95% confidence interval [CI] 1.09–2.71; I2 = 0%).

Sonal Singh is supported by a grant from the National Varenicline was associated with a significantly
increased risk of serious adverse cardiovascular
Center for Research Resources (NCRR), a
events compared with placebo.
component of the US National Institutes of Health
(NIH), and the NIH Roadmap for Medical Research
(grant no. 1KL2RR025006-03). The design and
conduct of the study; the collection, management,
analysis and interpretation of the data; and the
preparation, review and approval of the manuscript
were independent of any sources of funding. The
contents of the manuscript are solely the
responsibility of the authors and do not necessarily
represent the official view of the NCRR or the NIH.
Research 1366 CMAJ,

21709164

Brose, Leonie S, LS

What makes for an effective stopsmoking service?

clinical
database
system based
study/analysis

126 890
consecutive
treatment
episodes

varenicline, NRT, varenicline +NRT
treatement eosiodes fromstop-smoking
services (SSSs): Twenty-four of the first 40
SSSs to use it agreed to share
anonymised data for the current audit. All
‘completed treatment episodes’ between 1
April 2009 and 30 June 2010 were
included as individual records. A
completed treatment episode involves a
smoker setting a definite quit date with the
service and at least 4 weeks having
elapsed from that point to the point of data
gathering.

varenicline, NRT, varenicline
+NRT

completed treatment
episodes involving a
smoker setting a definite
quit date with the service
and at least 4 weeks
having elapsed from that
point to the point of data
gathering.

Those using single NRT had higher success rates than those not using medication. Combination NRT and
varenicline had significantly higher odds of success than single NRT: Single NRT vs no medication 1.75
(1.39 to 2.22) <0.001 Combination NRT vs single NRT 1.42 (1.06 to 1.91) 0.019 Bupropion (Zyban) vs
single NRT 1.12 (0.96 to 1.30) 0.160 Varenicline (Champix) vs single NRT 1.78 (1.57 to 2.02) <0.001

The study was funded by Cancer Research UK (grant Best practice: Stop-smoking support from
number CR-UK C1417/A7972) and the Department of specialist clinics, treatment in groups and
varenicline or combination NRT.
Health (DOH T336/BSS/M award number 49945).

21561501

Javitz, Harold S, HS

The dynamics of the urge-to-smoke
following smoking cessation via
pharmacotherapy.

1. Trail: 514 2.
Trail: 421

smoker, (male and female), mean
age:45.3, SD:10.9 %female:55.2
Cigarettes per day mean: 21.4 SD: 9.7

1) transdermal nicotine,
nicotine spray (2) bupropion,
placebo

6 months

Urge-to-smoke trajectory parameters (average level, slope, curvature and volatility) varied substantially
among individuals, had modest intercorrelations and predicted continuous and point prevalence abstinence
at EOT and at 6 months. Higher trajectory level, slope and volatility were all significantly (P 0.001)
associated with a reduced likelihood of abstinence at EOT (odds ratios 0.44–0.75) and at 6-month follow-up
(odds ratios from 0.63 to 0.78), controlling for demographic, medication and smoking use variables

This research was supported by grants U01
DA020830 from NIDA, NCI, NHGRI, and NIGMS,
P50CA143187 and R01CA63562. Nicotine nasal
spray (Nicotrol) was provided by Pharmacia and
Upjohn, Helsingborg, Sweden.GlaxoSmithKline
provided study medication for the bupropion clinical
trial.

IIa

medium

medium
randomized,
placebo
controlled study

varenicline

1)transdermal nicotine, nicotine spray (2) bupropion, placebo

Kein Varenicline oder Ähnliches unteruscht, nur:
transdermal nicotine ,nicotine spray, bupropion,
placebo. General conclusion: Higher urge-tosmoke trajectory parameters of level, slope and
volatility (measured over 7 days) predict
continuous and 7-day point prevalence at EOT
and 6 months.
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Good adherence to varenicline ( ≥80% of days taken) was associated with a twofold increase in 6-month quit
rates compared with poor adherence (52% vs. 25%). Smokers were more likely than nonsmokers to stop
varenicline early. Purposeful nonadherence was associated with smoking at 12 weeks and was predicted in
multivariate analyses by age, gender, adherence self-efficacy, and initial medication side effect severity.

This research was sponsored by a grant to SRI
International by the National Cancer Institute of the
National Institutes of Health (R01-CA071358). The
trial was registered at Clinicaltrials.gov
(NCT00301145). Medication was provided by Pfizer,
and in-kind pharmacy support was provided by Group
Health.

Success of varenicline ist associated with
adherence: Good adherence to varenicline was
associated with a twofold increase in 6-month quit
rates compared with poor adherence. Smokers
were more likely than nonsmokers to stop
varenicline early. Purposeful nonadherence was
associated with smoking at 12 week

at least 6 month, up to 24 The pooled risk ratio (RR) (10 trials, 4443 people, excluding one trial evaluating long term safety) for
month
continuous abstinence at six months or longer for varenicline at standard dosage versus placebo was 2.31
(95% confidence interval [CI] 2.01 to 2.66). Varenicline at lower or variable doses was also shown to be
effective, with an RR of 2.09 (95% CI 1.56 to 2.78; 4 trials, 1272 people). The pooled RR for varenicline
versus bupropion at one year was 1.52 (95% CI 1.22 to 1.88; 3 trials, 1622 people). The RR for varenicline
versus NRT for point prevalence abstinence at 24 weeks was 1.13 (95% CI 0.94 to 1.35; 2 trials, 778
people). The two trials which tested the use of varenicline beyond the 12-week standard regimen found the
drug to be well-tolerated during long-term use.Post-marketing safety data raised questions about a possible
association between varenicline and depressed mood, agitation, and suicidal behaviour or ideation.The one
cytisine trial included in this review found that more participants taking cytisine stopped smoking compared
with placebo at two-year follow up, with an RR of 1.61 (95% CI 1.24 to 2.08).

Internal sources• Department of Primary Health Care,
University of Oxford, UK.• National School for Health
Research School for Primary Care Research, UK.
External sources• NHS Research and Development
Fund, UK.

Possible links with serious adverse events,
including depressed mood, agitation and suicidal
thoughts, have been reported but are so far not
substantiated. There is a need for further
independent community-based trials of
varenicline, to test its efficacy . Cytisine may also
increase the chances of quitting, but the evidence
at present is inconclusive.

NRT, varenicline, bupropion,
behavioral therapy, placebo

at least six months

Data from one study suggest that varenicline increases ST abstinence rates (Odds Ratio [OR] 1.6, 95%
Confidence Interval (CI) 1.08 to 2.36) among Swedish snus users.Two trials of bupropion SR did not detect
a benefit of treatment at six months or longer (OR 0.86, 95% CI 0.47 to 1.57). Nicotine replacement therapy
(patch, gum, and lozenge) was not observed to increase tobacco abstinence rates (OR 1.14, 95% CI: 0.91
to 1.42).

Not declared

Varenicline and behavioural interventions may
help ST (smokeless tobacco) users to quit.

varenicline, placebo

12 weeks of varenicline

No suicidal events were reported. There were no significant differences between groups for the MADRS
(treatment difference vs. placebo .03, 95% confidence interval [CI] .68 –.73; NS), HAM-A (treatment
difference [TD] .14, 95% CI .62–.90; NS), OAS-M Aggression subscale (TD .5, 95% CI 1.18 –2.18; NS),
OAS-M Irritability subscale (TD .08, 95% CI .17–.34; NS), and the POMS total scores (TD .5, 95% CI
.52–1.53; NS).

This study was funded by Pfizer, Inc.

Relative schwache Daten da nur 55 Probanden
auf Varenicline: There were no significant
differences between groups on measures of
depressive symptoms, anxiety, or
aggression/hostility. Systematically solicited
NPAEs were similar between the varenicline and
placebo groups.

dianicline, placebo

19 weeks follow up

Exhaled carbon monoxide and cotinine-confirmed continuous abstinence rates for Weeks 4–7 were 24.0%
for dianicline versus 20.5% for placebo (odds ratio 1.22; 95% CI, 0.83–1.80; p = .307). For Weeks 4–26,
the abstinence rates were 16.7% for dianicline versus 13.9% for placebo (odds ratio 1.24; 95% CI,
0.79–1.93; p = .366). Craving for a cigarettes was reduced by dianicline compared with placebo after 7
weeks (p = .0175). Nicotine withdrawal symptoms measured by the Hughes and Hatsukami Minnesota
Withdrawal Scale were lower for dianicline compared with placebo in the first 3 weeks of treatment during
which time quit rates were also higher in the dianicline-treated group.

Sanofi-aventis.

Keine erhöhte Abstinenz unter Dianicline:
Dianicline did not increase cigarette smoking
abstinence rates beyond the initial phase of
treatment. However, self-reported craving and
nicotine withdrawal symptoms were reduced.

varenicline

varenicline / placebo

40-week nontreatment
follow-up

continuous abstinence rate (CAR) for weeks 9 to 12 was signifi cantly higher for patients in the varenicline
group (42.3%) than for those in the placebo group (8.8%) (OR, 8.40; 95% CI, 4.99-14.14; P , .0001). CAR
in the patients treated with varenicline remained signifi cantly higher than in those treated with placebo
through weeks 9 to 52 (18.6% vs 5.6%) (OR, 4.04; 95% CI, 2.13-7.67; P , .0001). Nausea, abnormal
dreams, upper-respiratory tract infection, and insomnia were the most commonly reported adverse events
(AEs) for patients in the varenicline group. Serious AEs were infrequent in both treatment groups. Two
patients in the varenicline group and one patient in the placebo group died during the study. Reports of
psychiatric AEs were similar for both treatment groups.

Dr Hays received a research grant from Pfi zer Inc for
the conduct of the clinical trial described in this
manuscript. Editorial support for the development of
this manuscript was provided by Brenda Smith, PhD,
and administrative support was provided by Sue
Francis, both of UBC Scientifi c Solutions with
funding from Pfi zer Inc.

Varenicline was more efficacious than placebo for
smoking cessation in patients with mild to
moderate COPD and demonstrated a safety
profile consistent with that observed in previous
trials. Reported abnormal dreams.

varenicline, placebo, bupropion

varenicline, placebo,
bupropion

40 weeks follow-up

The primary end-point for the trials was continuous abstinence for weeks 9–12. TQD was day 8. Two
patterns of successful quitting were identified. Immediate quitters (IQs) were continuously abstinent for
weeks 2–12. Delayed quitters (DQs) smoked during 1 or more weeks for weeks 2–8. Findings Cumulative
continuous abstinence (IQs + DQs) increased for all treatments during weeks 3–8. Overall IQs and DQs for
varenicline were (24%; 20%) versus bupropion (18.0%, P = 0.007; 11.6%, P < 0.001) or placebo (10.2%, P
< 0.001; 7.5%, P < 0.001). However, DQs as a proportion of successful quitters was similar for all
treatments (varenicline 45%; bupropion 39%; placebo 42%) and accounted for approximately one-third of
those remaining continuously abstinent for weeks 9–52. No gender differences were observed by quit
pattern. Post-treatment relapse was similar across groups.

The studies that were included in the analyses for
this manuscriptwere supported by Pfizer Inc.,which
provided funding for the trials, study drug and
placebo and monitoring.

DQs (Delayed Quitters) as a proportion of
successful quitters was similar for all treatments
(varenicline 45%; bupropion 39%; placebo 42%).
The data support continuing cessation treatments
without interruption for smokers motivated to
remain in the quitting process

21350041

Catz, Sheryl L, SL

Adherence to varenicline in the
COMPASS smoking cessation
intervention trial.

Ib

randomized
medium
controlled study

1,161

cessation counseling (phone, Web, and integrated phone/Web) +
smokers at least 18 years old, smoked at
varenicline
least 10 cigarettes/day over the past year
and 5 cigarettes/day within the past week,
had dependable telephone and Internet
access and were comfortable using the
Internet, were eligible for smoking
cessation services under current health
plan coverage, and were medically
appropriate for varenicline use.
Demographics Age in years, M (SD) 47.3
(10.9), Gender (% female) 66.8, Cigarettes
per day, M (SD) 19.7 (8.1), FTND, M (SD)
5.0 (2.1)

21328282

Cahill, Kate, K

Nicotine receptor partial agonists for
smoking cessation.

Ia

Meta-Analysis

high

10,300
participants,
6892 of whom
used
varenicline

The included studies covered >10,300
participants, 6892 of whom used
varenicline

21328266

Ebbert, Jon, J

Interventions for smokeless tobacco
use cessation.

Ia

Meta-Analysis

high

Eleven
randomized
controlled trials
(RCTs)
randomized
2395 subjects
to
pharmacothera
py or placebo.

21295286

Garza, Dahlia, D

A double-blind randomized placebocontrolled pilot study of
neuropsychiatric adverse events in
abstinent smokers treated with
varenicline or placebo.

Ib

Double-Blind
Randomized
PlaceboControlled Pilot
Study

medium

21041839

Tonstad, Serena, S

Dianicline, a novel α4β2 nicotinic
acetylcholine receptor partial
agonist, for smoking cessation: a
randomized placebo-controlled
clinical trial.

Ib

randomized,
double-blind,
parallel group
placebocontrolled trial

20864613

Tashkin, Donald P, DP

Effects of varenicline on smoking
cessation in patients with mild to
moderate COPD: a randomized
controlled trial.

Ib

20819082

Gonzales, David, D

IIb
Immediate versus delayed quitting
and rates of relapse among smokers
treated successfully with varenicline,
bupropion SR or placebo.

Comparison

Length of follow-Up

phone, Web, and integrated
phone/Web +varenicline

6 months post target quit
date.

varenicline, NRT, Cytisine

varenicline, NRT, Cytisine,
placebo

Users of any tobacco product that is
placed in the mouth and not burned,
including moist snuff, chewing tobacco,
Swedish snus, and Indian ST products
(e.g. gutkha and pan masala).

Interventions could be pharmacological (i.e. nicotine replacement
therapy (NRT), bupropion, varenicline) or behavioural, and could be
directed at individual STusers or at groups of users. The control
condition could be usual care, a placebo, or any less intensive
intervention.

110

Adult mokers without history of psychiatric
illness (screened by Structured Clinical
Interview for DSM-IV) Participants’ mean
baseline characteristics were 33 years of
age, 22 cigarettes/day and Fagerström
Test for Nicotine Dependence score 7.

varenicline, placebo

medium

602

dianicline, placebo
Men and women aged 18 years or older,
who had smoked ≥10 cigarettes/day within
the two months preceding the screening
visit, Dianicline / Placebo: Men, n (%) 127
(42) 141 (47), Age, years 45.0 (10.6) 45.3
(9.9), Body mass index, kg/m2 25.5 (4.3)
25.9 (4.6), Number of cigarettes/day 21 (7)
21 (8)

randomized,
double-blind,
multinational
study

high

504

patients with mild to moderate COPD
(postbronchodilator FEV 1 /FVC, , 70%;
FEV 1 percent predicted normal value,
50%) and without known psychiatric
disturbances

two
randomized,
double-blind,
placebocontrolled trials

medium

n = 2052

healthy adult smokers, those with any
history of bupropion or varenicline
exposure were excluded to reduce risk of
re-treatment bias
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Meta-Analysis

high

36 studies

abstinent smokers who had completed an behavioural interventions, NRT, bupropion, varenicline, rimonabant
initial course of treatment or who had
abstained unassisted. Abstinence from
smoking was defined as either continuous
abstinence or point prevalence
abstinence, measured at three follow-up
time points: short term(1–3 months post
randomization), medium term(6–9 months)
and long term(12–18 months). Abstinence
among pregnant/postpartum women was
also measured at delivery or the last followup prior to delivery.

behavioural interventions,
NRT, bupropion, varenicline,
rimonabant

at least 6 months followup

Funding from the Health Technology Assessment
Self-help materials appeared to be effective in preventing relapse at long-term follow up in initially unaided
Programme
quitters (pooled OR 1.52; 95% CI 1.15 to 2.01, I2 = 0%, NNT = 11, 3 studies). Other behavioural
interventions for relapse prevention appeared effective in the short term only. There were positive results for
the use of pharmacotherapies for relapse prevention. Bupropion was effective at long-term follow-up (pooled
OR 1.49; 95% CI 1.10 to 2.01; I2 = 0%; NNT = 11; 4 studies). Nicotine replacement therapy (NRT) was
effective at medium-term (pooled OR 1.56; 95% CI 1.16 to 2.11; I2 = 37%; NNT = 14; 4 trials) and long-term
follow-ups (pooled OR 1.33; 95% CI 1.08 to 1.63; I2 = 0%; NNT = 20; 4 trials). Single trials of extended
treatment of Varenicline and rimonabant were also found to be effective at short-term and medium-term
follow-ups.

review

medium

240 studies

adlut smoker, male and female

bupropion, varenicline, NRT,
placebo

Abstinence at ≥24 weeks
or ≥6 months

Randomised controlled trials and meta-analyses have demonstrated that single therapy with either NRT,
bupropion or varenicline are all more effective than placebo for smoking cessation. Abstinence rates for
monotherapies varies from 13.3% to 19% for NRT compared to 7.5% to 14% for placebo, 19% to 19.7% for
bupropion versus 10.9% to 11% for placebo and 25.5% to 25.6% for varenicline versus 11.2% to 14.8% for
placebo. Of current therapies varenicline appears to be more effective at achieving abstinence. Some
combination therapies with one or two formulations of NRT or NRT plus bupropion have demonstrated
superior results to monotherapy. To date there are no randomised controlled trials of varenicline in
combination with NRT or bupropion.

Not declared

efficacy of anti-smoking therapies given for
bupropion. NRT, varenicline. Missing data:
randomised controlled trials of varenicline in
combination with NRT or bupropion.

IIb

2 randomized
controlled trials

medium

2,045

bupropion, varenicline, placebo
Subjects were adult (aged 18–75 years)
smokers (≥10 cigarettes/day over the last
year and no period of smoking abstinence
longer than 3 months in the past year) who
were motivated to quit smoking. Subjects
were in good general health and had no
history of bipolar disorder or schizophrenia
and no current major depression.

bupropion, varenicline,
placebo

adherence was defined
as any subject who took
≥1 dose of study drug for
≥80% days during the 12week treatment period.
Smoking abstinence: 4week
continuousabstinence
rate at end of treatment

Adherence rates for completers who received varenicline, bupropion, and placebo groups, respectively,
were 99.3%, 98.8%, and 99.2%. There was a positive correlation between adherence to treatment and
tobacco abstinence in all treatment groups. Treatment effect sizes (odds ratios) for active therapy compared
with placebo were similar whether considering all subjects or only the completer subset. Age, cigarettes per
day, and Week-2 abstinence were significant predictors of adherence for all treatment groups (all p < .05),
with Week-2 abstinence the strongest predictor.

This work was supported by Pfizer Inc., which was
the sponsor and funding source for both clinical trials
reported here (National Clinical Trials Registry
identifier: NCT00143364 and NCT00141206). Neither
JTH nor SJL received any financial support with
respect to the writing or development of this
manuscript.

Adherence to pharmacotherapy for smoking
cessation is highly correlated with improved
tobacco abstinence. Early abstinence experience
is a strong driver of adherence.

Ib

randomized,
medium
controlled study

1202

treatment seeking smokers. Smokers were vareicline for all groups. randomized for: web-based counseling (n=401),
proactive telephone-based counseling (PTC; n=402), or combined PTC
eligible if they: were aged ≥18 years;
smoked at least 10 cigarettes per day over and web counseling (n=399)
the past year and 5 cigarettes per day
within the past week; had dependable
telephone and Internet access and comfort
using the Internet; were eligible for
smoking-cessation services under current
health plan coverage, and were medically
appropriate for varenicline use.

vareicline + web-based
counseling + proactive
telephone-based counseling
+combined PTC / web
counseling

6 months

Intent-to-treat analyses revealed relatively high percentages of abstinence at 3 months (38.9%, 48.5%,
43.4%) and at 6 months (30.7%, 34.3%, 33.8%) for the web, PTC, and PTC web groups, respectively. The
PTC group had a significantly higher percentage of abstinence than the web group at 3 months, OR=1.48,
95% CI 1.12–1.96, but no between-group differences in abstinence outcomes were seen at 6 months.

This study was funded by the National Cancer
Institute (grant # R01CA071358) and is registered at
Clinicaltrials.gov (NCT00301145). Varenicline and
nominal support for recruiting participants was
provided by Pfizer, Inc.

Phone counseling had greater treatment
advantage for early cessation and appeared to
increase medication adherence. The absence of
differences at 6 months suggests that any of the
interventions hold promise when used in
conjunction with varenicline.

randomized
controlled trial

low

32

32 Japanese adult smokers with nicotine
addiction (Tobacco Dependence Screener
(TDS) ≥5, and Brinkman index ≥200) aged
between 27 and 64 years who all wished
to stop tobacco smokers who wished to
stop smoking (any age). varenicline
/Nicotine patch: Age (years) 45.4±12.98
46.8±10.71, Sex (%) Male 85.7 78.6,
Cigarettes smoked per day 27.9±10.87
25.4±7.96

varenicline, nicotine patch

24 weeks

No significant difference in abstinence rates was observed between the 2 groups over weeks 9–12 (71.4%
vs 78.6% in the VG and NG, respectively), and weeks 9–24 (64.3% vs 71.4%, respectively). The
frequencies of inability to concentrate at 2, 4, and 8 weeks, and wakeful nights at 2 weeks were higher in
the VG than in the NG. Adverse side-effects associated with a gastrointestinal disorder occurred in 14
cases and 1 case in the VG and NG, respectively, and skin allergy was seen in 0 and 9 cases, respectively.

This work was supported by a grants-in-aid from the
Ministry of Education, Science and Culture of Japan
(No. 21590960), by research grants from the Central
Research Institute of Fukuoka University
(2005–2009) and FU-Global program (2008–2009).

Small n for this study. No significant difference in
abstinence rates of varenicline and Nicotine
patch. inability to concentrate at 2, 4, and 8
weeks, and wakeful nights at 2 weeks were
higher in the VG than in the NG. Adverse sideeffects associated with a gastrointestinal disorder
occurred in 14 cases and 1 case in the VG and
NG,

IIa

(PK/PD)
analyses

high

2

varenicline
The participants were patients, both men
and women, who were motivated to stop
smoking; most were Caucasian, and they
had an average age of 43 years. More
than 75% of the smokers reported
smoking the first cigarette of the day within
the first 30 min of waking up in the
morning; the majority smoked at least 11
cigarettes/day, and, of these, >40%
smoked at least 20 cigarettes/ day

exposure–response

12 weeks follow up

Logistic regression results consistently showed that the end-of-treatment abstinence rate increased with
increasing varenicline exposure, from 38% at 0.5 mg b.i.d. to 56% at 1 mg b.i.d. (vs. 22% for placebo).
Baseline smoking status and age were predictive of smoking cessation, whereas race and gender showed
little or no influence. Nausea was the most common adverse event, with an incidence that was genderrelated and that increased with varenicline exposure; at a dosage of 1 mg b.i.d. the predicted probability of
nausea relative to placebo was 24 vs. 7% in male subjects and 40 vs. 14% in female subjects. The
incidence of nausea also showed a decreasing trend with time.

The data reported in this article were obtained from
clinical studies funded by Pfizer Inc. P.R., T.G.T.,
J.L.F., and H.M.F. are full-time employees of Pfizer,
Inc. M.R.G., President and CEO of Metrum Research
Group, made significant scientific contributions to the
PK/PD modeling analyses reported in this article.
Metrum Research Group served as paid consultants
to Pfizer for their technical expertise in connection
with the data analyses and development of this article.

Large study: Logistic regression results
consistently showed that the end-of-treatment
abstinence rate increased with increasing
varenicline exposure. Nausea was the most
common adverse event, with an incidence that
was gender-related and that increased with
varenicline exposure.

IIb

post hoc
analyses of two
trails

medium

626

participants who achieved the primary
efficacy endpoint of 4-week continuous
abstinence (weeks 9–12), during two
phase III varenicline trials

ability to quit smoking on the
initial quit date. maintain
abstinence throughout the
treatment period.

follow-up 52 weeks

Of 626 smokers classified as treatment responders for all treatment groups across both trials, 301 (48%)
relapsed during follow-up (weeks 13–52). The odds of relapsing were almost 5 times greater (odds ratio
[OR]=4.92, 95% confidence interval [CI]: 2.77–8.97; p<.001) for treatment responders who did not initiate
continuous abstinence until the final 4 weeks of the treatment period compared with those who initiated
continuous abstinence by their quit date. Participants who reported> 30 days of abstinence during the year
prior to study entry were significantly more likely to relapse than those who reported 0 days of abstinence
(OR=2.38, 95% CI: 1.17–5.04; p=.013).

The studies described in this manuscript were funded
by Pfizer, Inc., which provided support with study
design; study drug and placebo; monitoring;
collection of data and maintenance of the two study
databases containing findings of the investigator
sites. Statistical analyses were performed by Simon
Davies, Ph.D., and Carmen Arteaga, Ph.D., of Pfizer,
Inc. and Cristina Russ, M.D., of Pfizer, Inc.
contributed towards discussions of the data analysis
plan and interpretation of the results. Theodore Lee,
M.D., of Pfizer, Inc. provided support with writing and
submitting the paper for publication.

Following vareicline treatment the ability to quit
smoking on the initial quit date and maintain
abstinence throughout the treatment period is a
good prognostic indicator for long-term
abstinence.

Ia

20653619

Agboola, Shade, S

A systematic review of the
effectiveness of smoking relapse
prevention interventions for
abstinent smokers.

20602163

McNeil, John J, JJ

Smoking cessation-recent advances. IIIa

20457644

Hays, J Taylor, JT

Adherence to treatment for tobacco
dependence: association with
smoking abstinence and predictors
of adherence.

20409497

Swan, Gary E, GE

Behavioral counseling and
varenicline treatment for smoking
cessation.

20154405

Tsukahara, Hitomi, H

IIb
A randomized controlled open
comparative trial of varenicline vs
nicotine patch in adult smokers:
efficacy, safety and withdrawal
symptoms (the VN-SEESAW study).

20107434

Ravva, P, P

Quantitative assessment of
exposure-response relationships for
the efficacy and tolerability of
varenicline for smoking cessation.

20071105

Heffner, Jaimee L, JL

Predictors of post-treatment relapse
to smoking in successful quitters:
pooled data from two phase III
varenicline trials.

bupropion, varenicline, NRT, placebo

varenicline, nicotine patch

varenicline

Use of NRT, bupropion and varenicline appears to
be effective in preventing relapse following an
initial period of abstinence or an acute treatment
episode.
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varenicline, placebo

52 weeks follow up

The continuous abstinence rate was higher for varenicline than placebo during weeks 9 through 12 (47.0%
versus 13.9%; odds ratio, 6.11; 95% confidence interval [CI], 4.18 to 8.93) and weeks 9 through 52 (19.2%
versus 7.2%; odds ratio, 3.14; 95% CI, 1.93 to 5.11). The varenicline and placebo groups did not differ
significantly in cardiovascular mortality (0.3% versus 0.6%; difference, 0.3%; 95% CI, 1.3 to 0.7), allcause mortality (0.6% versus 1.4%; difference, 0.8%; 95% CI, 2.3 to 0.6), cardiovascular events (7.1%
versus 5.7%; difference, 1.4%; 95% CI, 2.3 to 5.0), or serious adverse events (6.5% and 6.0%; difference,
0.5%; 95% CI, 3.1 to 4.1). As a result of adverse events, 9.6% of varenicline and 4.3% of placebo
participants discontinued study drug.

This study was funded by Pfizer Inc. Editorial support Varenicline is effective for smoking cessation in
smokers with cardiovascular disease. It did not
for the development of this manuscript was provided
by Alexandra Bruce, PhD, of UBC Scientific Solutions increase cardiovascular events or mortality.
and was funded by Pfizer Inc.

varenicline, bupropion, and placebo

varenicline, bupropion, and
placebo

up to 12 month

The updated 1-year abstinence estimates derived from the mixed treatment comparison were, for 12 + 12
weeks of varenicline, 12 weeks of varenicline, 12 weeks of bupropion, and 12 weeks of placebo,
respectively: 27.7%, 22.9%, 15.9%, and 9.3%. The average cost of the course of 12 + 12 weeks of
varenicline was estimated at $603.89, based on a 12-week course followed by a further 12 weeks for
successful quitters. Over all subjects’ lifetimes, 12 + 12 weeks of varenicline is less costly and more
effective than (dominates) all other strategies compared in the updated BENESCO model, with the
exception of 12 weeks of varenicline. In this comparison, 12 + 12 weeks of varenicline is a very costeffective alternative to the 12-week course, with an incremental cost of less than $1000 per quality-adjusted
life year (QALY) gained.

Source of financial support: Financial support from
Pfizer, Inc is gratefully acknowledged.

A total of 12 weeks of varenicline followed by a
further 12-week course for successful quitters is a
highly cost-effective (versus bupropion).

Adult smokers willing to quit - males and
females

varenicline, bupropion, NRT, placebo

varenicline versus placebo,
varenicline versus nicotine
replacement therapy (NRT),
bupropion and placebo

up to 12 months

Two controlled trials of 12 weeks of varenicline versus sustainedrelease bupropion and placebo suggested
that varenicline results in a statistically significant improvement in the odds of quitting at 12 weeks [odds
ratio (OR) for quit rate during last 4 weeks of the study: 1.90–1.93 (p < 0.001) varenicline versus bupropion;
3.85 (p < 0.001) varenicline versus placebo). The ORs for sustained abstinence (weeks 9–52) for
varenicline versus bupropion were 1.77 (p = 0.004) and 1.46 (p = 0.057), and for varenicline versus placebo
were 2.66–3.09 (p < 0.01). metaanalysis of varenicline versus NRT, bupropion and placebo. This analysis
suggested that varenicline was superior to placebo and bupropion at 1 year and also at approximately 3
months. Based on indirect comparisons, varenicline was reported to be superior to NRT when compared
with placebo controls or to all controls at 1 year and at 3 months.

The research reported in this article of the journal
supplement was commissioned and funded by the
HTA programme on behalf of NICE as project number
06/50/01.

Cost effectiveness: Varenicline is likely to be
clinically and cost-effective for smoking cessation
assuming that each user makes a single quit
attempt.

na

Adult smokers willing to quit - males and
females, in part smokers with mild COPD

varenicline, NRT, bupropion

varenicline, NRT, bupropion,
placebo, other therapies (not
first line)

up to 1-year

Effective smoking cessation consists of pharmacotherapy and behavioral support. Counseling increases
abstinence rates parallel to the intensity of support. First-line pharmacological drugs for smoking cessation
are nicotine replacement products (patch, gum, inhaler, nasal spray, lozenge/tablets), varenicline and
bupropion SR with scientific well-documented efficacy when used for 2 −3 months and mostly mild side
effects. Alternative therapies such as hypnosis and acupuncture have no scientifically proven effects.

Editorial support for the preparation of this
manuscript was provided by GK Pharma-Comm Ltd;
funding was provided by Pfizer.

First-line pharmacological drugs for smoking
cessation are nicotine replacement products
(patch, gum, inhaler, nasal spray,
lozenge/tablets), varenicline and bupropion SR:
With the most optimal drugs and counseling
today a 1-year abstinence rate of approximately
25% can be expected in smoking cessation.

low

12

varenicline,placebo
Six male and six female smokers. The
average age (SD) of the smokers was 34.0
(9.3). Participants smoked an average of
15.9 (4.6) cigarettes/day and had a
Fagerstrom Test for Nicotine Dependence
score of 5.7 (1.5).

varenicline,placebo

13 days -total study. 4th
day of each treatment
(varenicline or placebo).
Washing out of 5 days
between conditions.

In response to IV nicotine, varenicline treatment attenuated the rating of drug strength, high, head rush, and
stimulated. Varenicline also attenuated nicotine-induced increases in heart rate. Varenicline had mixed
effects on cognitive performance. Smokers under varenicline treatment, compared with placebo, reported
enhanced positive mood measured with the Positive and Negative Affect Schedule.

This research was supported by the Veterans
Administration Mental Illness Research, Education
and Clinical Center (MIRECC) and the National
Institute on Drug Abuse (NIDA) grants R01-DA
14537, K02-DA021304 (MS), and K01-DA-019446
(MM). MM has received a research grants from Pfizer
Corporation.

Antagonizing experiment - ncitoine/varenicline: In
response to IV nicotine, varenicline treatment
attenuated the rating of drug strength, high, head
rush, and stimulated. Varenicline also attenuated
nicotine-induced increases in heart rate.
Varenicline had mixed effects on cognitive
performance.

Meta-Analysis

high

2292

adlut smokers, male and female, willing to
quit

varenicline for 6 weeks, for 12 weeks and for 24 weeks.

varenicline for 6 weeks, for
12 weeks and for 24 weeks.

52 weeks

A highly significant relationship (P<.001) was found between the length of exposure to varenicline and
abstinence rate. Cessation rates were approximately twice as high with varenicline treatment of 24 weeks
compared to 6 weeks.

not declared

Argument for 24 weeks of tretament with
vareicline: A highly significant relationship
(P<.001) was found between the length of
exposure to varenicline and abstinence rate.
Cessation rates were approximately twice as high
with varenicline treatment of 24 weeks compared
to 6 weeks.

IIb

Multicenter,
Randomized,
Double-Blind,
PlaceboControlled,
Parallel-Group
Study

70 subjects
completet

medium

healthy 12- to 16-year-old smokers (>3
cigarettes daily) into high-body-weight
(>=55 kg) and low-body-weight (<=;55 kg)
groups

high dose of varenicline, low dose of varenicline, or placebo

high dose of varenicline, low
dose of varenicline, placebo

The pharmacokinetic parameters of varenicline were dose proportional over the dose range from 0.5 to 2
14-day active-treatment
period and a 4-day follow- mg/d. The estimated varenicline VIF was decreased in individuals of small body size, thus predicting a
varenicline Cmax ~30% greater in low-body-weight subjects than in high-body-weight subjects. In high-bodyup period
weight subjects, steady-state varenicline exposure, as represented by the AUCO_24' was 197.0 ng . hlmL
for varenicline 1 mg BID and 95.7 ng . hlmL for varenicline 0.5 mg BID, consistent with values reported
previously in adult smokers at the equivalent doses. Among high-body-weight subjects, adverse events
(AEs) were reported by 57.1% of subjects in both the high- and low-dose varenicline groups and by 14.3%
of subjects in the placebo group; among low-body-weight subjects, AEs were reported by 64.3%, 73.3%,
and 12.5% of subjects in the high-dose varenicline, lowdose varenicline, and placebo groups,
respectively.No subject discontinued the study because of an AE.

This clinical trial was funded by Pfizer Inc., New York,
New York, which was wholly responsible for its
design, conduct, analysis, and publication. All
authors are full-time employees of Pfizer Inc. Editorial
support was provided by Aideen Young, PhD, of UBC
Scientific Solutions, Horsham, United Kingdom, and
was funded by Pfizer Inc.

Dosisanpassung wegen body weight effect adults and adolescents: Varenicline steady-state
exposure in study subjects weighing >55 kg was
similar to that observed previously in adults. The
body-weight effect on varenicline
pharmacokinetics, which resulted in higher
exposure in individuals of smaller body size (< or
=55 kg), was adequately offset by administration
of half the varenicline dose recommended in
adults.

Ib

placebocontrolled,
randomized
study

333

low

varenicline,placebo
adult smokers in China, Singapore and
Thailand; Male and female subjects, aged
18–75 years, with a BMI of 15–38 kg/m2
(and a weight of at least 45.5 kg), who had
smoked on average at least ten cigarettes
per day during the year prior to the
screening visit

varenicline,placebo

12-week treatment period
followed by a 12-week
non-treatment follow-up
period

20048210

Rigotti, Nancy A, NA

Efficacy and safety of varenicline for
smoking cessation in patients with
cardiovascular disease: a
randomized trial.

Ib

multicenter,
randomized,
double-blind,
placebocontrolled trial

medium

714

smokers with stable cardiovascular disease varenicline, placebo

19912599

Knight, Chris, C

The cost-effectiveness of an
extended course (12+12 weeks) of
varenicline compared with other
available smoking cessation
strategies in the United States: an
extension and update to the
BENESCO model.

Ia

Markov model
simulation

high

the model is
baed
onpublished
smoking rates
in the USA
(11.9 million
subjects from
47.7 million
adult
smokers)=25%

The modeled population is the 25% of
smokers in the United States who are
assumed to make a single quit attempt.
The size and demography of this starting
population were based on the 2004
census figures and published smoking
rates (11.9 million subjects from 47.7
million adult smokers)

19804684

Hind, D, D

Varenicline in the management of
smoking cessation: a single
technology appraisal.

Ia

randomized,
controlled
studies, MetaAnalysis

high

4 studies

19735853

Tønnesen, Philip, P

Smoking cessation: How compelling
is the evidence? A review.

V

review

low

19693492

Sofuoglu, Mehmet, M

Varenicline attenuates some of the
subjective and physiological effects
of intravenous nicotine in humans.

IIb

double-blind,
placebocontrolled,
experimental,
crossover pilot
study

19476573

Lee, John H, JH

Ia
A longer course of varenicline
therapy improves smoking cessation
rates.

19243716

Faessel, Helene, H

Pharmacokinetics, safety, and
tolerability of varenicline in healthy
adolescent smokers: a multicenter,
randomized, double-blind, placebocontrolled, parallel-group study.

19192221

Wang, Chen, C

Varenicline for smoking cessation: a
placebo-controlled, randomized
study.

Both end-points were achieved by a significantly higher proportion of subjects in the varenicline group than
in the placebo group. The 4-week continuous abstinence end-point was achieved by 50.3% and 31.6% in
the varenicline and placebo groups, respectively (P = 0.0003), while continuous abstinence from weeks
9–24 was achieved by 38.2% and 25.0% of subjects, respectively (P = 0.0080).The treatment effect was
generalizable by treatment centre and country. Varenicline was safe and appeared to be well tolerated by
most subjects.

Grant support: The study was funded by Pfizer
Für asiatische Studienpopulation: Varenicline was
(Clinical Trials Identification Number: NCT00371813). significantly more efficacious for smoking
cessation than placebo over a 12-week treatment
period and a further 12-week non-treatment followup period.

75

Study type

Study
quality

19160228

Hajek, Peter, P

Relapse prevention interventions for
smoking cessation.

Ia

Meta-Analysis

37 studies

18646137

Cahill, Kate, K

Nicotine receptor partial agonists for
smoking cessation.

Ia

Meta-Analysis

high
7267
participants,
4744 of
whom used
varenicline.
We
identified
one trial of
cytisine

Adult smokers, male and female, willing to
quit, and with a minimum follow-up period
of six months

18629735

Perkins, Kenneth A, KA

Sex differences in long-term
smoking cessation rates due to
nicotine patch.

Ia

Meta-Analysis

6,250
smokers of
14 studies

high

18625984

Eisenberg, Mark J, MJ

Pharmacotherapies for smoking
cessation: a meta-analysis of
randomized controlled trials.

Ia

Meta-Analysis

32 908
patients of
69 trails

high

18625823

Schmelzle, Jason, J

Update on pharmacologic and
nonpharmacologic therapies for
smoking cessation.

Ia

systematic
review/metaanalysis

18550339

Kelly, Deanna L, DL

Lack of beneficial galantamine effect IIb
for smoking behavior: a double-blind
randomized trial in people with
schizophrenia.

double-blind
randomized
clinical trial

18513462

Niaura, Raymond, R

The efficacy and safety of
varenicline for smoking cessation
using a flexible dosing strategy in
adult smokers: a randomized
controlled trial.
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Funding

minimum follow up of six
months

varenicline, bupropion, NRT, placebo. Separately Cytisine

varenicline, bupropion, NRT,
placebo. Separately Cytisine

minimum follow-up period The pooled risk ratio (RR) for continuous abstinence at six months or longer for varenicline versus placebo
of six months
was 2.33 (95% confidence interval [CI] 1.95 to 2.80). The pooled RR for varenicline versus bupropion at
one year was 1.52 (95% CI 1.22 to 1.88). The RR for varenicline versus NRT at one year was 1.31 (95% CI
1.01 to 1.71). The two trials which tested the use of varenicline beyond the 12-week standard regimen
found the drug to be well-tolerated during long-term use. The main adverse effect of varenicline was
nausea, which was mostly at mild to moderate levels and usually subsided over time. Post-marketing safety
data suggest that varenicline may be associated with depressed mood, agitation, and suicidal behaviour or
ideation. The one cytisine trial included in this review found that more participants taking cytisine stopped
smoking compared with placebo at two-year follow up, with an RR of 1.61 (95% CI 1.24 to 2.08).

Internal sources• Department of Primary Health Care,
University of Oxford, UK.• National School for Health
Research School for Primary Care Research, UK.
External sources• NHS Research and Development
Fund, UK.

Varenicline increased the chances of successful
long-term smoking cessation between two- and
threefold compared with pharmacologically
unassisted quit attempts. The effectiveness of
varenicline as an aid to relapse prevention has
not been clearly established. Possible links with
serious adverse events, including depressed
mood, agitation and suicidal thoughts, are
currently under review.

Adult smokers, male and female, willing to
quit, and with a minimum follow-up period
of six months

nicotine patch, placebo

nicotine patch, placebo
separately for males and
females

minimum follow-up period The increase in quitting due to the nicotine vs. placebo patch was only about half as large in women as in
of six months
men. Pooled absolute quit rates at 6 months for nicotine and placebo patch, respectively, were 20.1% and
10.8% in men, and 14.7% and 10.1% in women. The odds ratio for quitting due to nicotine vs. placebo
patch was lower in women (OR51.61) than in men (OR52.20), with an interaction odds ratio of 1.40 (95%
CI51.0221.93, p5.04). This sex difference did not vary significantly by whether or not formal counseling was
provided.

This research was supported by the National Institute
on Drug Abuse grant DA12655 and by the University
of Pennsylvania Transdisciplinary Tobacco Use
Research Center grant P50 DA/CA84718. John Scott
is supported by the National Institute on Mental
Health grant 5T32MH073451-02.

Nicotine patch only was investigated for gender
differences: Poorer outcomes in women vs. men
treated with nicotine patch.

Adult smokers, male and female, willing to
quit, and with a minimum follow-up period
of six months

varenicline,nicotine nasal spray, bupropion, transdermal nicotine,
nicotine tablet, nicotine gum, nicotine inhaler, placebo

12 months
varenicline,nicotine nasal
spray, bupropion,
transdermal nicotine, nicotine
tablet, nicotine gum, nicotine
inhaler, placebo

Six of the 7 pharmacotherapies studied were found to be more efficacious than placebo: varenicline (odds
ratio [OR] 2.41, 95% credible interval [CrI] 1.91–3.12), nicotine nasal spray (OR 2.37, 95% CrI 1.12–5.13),
bupropion (OR 2.07, 95% CrI 1.73–2.55), transdermal nicotine (OR 2.07, 95% CrI 1.69–2.62), nicotine
tablet (OR 2.06, 95% CrI 1.12–5.13) and nicotine gum (OR 1.71, 95% CrI 1.35–2.21).When all 7
interventions were included in the same model, all were more efficacious than placebo.

This work was supported by the Canadian Institutes
of Health Research (Grant number 74651).

Studie stütz first-line Behandlung: Varenicline,
bupropion and the 5 nicotine replacement
therapies were all more efficacious than placebo
at promoting smoking abstinence at 6 and 12
months.

medium
6
pharmacolog
ical
studies/mez
a-analysis.
4 nonpharmacolog
ical
studies/meta
-analysis

Adult smokers, male and female, willing to
quit, and with a minimum follow-up period
of six months

nicotine replacement therapy, bupropion, and varenicline; patient
education, behavioural therapy, self-help materials, and telephone
counseling

at least 6 months
1) nicotine replacement
therapy, bupropion, and
varenicline, placebo; 2)
patient education,
behavioural therapy, self-help
materials, and telephone
counseling

Pharmacologic therapies (nicotine replacement therapy, bupropion, and varenicline) and nonpharmacologic
therapies (patient education, behavioural therapy, self-help materials, and telephone counseling) improve
the likelihood of successful smoking cessation. Preliminary data suggest that varenicline is more effective
than other pharmacologic therapies

This article was developed from an evidence-based
review of smoking cessation that was funded by RT
Communications Inc.

Weak data for the following statement:
Preliminary data indicate that varenicline is more
effective than other available pharmacologic
smoking cessation aids.

low
18
galantamine,
25 placebo

Adult smokers suffering from
schizophrenia. Mean FTND scores in the
galantamine group were 4.9±2.5 at
baseline and 5.2±2.2 at Week 12,
compared to 4.1±2.6 at baseline and
3.7±2.6 at Week 12 in the placebo group

galantamine, placebo

galantamine, placebo

12 weeks

Expired CO measures in galantamine subjects were 23.0±9.7 ppm and 21.1±10.3 ppm at baseline and
Week 12, respectively, compared to 20.1±8.5 ppm and 21.0±10.3 ppm at baseline and Week 12 in placebo
subjects. The mean tau-b correlation between expired CO level and visit was −0.05±0.41 in the galantamine
group and 0.13±0.42 in the placebo group (F =0.73, df=1,38, p=0.40), suggesting that there were no trends
toward increased or decreased smoking in either group.

The project was funded by the VA Capital Network
(VISN 5) Mental Illness, Research, Education and
Clinical Center, by the Stanley Medical Research
Institute and by NIMH grant P30 068580 (PI, RW
Buchanan).

Study disqualifies galantamine: The results
suggest that galantamine has no effect on
cigarette smoking and that galantamine treatment
nicotine dependency scores worsen.

healthy, motivated-to-quit smokers ( 10
cigarettes/day) aged 18–65 years

varenicline, placebo

varenicline, placebo

40-week

Superior abstinence were observed in vareniclinetreated (n¼157) versus placebo participants (n¼155) for
Weeks 4 through 7 (38.2 vs. 11.6%), 9 through 12 (40.1 vs. 11.6%), 9 through 24 (28.0 vs. 9.0%), and 9
through 52 (22.3 vs. 7.7%) (all p50.001). Seven-day point prevalence was higher in varenicline-treated than
placebo participants at Weeks 12 (46.5 vs. 14.2%; p50.001), 24 (32.5 vs. 13.5%; p50.001), and 52 (28.0
vs. 13.5%; p¼0.001). Overall, medication compliance was high, although varenicline-treated, but not
placebo, participants tended to taper down their dosage over time. Total treatment-emergent AEs were
77.1% (varenicline: 121/157) and 65.8% (placebo: 102/155). Few AEs led to treatment discontinuation
(varenicline: 11/157, 7.0% and placebo: 7/155, 4.5%).

This study was funded by Pfizer, Inc.

Bei dieser STudie leider kein Vergleich mit
anderen Medikamenten der Raucherentwöhnung:
self-regulated, flexible dosing regimen of
varenicline is well tolerated, with superior
effectiveness versus placebo for smoking
cessation.

320
multicenter,
randomized,
double-blind,
placebocontrolled study

high

extended varenicline extended bupropion, behavioural interventions
relapse prevention interventions with a
minimum follow up of six months. We
included smokers who quit on their own, or
were undergoing enforced abstinence, or
who were participating in treatment
programmes. We included trials that
compared relapse prevention interventions
to a no intervention control, or that
compared a cessation programme with
additional relapse prevention components
to a cessation programme alone.

We failed to detect significant effects of behavioural interventions in trials in unselected groups of smokers
Internal sources• University of Oxford, Department of
who had quit on their own or with a formal programme. Amongst trials randomising smokers prior to their
Primary Health Care, UK.• National School for Health
quit date and evaluating the effect of additional relapse prevention components we also found no evidence
Research School for Primary Care Research, UK.•
of benefit of behavioural interventions in any subgroup. Overall, providing training in skills thought to be
Queen Mary’s School of Medicine and Dentistry, UK.
needed for relapse avoidance did not reduce relapse, but most studies did not use experimental designs
External sources• NHS Research & Development
best suited to the task, and had limited power to detect expected small differences between interventions.
Programme, UK.
For pharmacological interventions, extended treatment with varenicline significantly reduced relapse in one
trial (risk ratio 1.18, 95% confidence interval 1.03 to 1.36). Pooling of five studies of extended treatment with
bupropion failed to detect a significant effect (risk ratio 1.17; 95% confidence interval 0.99 to 1.39). Two
small trials of oral nicotine replacement treatment (NRT) failed to detect an effect but treatment compliance
was low and in two other trials of oral NRT randomizing short-term abstainers there was a significant effect of i

Comments

extended varenicline
extended bupropion,
behavioural interventions

high

Hinweis auf: Extended treatment with varenicline
may prevent relapse. Extended treatment with
bupropion is unlikely to have a clinically important
effect. Studies of extended treatment with nicotine
replacement are needed.
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McColl, S L, SL

Human abuse liability of the smoking IIb
cessation drug varenicline in
smokers and nonsmokers.

18263663

Aubin, H-J, HJ

Varenicline versus transdermal
nicotine patch for smoking
cessation: results from a
randomised open-label trial.

IV

randomised
376 and
openlabel study 370
participants
assigned to
varenicline
and NRT,

18084743

West, Robert, R

Effect of varenicline and bupropion
SR on craving, nicotine withdrawal
symptoms, and rewarding effects of
smoking during a quit attempt.

Ia

Meta-Analysis
of two double
blind stduies

17962429

Burstein, Aaron H, AH

Lack of pharmacokinetic and
pharmacodynamic interactions
between a smoking cessation
therapy, varenicline, and warfarin:
an in vivo and in vitro study.

V

46
randomized,
double-blind,
placebocontrolle
d, crossover
study

17764211

Ranney, Leah, L

Tobacco use: prevention, cessation,
and control.

Ia

systematic
review/
meta.analysis

1767

Full text
articles
included in
review N =
102

Length of follow-Up

Outcome and effect size

Funding

Comments

Both clinical trials were funded by Pfizer Nides et al
Am J Health Behav.™ 2008;32(6):664-675 675 Inc
(ClinicalTrials.gov Identifiers: NCT00141206 and
NCT00143364). Editorial support was provided by
Abegale Templar, PhD, at Envision Pharma and
funded by Pfizer Inc.

Varenicline was more efficacious than bupropion
SR or placebo.

Participants were healthy men and women 15 and 30 mg amphetamine, and 3 mg1varenicline, placebo
(smokers n = 23; nonsmokers n = 22).
There were 16 men and 7 women in the
smokers group and 20 men and 2 women
in the nonsmokers group. The mean BMI
(kg/m2) values were similar between
groups, with a mean BMI of 23.8 (range
20.1–31.2) in the smokers and 24.0 (range
19.9–30.2) iAs regards consumption of
alcohol, 12 participants in the smokers
group and 11 participants in the
nonsmokers group consumed 1–6 units of
alcohol per week, while 7 smokers and 4
nonsmokers consumed between 7 and 12
units per week.Participants in the smokers
group smoked an average of at least 10
cigarettes per day with no period of
continuous abstinence >3 months in the
past year. Of the 23 smokers, 18 had
smoked an average of 10–20 cigarettes
per day over the previous year, and 5 had
smoked an average of >20 cigarettes per
day. On the Fagerström Test of Nicotine
Dependence,each indicated that they
smoked the first cigarette of the day within
30 min of waking.

15 and 30 mg amphetamine,
and 3 mg1varenicline,
placebo

about 40 days

The positive effects measured for 3 mg varenicline were similar to those for the placebo, and significantly
lower than those for amphetamine in both smokers and nonsmokers. Unpleasant effects were reported for 3
mg varenicline in both participant groups. For 1 mg varenicline, the overall patterns were similar, with the
exception that the nonsmokers group showed some small positive effects balanced by some negative
effects when compared with the effects of placebo.

The clinical trial was performed at DecisionLine
Clinical Research Corporation and funded by Pfizer,
Inc. Editorial support was provided by Brenda Smith,
PhD, of Envision Pharma and funded by Pfizer, Inc.

The analysis lead to the conclusion that
varenicline is unlikely to be abused.

low

smokers, 18–75 years of age, weight .45.5 varenicline, nicotine patch
kg and body mass index 15–38 kg/m2.
Each participant smoked at least 15
cigarettes per day with no period of
abstinence .3 months in the previous year.
Female smokers were eligible providing
they were not breastfeeding, pregnant or
at risk of becoming pregnant.

varenicline, nicotine patch

52 weeks

Abstinence for the last 4 weeks of treatment was significantly greater for varenicline (55.9%) than NRT
(43.2%; OR 1.70, 95% CI 1.26 to 2.28, p,0.001). The week 52 CAR (NRT, weeks 8–52; varenicline, weeks
9–52) was 26.1% for varenicline and 20.3% for NRT (OR 1.40, 95% CI 0.99 to 1.99, p=0.056). Varenicline
significantly reduced craving (p,0.001), withdrawal symptoms (p,0.001) and smoking satisfaction (p,0.001)
compared with NRT. The most frequent adverse event was nausea (varenicline, 37.2%; NRT, 9.7%).

This study was funded by Pfizer Inc. Editorial support
was provided by Brenda Smith PhD and Abegale
Templar PhD of Envision Pharma and was funded by
Pfizer Inc.

The outcomes of this trial established that
abstinence from smoking was greater and
craving, withdrawal symptoms and smoking
satisfaction were less at the end of treatment with
varenicline than with transdermal NRT.

high

Eligible participants were adult cigarette
smokers (18–75 years) who smoked at
least 10 cigarettes per day and who were
motivated to quit smoking as long as the
longest period of abstinence in the
previous year did not exceed 3 months.
Participants were excluded if they had
serious physical or psychiatric disease

bupropion, varenicline, placebo

bupropion, varenicline,
placebo

52-weeks

In abstinent and non-abstinent participants combined, varenicline reduced craving more than bupropion
(p<0.01) and placebo (p<.001); the effect did not differ by whether or not subjects were abstinent; bupropion
reduced craving more than placebo (p<0.001). Among abstinent participants, both varenicline and
bupropion reduced negative affect more than those receiving placebo (p<0.005). Neither active drug
reduced restlessness, insomnia or appetite vs placebo. Varenicline reduced ratings of satisfaction and
psychological reward after the first cigarette smoked after the TQD vs bupropion (p<0.005) and placebo
(p<0.001); bupropion also reduced these more than placebo (p<0.05).

Both clinical trials were funded by Pfizer Editorial
support was provided by Abegale Templar, Ph.D. at
Envision Pharma and funded by Pfizer.

Varenicline significantly reduces craving and the
rewarding effects of smoking after the TQD to a
greater extent than bupropion, which may
contribute to varenicline\'s greater efficacy for
smoking cessation.

medium

a total of 24 healthy volunteers (22 males,
2 females) were recruited into the study,
all of whom received treatment in the
crossover periods as planned. There were
no discontinuations from the study. The
majority of participants (92%) were male.
The mean age was 40 years (range 2050), and mean body mass index was 25.3
kg/m2. Subjects smoked for a mean of 17
years with a mean number of cigarettes
per day of 19.

warfarin, varenicline, palcebo

7 weeks
Warfarin pharmacodynamic
parameters, maximum INR,
and the area under the
prothrombin (INR)–time
curve, under
varenicline/placebo
Additional comparison with in
vitro data

Varenicline was assessed as an inhibitor and inducer of human cytochrome P450 activities using liver
microsomes and hepatocytes, respectively. Consistent with the in vitro data, no alteration in human
pharmacokinetics of warfarin enantiomers was observed with varenicline treatment. The 90% confidence
intervals for the ratios of area under the concentration–time curve from zero hours to infinity and peak
plasma concentrations were completely contained within 80% to 125%. Warfarin pharmacodynamic
parameters, maximum INR, and the area under the prothrombin (INR)–time curve, were also unaffected by
steady-state varenicline. Concomitant administration of varenicline and warfarin was well tolerated.

Supported by Pfizer Inc: Aaron H. Burstein, David J.
Clark, Melissa O’Gorman, Susan A. Willavize,
Timothy G. Brayman, G. Scott Grover, Robert L.
Walsky, R. Scott Obach, and Hélène M. Faessel are
employees of Pfizer Global Research and
Development.

Concomitant administration of varenicline and
warfarin was well tolerated. Consequently,
warfarin can be safely administered with
varenicline without the need for dose adjustment.

high

adults smokers willing to quit

NRT, Bupropion, clonidine, nortryptiline

NRT, Bupropion, clonidine,
nortryptiline

Results pharmaceuticals: First-line pharmacotherapies, which include bupropion and the nicotine
replacement therapies, consistently increased abstinence rates.5 Second-line pharmacotherapies, including
clonidine and nortriptyline, also demonstrated efficacy. The combination of the nicotine patch with a selfadministered form of nicotine replacement therapy

Dieses Update bringt wenig neue Information:
This study was supported by Contract 290-02-0016
from the Agency for Healthcare Research and Quality Authors found little information to address some
of the issues that previous authoritative reviews
(AHRQ), Task No. 6.
had not covered, some information to substantiate
earlier conclusions and recommendations from
those reviews, and no evidence that would
overturn any previous recommendations.

smokers (n medium
= 23)
nonsmokers
(n = 22)

18288085

Comparison

Results: Abstinence 9-12 week was greater for varenicline (44.0%) versus bupropion SR (29.7%; P<0.0001)
and placebo (17.7%; P<0.0001). CAR9-12 for varenicline versus placebo was not affected by age, gender,
or nicotine dependence level.

randomized,
double-blind,
placebocontrolled study

Varenicline versus bupropion SR or
placebo for smoking cessation: a
pooled analysis.

Intervention

40 weeks

varenicline
(n=696),
bupropion
(n=671),
placebo
(n=685)

Nides, Mitchell, M

Patient characteristics

varenicline, bupropion,
placebo

high

Meta-Analysis
of two trails

18442345

Aldult smokers willing to quit. Varenicline,
Bupropion , Placebo: Age (years), mean
(SD) 43.5 (11.3) 42.5 (11.8) 42.5 (11.7)
Gender, n (%) Men 366 (52.6) 398 (59.3)
384 (56.1) Women 330 (47.4) 273 (40.7)
301 (43.9) cigarettes/day past month
Mean (range) 21.8 (10-70) 21.4 (10-65)
21.5 (10-80) FTND score Mean (SD) 5.28
(2.19) 5.29 (2.14) 5.27 (2.09)

varenicline, bupropion, placebo

at least 6 months
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Funding
The study was funded by Pfizer (Clinical Trials
Identification Number: NCT00143299). Editorial
support for the development of this manuscript was
provided by Paul Littlebury, PhD, and Abegale
Templar, PhD, at Envision Pharma, and funded by
Pfizer.

Comments
Long term safety: Varenicline 1 mg BID can be
safely administered for up to 1 year. Varenicline
was also a more effective smoking cessation aid
than placebo (12/52-week) efficacy.

Ia

randomized,
double-blind,
multicenter
study

251

high

adult smokers (18–75 years) who smoked
an average of ≥10 cigarettes

varenicline, placebo

varenicline, placebo (SafetyStudy)

53 weeks

Approximately half of the subjects in each arm completed the study (53.8% varenicline; 46.8% placebo).
Treatment-emergent AEs were observed in 96.4% of varenicline- and 82.5% of placebotreated subjects
during the study. Common varenicline-associated AEs were nausea (40.2%), abnormal dreams (22.7%),
and insomnia (19.1%). Most AEs were considered mild or moderate in intensity. AEs leading to
discontinuation of varenicline treatment included nausea (7.6%), insomnia (3.2%), and abnormal dreams
(2.4%). A single varenicline-related serious AE, bilateral subcapsular cataracts, was observed. At week 52,
7-day point prevalence abstinence rates were 36.7% (varenicline) and 7.9% (placebo).

IIa

review

3500
chronic
smokers

medium

adult smkers (males and females) willing
to quit

varenicline, bupropion, placebo

varenicline, bupropion,
placebo

12-52 weeks

Varenicline selectively targets the a4b2 nicotine receptors in the brain that are responsible for cravings and
Not declared
withdrawal associated with nicotine use and dependence. Maximal plasma concentration occurs within 3–4
hours after administration and, after multiple doses, a steady-state concentration is reached within 4 days.
Varenicline has a half-life of 24 hours. Oral bioavailability is not affected by food or time of administration. It
exhibits linear pharmacokinetics and low plasma protein binding (²20%) regardless of a patient’s age and
renal status. It can be administered once daily. Dosage adjustments are not required in patients with
hepatic insufficiency, but adjustments may be necessary in patients with severe renal insufficiency.
Clinically significant drug–drug interactions have not been observed with varenicline or co-inhibitors of the
human organic cation transporter, which mediates renal secretion of varenicline. Substrates such as
warfarin, digoxin, cimetidine, metformin, bupropion, and transdermal nicotine do not alter pharmacokinetic
parameters when coadministered with varenicline. In vitro studies have not demonstrated alterations in cytochr

Review mit der Aussage: Varenicline is an
effective oral agent for smoking cessation.

systematic
review and
meta-analysis

NRT: n =
28,343
Bupropion:
n = 5,228
varenicline:
n = 2,528

high

adult smkers (males and females) willing
to quit, followed up 3-12 months

NRT, bupropion, varenicline, placebo

NRT, bupropion, varenicline,
placebo

3-12 months

We identified 70 trials of NRT versus control at 1 year, Odds Ratio [OR] 1.71, 95% Confidence Interval [CI], The contribution of Gordon Guyatt is gratefully
acknowledged. KW and EM are supported by the
1.55–1.88, P =< 0.0001). This was consistent when examining all placebocontrolled trials (49 RCTs, OR
Canadian Institutes of Health Research (CIHR).
1.78, 95% CI, 1.60–1.99), NRT gum (OR 1.60, 95% CI, 1.37–1.86) or patch (OR 1.63, 95% CI, 1.41–1.89).
NRT also reduced smoking at 3 months (OR 1.98, 95% CI, 1.77–2.21). Bupropion trials were superior to
controls at 1 year (12 RCTs, OR1.56, 95% CI, 1.10–2.21, P = 0.01) and at 3 months (OR 2.13, 95% CI,
1.72–2.64). Two RCTs evaluated the superiority of bupropion versus NRT at 1 year (OR 1.14, 95% CI,
0.20–6.42). Varenicline was superior to placebo at 1 year (4 RCTs, OR 2.96, 95% CI, 2.12–4.12, P =<
0.0001) and also at approximately 3 months (OR 3.75, 95% CI, 2.65–5.30). Three RCTs evaluated the
effectiveness of varenicline versus bupropion at 1 year (OR 1.58, 95% CI, 1.22–2.05) and at approximately
3 months (OR 1.61, 95% CI, 1.16–2.21). Using indirect comparisons, varenicline was superior to NRT when
compared to placebo controls (OR 1.66, 95% CI 1.17–2.36, P = 0.004) or to all controls at 1 year (OR 1.73,
95% CI 1.22–2.45, P = 0.001). This was also the case for 3-month data. Adverse events were not systematica

Unterschied in Wirksamkeit Vareniclin / NRT:
Using indirect comparisons, varenicline was
superior to NRT when compared to placebo
controls

medium

44 healthy, male (n = 42) and female (n = varenicline 1mg, 2mg, 3mg, placebo
2), cigarette smokers ( ≥10 cigarettes
smoked per day, confirmed by urine
cotinine levels >500 ng/mL) were enrolled
in the study. Females must have been of
nonchildbearing potential, that is,
surgically sterilized or at least 2 years
postmenopausal, and not breastfeeding.
Subjects ranged in age from 18 to 45
years, in height from 162.2 to 188.0 cm,
and in body weight from 53.7 to 91.5 kg.
All participants had a normal renal function
for their age, that is, creatinine clearance
of at least 80 mL/min, as estimated by the
method of Cockroft and Gault. Smokers
must have had a Fagerström Nicotine
Dependence Rating of 6 or higher.

varenicline 1mg, 2mg, 3mg,
placebo

22 days

Varenicline was well tolerated at doses up to and including 2 mg daily. Doseproportional increases in
maximum observed plasma concentrations and area under the plasma concentration-time curve from time
zero to the end of the dosing interval values were observed between the 1-mg and 2-mg daily doses of
varenicline. Once- and twice-daily dosing resulted, on average, in an approximate 2- and 3-fold increase in
varenicline systemic exposure, respectively, compared with single dose. There was no evidence of
concentration- or timedependent changes in the pharmacokinetics of varenicline upon repeat dosing

This study was funded by Pfizer Inc. Hélène M.
Faessel, Megan A. Gibbs, David J. Clark, Kevin
Rohrbacher, Marilyn Stolar, and Aaron H. Burstein
are employees of Pfizer Inc.

Hinweis für lineare Kinetik. im Bereich 1-3 mg.
There was no evidence of concentration- or timedependent changes in the pharmacokinetics of
varenicline upon repeat dosing.

17407636

Williams, Kathryn E, KE

17190845

Zierler-Brown, Seena L, SL Oral varenicline for smoking
cessation.

17156479

Wu, Ping, P

Effectiveness of smoking cessation
therapies: a systematic review and
meta-analysis.

17101743

Faessel, Hélène M, HM

Multiple-dose pharmacokinetics of
the selective nicotinic receptor
partial agonist, varenicline, in
healthy smokers.

IV

44
double-blind,
placebocontrolled, doseescalation study

17054160

David, S, S

Opioid antagonists for smoking
cessation.

Ia

Meta-Analysis

17008194

King, Andrea, A

Efficacy of naltrexone in smoking
cessation: a preliminary study and
an examination of sex differences.

IIb

double-blinded, 110
placebocontrolled study

high
long term
abstinence:
four trials of
naltrexone
with a total
of 582
smokers
randomized
to
naltrexone
and placebo

medium

Adults (males and females) who smoke

minimum of six months
Naltrexone, naloxone, buprenorphine or other opioid antagonists, with or Naltrexone, naloxone,
without concurrent nicotine replacement therapy, placebo
buprenorphine or other opioid
antagonists, with or without
concurrent nicotine
replacement therapy, placebo

Four trials of naltrexone met inclusion criteria for meta-analyses for long-term cessation. All four trials failed
to detect a significant difference in quit rates between naltrexone and placebo. In a pooled analysis there
was no significant effect of naltrexone on longterm abstinence, and confidence intervals were wide (odds
ratio 1.26, 95% confidence interval 0.80 to 2.01). No trials of naloxone or buprenorphine reported long-term
follow up.

Internal sources• Brown University/Memorial Hospital
of Rhode Island, USA. External sources• Cancer
Research UK General Practice Research Group,
UK.• NHS Research & Development Programme, UK.

Analyse nur zu Opiatantagonisten mit
Schlussfolgerung: Based on limited data from four
trials it is not possible to confirm or refute whether
naltrexone helps smokers quit.

Participants were adult male and female
nicotine-dependent smokers who
expressed interest in quitting smoking.

nicotine patch+behavioral therapy naltrexone versus palcebo

At the end of medication treatment, the naltrexone group had better quit rates versus the placebo group
(48% quit on naltrexone vs. 41% on placebo), but this difference was not statistically significant. However,
men and women differed on several measures: in the placebo group, women had significantly lower quit
rates than men (39% vs. 67%, p,.05), but in the naltrexone group, women had quit rates comparable with
those of men (58% vs. 62%, p5ns). Further examination revealed that naltrexone significantly reduced
men’s and women’s cessation-related weight gain and selectively reduced women’s urge to smoke to
relieve negative affect and withdrawal.

This research was supported by National Institute on
Alcohol Abuse and Alcoholism grant AA00276 and
National Cancer Institute Cancer Center support
grant CCSG P30-CA14599, both to the first author,
as well as NIH Clinical Research Center grant
RR00055 to the University of Chicago.
GlaxoSmithKline Consumer Healthcare provided
complementary Nicoderm CQ patches, and
Mallinckrodt Inc. supplied naltrexone (Depade) and
placebo tablets.

Standard.Therapie aus Bev.Th+NRT - Naltrexone
gegen Placebo. Schlussfolgerung: The results
suggest continued examination of naltrexone as
an adjunct in smoking cessation, particularly in
female smokers.

naltrexone, placebo

6 months after the quit
date
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varenicline tartrate, 0.3 mg, 1.0 mg, or 1.0 mg twice, for 6 weeks plus +
Subjects were male and female smokers
between 18 and 65 years old who were in placebo for 1 week; to 150-mg sustained-release bupropion
hydrochloride twice daily for 7 weeks; or to placebo for 7 weeks.
general good health as determined by a
detailed medical history, limited physical
examination, electrocardiogram (ECG),
and clinical laboratory tests. Subjects were
required to have smoked an average of 10
cigarettes per day during the previous
year, without a period of abstinence of
more than 3 months.

Comparison

Length of follow-Up

Outcome and effect size

Funding

Pfizer provided funding and was involved in all
During the treatment phase, the continuous quit rates for any 4 weeks were significantly higher for
elements of the study, including, but not limited to,
varenicline tartrate, 1.0 mg twice daily (48.0%; P .001) and 1.0 mgonce daily (37.3%; P .001), than for
placebo (17.1%). Thebupropionratewas33.3%(P=.002vsplacebo).Thecarbonmonoxide–confirmedcontinuous the study design and monitoring.
quit ratesfromweek 4toweek52were significantly higher in the varenicline tartrate, 1.0mgtwice daily, group
compared with the placebo group(14.4%vs4.9%;P=.002).Thebupropionratewas6.3% (P=.60 vs placebo).
Discontinuation owing to treatmentemergent adverse events was 15.9% for bupropion, 11.2%
to14.3%forvarenicline,and9.8%forplacebo.Nodose-related increases occurred in adverse events for
varenicline.

Comments
Varenicline tartrate demonstrated both short-term
(1 mg twice daily and 1 mg once daily) and longterm efficacy (1 mg twice daily) vs placebo. - Not
different to bupropion as control

Nides, Mitchell, M

Smoking cessation with varenicline, Ib
a selective alpha4beta2 nicotinic
receptor partial agonist: results from
a 7-week, randomized, placebo- and
bupropion-controlled trial with 1-year
follow-up.

638
randomized,
doubleblind,
placebocontrolled study

16908787

Etter, Jean-François, JF

Cytisine for smoking cessation: a
literature review and a meta-analysis.

Review and a
Meta-analysis

high
4404
smokers
treated with
cytisine and
3518 in
control
conditions

adult smkers (males and females) willing
to quit from eastern countries (Poland,
Bulgarian, Russia, eastern Germany ) and
west Gernany

1.5 mg of cytisine per tablet, buccal films containing either 1.5 mg of
cytisine or 0.75 mg of cytisine plus 0.75 mg of anabasine,.placebo

1.5 mg of cytisine per tablet,
buccal films containing either
1.5 mg of cytisine or 0.75 mg
of cytisine plus 0.75 mg of
anabasine,.placebo

up to 6 months

The pooled odds ratio after 3 to 8 weeks in the 3 placebo-controlled trials (2 were double blind and 1 was
randomized) was 1.93 (95% confidence interval, 1.21-3.06). For the 2 placebo-controlled double-blind trials
with a longer follow-up, the pooled odds ratio after 3 to 6 months was 1.83 (95% confidence interval, 1.122.99). One placebo-controlled double-blind trial had follow-up after 2 years (odds ratio, 1.77; 95%
confidence interval, 1.29-2.43). Some adverse effects were reported. Most trials were, however, of poor
quality.

Not declared

Meta-Analyse zu Cytisine: Cytisine may be
effective for smoking cessation.

16820548

Tonstad, Serena, S

Effect of maintenance therapy with
varenicline on smoking cessation: a
randomized controlled trial.

Ib

randomized,
doubleblind,
placebocontrolled study

Total: 1927 high
and 1236
randomized
to
varenicline/p
lacebo

Cigarette smokers between the ages of 18
and 75 years, men and women who
smoked an average of 10 or more
cigarettes per day during the past year
and over the month prior to the screening
visit, with no period of abstinence longer
than 3 months in the past year and who
were motivated to quit.

varenicline for 12 weeks and additional varenicline or placebo

Maintenance: varenicline, 1
mg twice per day, or placebo

52 weeks after treatment
initiation

The carbon monoxide–confirmed continuous abstinence rate was significantly higher for the varenicline
group than for the placebo group for weeks 13 to 24 (70.5% vs 49.6%; odds ratio [OR], 2.48; 95%
confidence interval [CI], 1.95-3.16; P .001) as well as for weeks 13 to 52 (43.6% vs 36.9%; OR, 1.34; 95%
CI, 1.06-1.69; P=.02). Adverse events reported in the open-label period were mostly mild; no difference in
adverse events between varenicline and placebo was observed during the double-blind period.

This study was sponsored by Pfizer Inc, which
provided funding, study drug and placebo, and
monitoring.

Maintenance-Study zu Varenicline über 52
Wochen gegen Placebo. Schlussfolgerung:
Varenicline may be an efficacious, safe, and welltolerated agent for maintaining abstinence from
smoking.

16820547

Jorenby, Douglas E, DE

Efficacy of varenicline, an
alpha4beta2 nicotinic acetylcholine
receptor partial agonist, vs placebo
or sustained-release bupropion for
smoking cessation: a randomized
controlled trial.

Ia

1027
randomized,
double-blind,
placebocontrolle
d study

high

Women and men who were between the
ages of 18 and 75 years, had smoked 10
cigarettes/d or more during the previous
year, and had no period of smoking
abstinence longer than 3 months in the
past year were eligible for the study.

Varenicline titrated to 1 mg twice daily or bupropion SR titrated to 150
mg twice or placebo for 12 weeks, plus weekly brief smoking cessation
counseling.

Varenicline titrated to 1 mg
twice daily or bupropion SR
titrated to 150 mg twice or
placebo for 12 weeks

52 weeks

During the last 4 weeks of treatment (weeks 9-12), 43.9% of participants in the varenicline group were
continuously abstinent from smoking compared with 17.6%
intheplacebogroup(oddsratio[OR],3.85;95%confidenceinterval [CI],2.69-5.50;P .001) and29.8%in the
bupropion SR group (OR, 1.90;95%CI, 1.38-2.62;P .001). For weeks 9 through 24, 29.7% of participants in
the varenicline group were continuously abstinent compared with 13.2% in the placebo group (OR,
2.83;95%CI, 1.91-4.19; P .001) and 20.2%in thebupropiongroup(OR,1.69;95%CI,1.19-2.42;P=.003).
Forweeks9through 52, 23% of participants in the varenicline group were continuously abstinent compared
with 10.3% in the placebo group (OR, 2.66; 95% CI, 1.72-4.11; P .001) and 14.6% in the bupropion SR
group (OR, 1.77;95%CI, 1.19-2.63; P=.004). Treatment was discontinued due to adverse events by 10.5%
of participants in the varenicline group, 12.6% in the bupropion SR group, and 7.3% in the placebo group.
The most common adverse event with varenicline was nausea, which occurred in 101 participants (29.4%).

The data reported in this article were derived from a
clinical trial sponsored by Pfizer Inc, which provided
funding, study drug and placebo, and monitoring.

Schlussfolgerung der Studie: Varenicline is an
efficacious, safe, and well-tolerated smoking
cessation pharmacotherapy. Varenicline\'s shortterm and long-term efficacy exceeded that of both
placebo and bupropion SR.

16820546

Gonzales, David, D

Varenicline, an alpha4beta2 nicotinic Ib
acetylcholine receptor partial
agonist, vs sustained-release
bupropion and placebo for smoking
cessation: a randomized controlled
trial.

1025
Randomized,
double-blind,
parallel-group,
placebo-and
activetreatment–contr
olled study

high

smokers - mlaes and females - ( 10
cigarettes/d) with fewer than 3 months of
smoking abstinence in the past year, 18 to
75 years old.

Brief counseling and varenicline titrated to 1 mg twice per day,
bupropion SR titrated to 150 mg twice per day, or placebo

varenicline titrated to 1 mg
twice per day, bupropion SR
titrated to 150 mg twice per
day, and placebo

52 weeks

For weeks 9 through 12, the 4-week continuous abstinence rates were 44.0% for varenicline vs 17.7% for
placebo (odds ratio [OR], 3.85; 95% confidence interval [CI], 2.70-5.50; P .001) and vs 29.5% for
bupropion SR (OR, 1.93; 95% CI, 1.40- 2.68; P .001). Bupropion SR was also significantly more
efficacious than placebo (OR, 2.00; 95% CI, 1.38-2.89; P .001). For weeks 9 through 52, the continuous
abstinence rates were 21.9% for varenicline vs 8.4% for placebo (OR, 3.09; 95% CI, 1.95- 4.91; P .001)
and vs 16.1% for bupropion SR (OR, 1.46; 95% CI, 0.99-2.17; P=.057). Varenicline reduced craving and
withdrawal and, for those who smoked while receiving study drug, smoking satisfaction. No sex differences
in efficacy for varenicline were observed. Varenicline was safe and generally well tolerated, with study drug
discontinuation rates similar to those for placebo. The most common adverse events for participants
receiving active-drug treatment were nausea (98 participants receiving varenicline [28.1%]) and insomnia
(72 receiving bupropion SR [21.9%]).

This study was supported by Pfizer Inc, which
provided funding, study drug and placebo, and
monitoring.

Schlussfolgerung der Studie: Varenicline was
significantly more efficacious than placebo for
smoking cessation at all time points and
significantly more efficacious than bupropion SR
at the end of 12 weeks of drug treatment and at
24 weeks.

16171657

Le Foll, B, B

IIIa
Smoking cessation guidelines:
evidence-based recommendations of
the French Health Products Safety
Agency.

review

low

adult smokers, males and females, willing
to quit

NRT, Bupropion, Placebo

NRT, Bupropion, Placebo

6-12 months

Clinicians should enquire about the smoking status of each patient and provide information about health
consequence of smoking and effective treatments available. These treatments include counseling (mainly
individual or social support and behavioral and cognitive therapy) and pharmacological treatment with either
nicotine replacement therapy (NRT) or bupropion LP. Pharmacological treatments should be used only for
proven nicotine dependence, as assessed by the Fagerstrom test for Nicotine Dependence. The choice of
pharmacologic treatment depends of the patient’s preference and history and of the presence of contraindications. The clinician should start with a single agent, but these treatments may be used in combination.
Smoking behavior is a chronic problem that requires long-term management and follow-up. Access to
intensive treatment combining pharmacological treatment and extensive behavioral and cognitive therapy
should be available for highly dependent patients.

B.L.F. is visiting fellow at NIDA and his move to NIDA Pharmakolgisch nur bupropion und NRT
has been supported by the Gilbert Lagrue Foundation aufgeführt - keine Part-Agonisten. Allg.
Schlussfolgerung: Access to intensive treatment
and the Simone and Cino del Duca Foundation.
combining pharmacological treatment and
extensive behavioral and cognitive therapy should
be available for highly dependent patients.

NRT:
35,692
smokers,
Bupropion:
1912
smokers

high

up to 52 weeks
varenicline tartrate, 0.3 mg,
1.0 mg, or 1.0 mg twice, for 6
weeks plus + placebo for 1
week; to 150-mg sustainedrelease bupropion
hydrochloride twice daily for
7 weeks; or to placebo for 7
weeks.

16908788

Evidenztabelle für die Empfehlungen zu anderen zentral wirksamen Substanzen (5.4.3.4)
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20707784

Killen, Joel D, JD

Failure to improve cigarette smoking IIb
abstinence with transdermal
selegiline + cognitive behavior
therapy.

RCT

medium

n = 243

adult smokers (>18 years of age; > 10
cigarettes/day)

21869693

Evins, A Eden, AE

A double-blind, placebo-controlled
trial of the NMDA glycine site
antagonist, GW468816, for
prevention of relapse to smoking in
females.

Ib

RCT

high

n = 264

healthy female smokers

8-week smoking cessation inter- vention with behavioral therapy and a
standard dose of transdermal nico- tine replacement therapy with taper
and additional gum or lozenge as needed for nicotine withdrawal
symptoms

21412887

Cahill, Kate, K

Cannabinoid type 1 receptor
antagonists for smoking cessation.

Ia

SR

very high

n = 3228

1567 smokers (cessation: STRATUS-EU
and STRATUS-US), and 1661 quitters
(relapse prevention: STRATUS-WW)

At one year, the pooled risk ratio (RR) for quitting with rimonabant 20
mg was 1.50 (95% confidence interval (CI) 1.10 to 2.05). No significant
benefit was demonstrated for rimonabant at 5 mg dosage. Adverse
events included nausea and upper respiratory tract infections.

20191360

Morrison, Mary F, MF

Randomized, controlled, doubleblind trial of taranabant for smoking
cessation.

IIb

RCT

medium

n = 317

Taranabant was titrated from 2 mg once daily to 8 mg once daily.
Adults who smoked ≥10 cigarettes a day
for >1 year and had an expired CO level of Patients received smoking cessation counseling. The primary effi- cacy
endpoint was continuous abstinence, defined as no cigarettes assessed
≥10 ppm
by daily patient self-report and verified by breath CO level (<10 ppm)
and plasma cotinine test (<10 ng/ml), during the last 4 weeks of the 8week treatment period.

20081039

Sood, Amit, A

Gabapentin for smoking cessation.

IIb

RCT

medium

n = 80

adult smokers

gabapentin (600 mg three times per day or 900 mg three times per day)
or placebo. After a 2-week dose titration, the target dose was maintained for 9 weeks and then tapered over 1 week

19700263

McKee, Sherry A, SA

Effects of the nicotinic receptor
antagonist mecamylamine on ad-lib
smoking behavior, topography, and
nicotine levels in smokers with and
without schizophrenia: a preliminary
study.

IIb

RCT

medium

n = 14

smokers with schizophrenia (n = 6) and
healthy control smokers (n = 8)

ad-lib smoking behavior, topography, nicotine levels, and tobacco
craving across two smoking deprivation conditions (no deprivation and
12- h deprivation)

19452376

Diehl, A, A

Rivastigmine reduces tobacco
craving in alcohol-dependent
smokers.

IIb

RCT

medium

n = 26

alcohol-dependent smokers

19149823

Rigotti, Nancy A, NA

A randomized controlled trial of
adding the nicotine patch to
rimonabant for smoking cessation:
efficacy, safety and weight gain.

Ib

RCT

high

n = 755

smokers (> 15 cigarettes/day)

18796184

O\'Malley, Stephanie S, SS Dose-dependent reduction of
hazardous alcohol use in a placebocontrolled trial of naltrexone for
smoking cessation.

IIb

DIESEN TEXT KANN ICH LEIDER NICHT
ÖFFNEN

Comparison
selegiline transdermal
system (STS) or placebo
given for 8 weeks

98 participants achieved 7day point prevalence
abstinence and were
randomized into a 5-week
double-blind, placebocontrolled, relapse-prevention
trial of GW468816 (200
mg/d) and then followed for
60 days after randomization

double-blind, 8-week, study
of taranabant (N = 159) or
placebo (N = 158)

Outcome and effect size

Funding

Comments

STS was not superior to placebo. More women than men were abstinent at 52 week follow-up (28% vs
16%, P < 0.05). Behavioral activation (BAS) moderated treatment response (P = 0.01). The survival rate
through week 52 for those with high ‘drive’ scores on the BAS was 47% if assigned to selegiline and 34% if
assigned to placebo. The survival rate for those with low ‘drive scores’ on the BAS was 35% if assigned to
selegiline compared to 53% if assigned to placebo.

Support was provided solely by a grant from the
National Institute on Drug Abuse (R01 DA017457)
awarded to the first author. Medication and matching
placebo were provided by Somerset
Pharmaceuticals, Inc.

Selegiline ist nicht wirksam bei der
Tabakentwöhnung Following from this line of
reasoning, STS may have helped smokers with
high BAS scores by facilitating dopaminergic
transmission in the absence of smoking

There was no effect of treatment on abstinence rates at the end of treatment (W2
[1,n=96]=0.168,P=0.838),ontheratesofrelapse(W2 [1,n=98]= 0.031, P = 1.000) or lapse (W2 [1, n = 62] =
0.802, P = 0.423), or on time to relapse (W2 [1, n = 98) = 0.001, P = 0.972). No significant relationships
were detected between plasma GW468816 concentrations and abstinence, time to relapse, or self-reported
craving. In conclusion, despite promising preclinical data that support the use of a selective NMDA glycine
site antagonist for prevention of relapse to smoking, we observed no effect of GW468816 on relapse or
lapse rates, time to relapse, or craving com- pared to placebo.

This study was funded by National Institute of Health
grant U01DA019378 and by research product and
grant support from GlaxoSmithKline (Drs Evins,
Kaufman, and Fava).

kein Effekt für selective antagonist of the glycine
coagonist site on the glutamate N-methyl-Daspartate receptor, GW468816,

up to 1 year

In the relapse prevention trial, smokers who had quit on the 20 mg regimen were more likely to remain
NHS Research and Development Fund, UK.
abstinent on either active regimen than on placebo; the RR for the 20 mg maintenance group was 1.29
(95% CI 1.06 to 1.57), and for the 5 mg maintenance group 1.30 (95% CI 1.06 to 1.59). There appeared to
be no significant benefit of maintenance treatment for the 5 mg quitters. One trial of taranabant was not
included in our meta-analyses, as it followed participants only until end of treatment; at eight weeks it found
no benefit for treatment over placebo, with an OR of 1.2 (90% CI 0.6 to 2.5). For rimonabant, weight gain
was reported to be significantly lower among the 20 mg quitters than in the 5 mg or placebo quitters. During
treatment, overweight or obese smokers tended to lose weight, while normal weight smokers did not. For
taranabant, weight gain was significantly lower for 2-8 mg versus placebo at the end of eight weeks of
treatment. In 2008, post-marketing surveillance led the European Medicines Agency (EMEA) to require
Sanofi Aventis to withdraw rimonabant, because of links to mental disorders. The development of taranabant w

8 weeks

The percentage of patients achieving continuous abstinence was 7.5% for taranabant 2–8 mg and 6.3% for
placebo (odds ratio = 1.2 [90% confidence interval (CI), 0.6, 2.5], P=0.678). Change from baseline in body
weight in the taranabant 2–8-mg group was −1.5 (90% CI, −1.8, −1.3)versus 0.6 kg (90% CI, 0.4, 0.9) in
the placebo group. Compared to placebo, taranabant 2–8 mg was associated with an increased incidence
of psychiatric-related adverse events (e.g., depression, 8.2% versus 2.5%, P=0.048), gastrointestinalrelated adverse events (e.g., nausea, 49.7% versus 19.0%, P < 0.001), and flushing/hot flash adverse
events (10.7% versus 1.9%, P=0.002).

This study was funded by Merck Research
Laboratories. The funding organization was involved
in the following: design and conduct of the study;
collection, management, analysis, and interpretation
of the data; and preparation, review, and approval of
the manuscript.

12 weeks

The study had high dropout rates with more than one half of participants in each arm discontinuing study.
Gabapentin- treated participants exhibited lower abstinence rates than placebo-treated participants;
however, this difference was not significant. Smoking reduction was observed across all treat- ment arms
compared with baseline (p < .01) but did not differ across treatment groups.

The project described was supported by the National Gabapentin scheint wenig erfolgversprechend
Institute on Drug Abuse (NIDA; DA
021583).responsibility of the authors and does not
necessarily represent the official views of NIDA or the
National Institutes of Health.

MEC, compared to placebo, increased the number of cigarettes smoked and plasma nicotine levels. MEC
increased smoking intensity and resulted in greater plasma nicotine levels in smokers with schizophrenia
compared to controls, although these results were not consistent across deprivation conditions. MEC also
increased tobacco craving in smokers with schizophrenia but not in control smokers. Our results suggest
that antagonism of high-affinity nAChRs in smokers with schizophrenia may prompt compensatory smoking,
increasing the intensity of smoking and nicotine exposure without alleviating craving. Further work is
needed to assess whether nicotine levels are directly mediated by how intensely the cigarettes are smoked,
and to confirm whether this effect is more pronounced in smokers with schizophrenia.

Funding for this study was provided by NARSAD
(Young Investigator Award to McKee), NIDA Grants
K12DA00167 (Weinberger) and K02-DA-16611
(George), NIAAA Grant T32015496 (Harrison), NIH
grant CTSA-UL1RR024139 (Sherwin), and the
Endowed Chair in Addiction Psychiatry, University of
Toronto (George). NARSAD, NIDA, NIAAA, NIH, and
the Endowed Chair in Addiction Psychiatry,
University of Toronto had no further role in study
design; in the collection, analysis, and interpretation
of data; in the writing of the report; and in the
decision to submit the paper for publication.

placebo-control

rivastigmine 6 mg / day (n =
14) or placebo (n = 12)

Rimonabant (20 mg daily) was given open-label for 9 weeks. The 735
participants completing week 1 were randomized at day 8 (target quit
day) to add a nicotine patch (n = 369) or placebo patch (n = 366) for 10
weeks (21 mg daily for 8 weeks plus a 2-week taper). Participants
received weekly smoking counseling and were followed for 24 weeks.

Length of follow-Up
Follow-ups were
conducted at 25 and 52
weeks

12 weeks

ANOVA revealed a significant treat- ment-by-time interaction for tobacco consump- tion and tobacco craving The study was supported by the Central Institute of
Mental Health Mannheim, Germany.
(each p < 0.0001). The rivastigmine group showed a decrease in daily smoked cigarettes ( − 30 % ), in
exhaled car- bon monoxide ( − 32 %) and in tobacco craving ( − 18 %) whereas controls did not show significant changes. ANCOVA revealed rivastigmine effects to be more prominent in smokers suffer- ing from
more severe tobacco dependence. None of the patients developed an alcohol relapse or an increase in
alcohol craving.

24 weeks

Rimonabant plus nicotine patch was superior to rimonabant plus placebo in validated continuous
abstinence at weeks 6–9 (39.0% versus 21.3%; odds ratio 2.36, 95% confidence interval: 1.71–2.37; P <
0.01) and in all other efficacy measures. Mean end-of-treatment weight gain among quitters did not differ
between groups (0.04 kg for combination versus 0.49 kg for rimonabant only, P = 0.15) and was similar in
weight-concerned smokers. Serious adverse event rates did not differ between groups. Depression- and
anxiety-related adverse events occurred in 32 (4.2%) and 44 (5.8%) subjects, respectively; eight (1.1%) and
nine (1.2%) subjects stopped the drug due to depression and anxiety, respectively.

This study was supported by a research grant from
Sanofi-Aventis, a manufacturer of investigational
smoking cessation products.

CB-1-rezeotorantagonisten wie Rimonabant oder
Taranabant waren effektiv in der
Tabakentwöhnung. Aufgrund der
Nebenwirkungen, insbesondere der Verursachung
psychiatrischer Auffälligkeiten, wurden alle
Substanzen aus der Gruppe der CB1Rezeotorantagonisten vom Markt genommen.

CB-1-rezeotorantagonisten wie Rimonabant oder
Taranabant waren effektiv in der
Tabakentwöhnung. Aufgrund der
Nebenwirkungen, insbesondere der Verursachung
psychiatrischer Auffälligkeiten, wurden alle
Substanzen aus der Gruppe der CB1Rezeotorantagonisten vom Markt genommen.

zu kleine Fallzahl, zu wenig Aussagemöglichkeit,
daher nicht verwendbar

Substanzen wie Rivastigmin noch nicht
ausreichend untersucht

Rimonabant ist obsolet

hier geht es doch um den Einfluss des Naltrexon
auf das Trinken ,nicht auf den Tabakkonsum?
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RCT

medium

N = 24

17054160
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Opioid antagonists for smoking
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King, Andrea, A

Efficacy of naltrexone in smoking
cessation: a preliminary study and
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IIb

RCT

medium
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Byars, Joanne A, JA

Naltrexone augments the effects of
nicotine replacement therapy in
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IIb

RCT

medium

n = 44

Patient characteristics
community smokers
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Comparison

Length of follow-Up

acute effects of OLAN (0, 2.5, and 5.0 mg; counterbalanced order)
community smokers who underwent 10-hr smoking deprivation

Outcome and effect size

Funding

Comments
Auch das Antipsychotikum Olanzapin hat in
niedriger Dosis einen Einfluss auf das cravin und
damit auf das Rauchen? The results indicate a
potentially beneficial effect of 2.5 mg OLAN on
tobacco withdrawal and urge to smoke. Combined
5HT/DA antagonists should be considered for
future development of pharmacotherapies for
smoking cessation

OLAN (2.5 mg) reduced withdrawal symptoms before and during cue exposure and decreased urge
associated with anticipated positive affect from smoking before and during cue exposure; 5.0 mg OLAN
decreased withdrawal only when cues were included. OLAN did not affect preference for cigarette puffs
versus money, smoke intake, or urge to smoke associated with negative affect relief. The results indicate a
potentially beneficial effect of 2.5 mg OLAN on tobacco withdrawal and urge to smoke. Combined 5HT/DA
antagonists should be considered for future development of pharmaco- therapies for smoking cessation.

opioid antagonists to placebo at least six months
or an alternative therapeutic
control for smoking cessation

Four trials of naltrexone met inclusion criteria for meta-analyses for long-term cessation. All four trials failed
to detect a significant difference in quit rates between naltrexone and placebo. In a pooled analysis there
was no significant effect of naltrexone on long- term abstinence, and confidence intervals were wide (odds
ratio 1.26, 95% confidence interval 0.80 to 2.01). No trials of naloxone or buprenorphine reported long-term
follow up.

Cancer Research UK General Practice Research
Group, UK. NHS Research & Development
Programme, UK.

Naltrexon, Naloxon oder Buprenorphin sind ohne
Wirksamkeit. Four trials of naltrexone met
inclusion criteria for meta-anal yses for long-term
cessation. All four trials failed to detect a
significant difference in quit rates between
naltrexone and placebo. In a p ooled analysis
there was no significant effect of naltrexone on
long-term abstinence, and confidence intervals
were wide (odds ratio 1 .26, 95% confidence
interval 0.80 to 2.01). No trials of naloxone or
Natriexon Naloxon oder Buprnorphin ohne
Wirksamkeit veraltet? Four trials of naltrexone
met inclusion criteria for meta-anal yses for longterm cessation. All four trials failed to detect a
significant difference in quit rates between
naltrexone and placebo. In a p ooled analysis
there was no significant effect of naltrexone on
long-term abstinence, and confidence intervals
were wide (odds ratio 1 .26, 95% confidence
interval 0.80 to 2.01). No trials of naloxone or
buprenorphine reported long-term follow up

adult male and female nicotine-dependent All subjects received six sessions of behavioral counseling (1 hr/session
smokers who expressed interest in quitting for 6 weeks), and 1 month of the nicotine patch (21 mg for the first 2
weeks, 14 mg the third week, 7 mg the fourth week).
smoking

naltrexone or placebo

8 weeks

At the end of medication treatment, the naltrexone group had better quit rates versus the placebo group
(48% quit on naltrexone vs. 41% on placebo), but this difference was not statistically significant. However,
men and women differed on several measures: in the placebo group, women had significantly lower quit
rates than men (39% vs. 67%, p,.05), but in the naltrexone group, women had quit rates comparable with
those of men (58% vs. 62%, p5ns). Further examination revealed that naltrexone significantly reduced
men’s and women’s cessation-related weight gain and selectively reduced women’s urge to smoke to
relieve negative affect and withdrawal.

This research was supported by National Institute on
Alcohol Abuse and Alcoholism grant AA00276 and
National Cancer Institute Cancer Center support
grant CCSG P30-CA14599, both to the first author,
as well as NIH Clinical Research Center grant
RR00055 to the University of Chicago.

Naltrexon könnte vielversprechend sein. sehr
kleines N, aber ein Hinweis mehr, dass die
Kombination von Naltrexon und NRT geprüft
werden muss.

adult female smokers meeting the DSM-IV naltrxone 50 mg + NRT patch + psychosocial therapy (N + NRT + PT)
criteria for nictione dependence (> 15 ppm)

pacebo + NRT patch +
psychosocial therapy

12 weeks

Twelfe weeks of treatment was completed by 54.5 %. Smoking cessation among females who comleted the
12 weeks for N + NRT + PT was 91.7 % (11/12) and for P + NRT + PT was 50 % (6/12).

Controlled Trials (CENTRAL) for trials of naloxone, naltrexone and other
opioid antagonists and conducted an additional search of MEDLINE
using ’Narcotic antagonists’ and smoking terms in June 2009

Naltrexon könnte - auch in Kombination mit
Nikotinersatz - vielversprechend sein

Evidenztabelle für die Empfehlungen Naturheilmitteln (5.4.3.6)
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medium
randomized,
blinded,
placebocontrolled, threearm, doseranging clinical
trial.

118

smoked 10 cigarettes per day for, willing to SJW 300 mg, 600 mg, or a matching placebo tablet 3 times a day
quit. Males and females are included Age combined with a behavioral intervention for 12 weeks.
Mean of 3 Groups SD 39.4 13.0, 38.3
11.9, 35.0 12.2. Cigarettes per day of
three groups: Mean SD 19.4 7.3, 19.1 7.2,
21.0 5.2

with placebo

24 weeks

By intention-to-treat analysis, no significant differences were observed in abstinence rates at 12 and 24
weeks between SJW dose groups and placebo.

Not declared

Data suggest that SJW has little role in the
treatment of tobacco dependence.

review

na

na

na

6 month

There is no evidence available from long-term trials that Nicobrevin can aid smoking cessation.

Internal sources•Department of Primary Health Care,
Oxford University, UK.•National School for Health
Research School for Primary Care Res earch, UK.
External sources•NHS Research and Development
Programme, UK

There is no evidence available from long-term
trials that Nicobrevin can aid smoking cessation.

medium

na
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active or placebo snus sachets. Subjects were followed up through 28
weeks after randomization. In total, 5 clinical visits and 8 telephone
contacts were scheduled.

28 weeks

The continuous abstinence rate during Weeks 6–28 in the snus and placebo groups was 4.0% and 1.6%
(odds ratio [OR]: 2.5, 95% CI: 0.4–27), respectively. The point prevalence abstinence rate at 6 weeks was
18.4% in the snus group versus 8.8% in the placebo group (OR: 2.3, 95% CI: 1.1–5.0, p = .03). At Week
28, the difference in favor of the snus group was not statistically significant (12.8% vs. 7.2%, OR: 1.9, 95%
CI: 0.8–4.4). Snus was generally well tolerated. Treatment-related adverse events that were more common
in the snus group were gener- ally mild and included nausea, dyspepsia, gingivitis, hiccups, and dizziness.

The trial was officially sponsored by Swedish Match
AB, Stock- holm, Sweden. Sponsor provided funding
and study products (snus and placebo snus). An
external contractor paid by the sponsor was
responsible for recruitment of participants, all trial
procedures, monitoring, data handling, and statistical
analyses (Covance).

n = 301

200- and 400-μg doses administered four or five times over a period of 6
months, as compared with placebo

26 weeks

3′AmNic-rEPA recipients with the highest serum antinicotine Ab response (top 30% by area under the curve
(AUC)) were significantly more likely than the placebo recipients (24.6% vs. 12.0%, P = 0.024, odds ratio
(OR) = 2.69, 95% confidence interval (CI), 1.14–6.37) to attain 8 weeks of continuous abstinence from
weeks 19 through 26. The five-injection, 400-μg dose regimen elicited the greatest Ab response and
resulted in significantly higher abstinence rates than placebo. This study demonstrates, as proof of concept,
that 3′AmNic-rEPA elicits Abs to nicotine and is associated with higher continuous abstinence rates (CAR).
Its further development as a treatment for nicotine dependence is therefore justified.

This study was supported in part by National
Institutes of health Public health Service award
1R01Da017894-01a1 and Nabi Biopharmaceuticals
and is registered under identifiers NcT00318383 and
NcT00598325 at clinicalTrials.gov.

n = 130

Camel Snus (n 1⁄4 51), Taboka (n 1⁄4 52), or medicinal nicotine (n 1⁄4
27) and required to quit smoking for 4 weeks

4 weeks

Concentrations of exhaled carbon monoxide, urinary cotinine, urinary 4-(methylnitrosamino)-1-(3- pyridyl)-1butanol and its glucuronides (total NNAL), and urinary N’-nitrosonornicotine and its glucuronide (total NNN)
were significantly (P values <0.05) lower at the end of treatment in each group except for total NNN in those
receiving Camel Snus (P 1⁄4 0.066). A significant group time effect was observed for total NNAL
concentrations (P 1⁄4 0.002) with the decrease greatest in the medicinal nicotine group and smallest
decrease in the Camel Snus group. No significant differences between groups were found in craving and
withdrawal symptoms.

This study was funded by P50 DA01333 and
K23DA017307. The costs of publication of this article
were defrayed in part by the payment of page
charges. This article must therefore be hereby
marked advertisement in accordance with 18 U.S.C.
Section 1734 solely to indicate this fact.

n = 385

nicotine patch therapy, with varying doses of oral naltrexone (0 mg, 25
mg, 50 mg, 100 mg) treatment

6 weeks

In the intent to treat sample, the effects of dose on continuous abstinence were non-significant in the overall Funding for this study was provided by NIMH and
model for men and women. In the 295 study completers, there was a significant effect of dose on
NIDA Grants KO2-MH73090 (Epperson); RO1continuous abstinence in women only (F = 8.53, p = 0.04). In the 100 mg group, 71% of women were
DA018359 (Epperson); K12-DA000167 (Toll); P50continuously abstinent compared to 41% in the placebo group (p < 0.05). Women in the active naltrexone
DA13334 (O’Malley); and P50-AA15632 (O’Malley)
groups gained less weight (F = 2.91, df = 3, p = 0.04). Women in the 100 mg vs. placebo group were less
as well as Women’s Health Research at Yale to supadherent with medication (F = 3.19, p < 0.05). These effects were not significant in men. Naltrexone
port study design, conduct of research and
treatment condition (100 mg vs. placebo, p = 0.02, odds ratio (OR) = 0.28), gender (OR = 0.55 p = 0.09),
manuscript preparation. NIMH and NIDA had no
and IVR ratings of negative affect (OR 1.02, p = 0.04) predicted abstinence at Week 1 in study completers.
further role in study design; in the collec- tion,
Menstrual cycle status on quit day had a modest affect on abstinence. These data suggest that naltrexone
analysis and interpretation of data; in the writing of
dose, gender, and negative affect play a role in smoking abstinence, particularly in the early stages of
the report; or in the decision to submit the paper for
treatment. When used in conjunction with nicotine replacement therapy, naltrexone dose may be important in wpublication. This research was supported by National
Institutes of Health grants [P50-AA15632 (to SOM),
K12-DA000167 (to BAT), K05- AA014715 (to SOM),
K23 DK071646 (to MAW)] from the National Institute
on Alcohol Abuse and Alcoholism (NIAAA), National
Insti- tute on Drug Abuse (NIDA), and by the State of
Connecticut, Department of Mental Health and
Addictions Services (DMHAS).

medium

n = 172

25 mg naltrexone or placebo for 27 weeks (1 week pre-, 26 weeks postquit) for minimization of post-quit weight gain and smoking cessation

27 weeks

The difference in weight at 26 weeks post-quit between the naltrexone and placebo groups (naltrexone: 6.8
lbs ± 8.94 vs placebo: 9.7 lbs ± 9.19, p = 0.45) was not statistically different. Seven-day point-prevalence
smoking abstinence rates at 26 weeks post-quit was not significantly different between the 2 groups
(naltrexone: 22% vs placebo: 27%, p = 0.43).

This research was supported by National Institutes of
Health grants [P50-AA15632 (to SOM), K12DA000167 (to BAT), K05- AA014715 (to SOM), K23
DK071646 (to MAW)] from the National Institute on
Alcohol Abuse and Alcoholism (NIAAA), National Institute on Drug Abuse (NIDA), National Institute on
Diabetes and Digestive and Kidney Diseases
(NIDDK), and by the State of Con- necticut,
Department of Mental Health and Addictions Services
(DMHAS).

RCT

medium

n = 40

adult dependent smokers of 10 or more
cigarettes per day

Participants were randomised to use ENDDs containing 16 mg nicotine
or 0 mg capsules, Nicorette nicotine inhalator or their usual cigarette on
each of four study days 3 days apart, with overnight smoking
abstinence before use of each product.

Over 60 min, participants using 16 mg ENDD recorded 0.82 units less desire to smoke than the placebo
ENDD (p1⁄40.006). No difference in desire to smoke was found between 16 mg ENDD and inhalator.
ENDDs were more pleasant to use than inhalator (p1 ⁄40.016) and produced less irritation of mouth and
throat (p<0.001). On average, the ENDD increased serum nicotine to a peak of 1.3 mg/ml in 19.6 min, the
inhalator to 2.1 ng/ml in 32 min and cigarettes to 13.4 ng/ml in 14.3 min.

This project was funded by Ruyan Group (Holdings)
Limited, Beijing and Hong Kong, via Health New
Zealand Ltd. The study sponsors supplied the
ENDDs used in the trial and funded the trial. The
Clinical Trials Research Unit contracted with Health
New Zealand Ltd to conduct the trial, independently
of Ruyan Group (Holdings) Ltd. The trial design
conduct, analysis and interpretation of results were
conducted independently of the sponsors.

RCT

high

n = 263

healthy smokers who smoked a mean of
24 cigarettes/day

Smokeless tobacco was provided for 7 weeks (or up to 12), combined
with eight group support visits provided by nurses. The control group
received group support only.

Smoking cessation rates were statistically significantly better in the smokeless tobacco group than in the
control group during the first 7 weeks. Point-prevalence abstinence rates at 7 weeks were 36.4% versus
20.8% (OR52.52, p5.001), respectively; and continuous abstinence rates from weeks 4 to 7 were 31.5%
versus 19.2% (OR51.94, p5.023), respectively. The primary outcomes (i.e., 6-month point prevalence) were
23.1% versus 20.8%, respectively (OR51.31, ns). Smokeless tobacco was relatively well tolerated, although
15 subjects (11.2%) stopped use due to adverse events. A total of 25 subjects (17.5 %) were still using
smokeless tobacco after 6 months. This trial demonstrated short-term efficacy of smokeless tobacco in
combination with group support for smoking cessation but no long-term efficacy.

This study was supported by a grant from the Danish
National Research Foundation.

21994343

Fagerstrom, Karl, K

Snus as a smoking cessation aid: a
randomized placebo-controlled trial.

IIb

RCT

medium

n = 250

21270788

Hatsukami, D K, DK

Immunogenicity and smokingcessation outcomes for a novel
nicotine immunotherapeutic.

Ib

RCT

high

21068204

Kotlyar, Michael, M

IIb
Effect of oral snus and medicinal
nicotine in smokers on toxicant
exposure and withdrawal symptoms:
a feasibility study.

RCT

medium

20561758

Epperson, C Neill, CN

Exploring the impact of gender and
reproductive status on outcomes in
a randomized clinical trial of
naltrexone augmentation of nicotine
patch.

20542391

Toll, Benjamin A, BA

Low-dose naltrexone augmentation
of nicotine replacement for smoking
cessation with reduced weight gain:
a randomized trial.

IIb

RCT

20378585

Bullen, C, C

IIb
Effect of an electronic nicotine
delivery device (e cigarette) on
desire to smoke and withdrawal,
user preferences and nicotine
delivery: randomised cross-over trial.

18686184

Tønnesen, Philip, P

Smoking cessation with smokeless
tobacco and group therapy: an
open, randomized, controlled trial.

Ib

Male or female between 25 and 65 years
of age, smoking >9 cigarettes per day.

6 months

Comments
Although the cessation rates generally were low
and, at 28 weeks, did not differ between active
and placebo, early quit rates suggested that snus
was superior and with similar effect sizes to those
with nicotine replacement. These results suggest
that snus needs to be further researched as a
smoking cessation treatment.

The difference in weight at 26 weeks post-quit
between the naltrexone and placebo groups
(naltrexone: 6.8 lbs ± 8.94 vs placebo: 9.7 lbs ±
9.19, p = 0.45) was not statistically different.
Seven-day point-prevalence smoking abstinence
rates at 26 weeks post-quit was not significantly
different between the 2 groups (naltrexone: 22%
vs placebo: 27%, p = 0.43). CONCLUSIONS: For
smokers high in weight concern, the relatively
small reduction in weight gain with low-dose
naltrexone is not worth the potential for somewhat
lower rates of smoking abstinence.

This trial demonstrated short-term efficacy of
smokeless tobacco in combination with group
support for smoking cessation but no long-term
efficacy.
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Subjects receive five intramuscular injections of the nicotine vaccine or
112 to receive placebo at monthly intervals. All subjects received
individual behavioral smoking cessation counseling. The vaccine was
safe, generally well tolerated and highly immunogenic, inducing a 100%
antibody responder rate after the first injection.

6 months

Point prevalence of abstinence at month 2 showed a statistically significant difference between subjects
treated with Nicotine-Qb (47.2%) and placebo (35.1%) (P = 0.036), but continuous abstinence between
months 2 and 6 was not significantly different. However, in subgroup analysis of the per-protocol population,
the third of subjects with highest antibody levels showed higher continuous abstinence from month 2 until
month 6 (56.6%) than placebo treated participants (31.3%) (OR 2.9; P = 0.004) while medium and low
antibody levels did not increase abstinence rates. After 12 month, the difference in continuous abstinence
rate between subjects on placebo and those with high antibody response was maintained (difference
20.2%, P = 0.012).

Cytos Biotechnology AG supported this study J.
Cornuz, T. Cerny, W.F. Jungi, K. Klingler, G. van
Melle and J. Osterwalder report having received
grants for conducting the current study or
consultation fees from Cytos Biotechnology. J.
Cornuz, T. Cerny, and W.F. Jungi report having
received travel expenses fees from Cytos
Biotechnology. Cytos Biotechnology AG supported
this study.

Whereas Nicotine-Qbeta did not significantly
increase continuous abstinence rates in the
intention-to-treat population, subgroup analyses
of the per-protocol population suggest that such a
vaccination against nicotine can significantly
increase continuous abstinence rates in smokers
when sufficiently high antibody levels are
achieved. Immunotherapy might open a new
avenue to the treatment of nicotine addiction.

n = 43 (n = 18 Adult smokers suffering from
galantamine, n schizophrenia. Mean FTND scores in the
= 25 placebo) galantamine group were 4.9±2.5 at
baseline and 5.2±2.2 at Week 12,
compared to 4.1±2.6 at baseline and
3.7±2.6 at Week 12 in the placebo group

galantamine, placebo

12 weeks

Expired CO measures in galantamine subjects were 23.0±9.7 ppm and 21.1±10.3 ppm at baseline and
Week 12, respectively, compared to 20.1±8.5 ppm and 21.0±10.3 ppm at baseline and Week 12 in placebo
subjects. The mean tau-b correlation between expired CO level and visit was −0.05±0.41 in the galantamine
group and 0.13±0.42 in the placebo group (F =0.73, df=1,38, p=0.40), suggesting that there were no trends
toward increased or decreased smoking in either group.

The project was funded by the VA Capital Network
(VISN 5) Mental Illness, Research, Education and
Clinical Center, by the Stanley Medical Research
Institute and by NIMH grant P30 068580 (PI, RW
Buchanan).

Study disqualifies galantamine: The results
suggest that galantamine has no effect on
cigarette smoking and that galantamine treatment
nicotine dependency scores worsen.

n = 30

Subjects were 21 smokers and 9
nonsmokers in good physical and mental
health

Each volunteer received four spaced intramuscular injections of 100mg
of purified 39-aminomethylnicotine conjugated to detoxified
Pseudomonas aeruginosa r-exoprotein A or placebo both adsorbed to
800 mg aluminum into the deltoid muscle of alternating arms.

266 days

We found no significant differences in adverse events between the vaccine and placebo groups. Significant
increases in the geometric mean titer (GMT) levels of nicotine-specific antibodies were observed from 7
days after the second vaccination (day 21), reaching nicotine-specific antibody levels of at least 8 mg/ml in
half of the subjects (50%) at day 49. A fourth dose administered at day 182 significantly boosted waning
antibody levels to a GMT of 10.8 mg/ml at day 217 (95% CI 6.0–19.3). Results showed that the
immunogenicity of the vaccine was not impeded by the presence of nicotine. These observations provide
evidence in humans that the vaccine we used may represent a feasible strategy for evoking type-specific
antibodies against nicotine.

Dependent, healthy adult cigarette
smokers, who were motivated to quit
smoking

They were then asked to quit smoking and were randomly assigned to
use either an ST product or a medicinal nicotine lozenge (MNL, Commit)
for 2 weeks, then crossed over to use the other product for 2 weeks. In
the last week, following the sampling phase, subjects could choose the
product they wished to use. Assessments were made repeatedly during
baseline cigarette use and throughout the 5 weeks of treatment.

7 weeks

Tobacco-specific carcinogen uptake was greater from Exalt than from the MNL, and was comparable
between the MNL and Ariva. Physiological effects and subjective effects on withdrawal and craving were
comparable among Exalt, Ariva, and the MNL. Ariva was preferred over the MNL, which was preferred over
Exalt. With the exception of medicinal nicotine products, low-nitrosamine ST products have the greatest
potential to result in reduced toxicant exposure compared with other combustible reduced exposure
products and have promise for reducing individual risk for disease. However, the population effect of
marketing of such products as reduced exposure/reduced risk is unknown.

This study was funded by NIH grant DA013333.

n = 98

adult heavy smokers (using 20 or more
cigarettes/day)

Half of the subjects received 2 weeks of combination of denicotinized
cigarettes (Quest 3) and 21- mg nicotine patch for 2 weeks before the
quit date. The remaining smokers were switched to light cigarettes
(Quest 1) during the 2 weeks before the quit date. After the quit date, all
subjects received counseling for smoking cessation and were provided
nicotine patches for up to 8 weeks after the quit date.

The group that used denicotinized cigarettes and nicotine patch before quitting reported less frequent and
less intense cravings for cigarettes in the 2 weeks before and after the designated quit date. Self-reported
withdrawal symptoms and quit rates did not differ significantly between the groups. The use of a
denicotinized cigarette combined with the nicotine patch appears to lessen cravings to smoke in the
immediate postcessation period. A larger, better-powered study is needed to test if this treatment
combination has merit for increasing quit rates.

Funding for this study was provided by institutional
resources from Roswell Park Cancer Institute.

RCT

n = 602

smokers vs smokeless tobacco users

Levels of 4-(methylnitrosamino)-1- (3-pyridyl)-1-butanol and its
glucuronides (total NNAL), a biomarker of NNK exposure, and cotinine,
a biomarker of nicotine exposure, were quantified in the urine of 420
smokers and 182 smokeless tobacco users.

Levels of total NNAL per milliliter of urine were significantly higher in smokeless tobacco users than in
smokers (P < 0.0001). When adjusted for age and gender, levels of total NNAL per milligram of creatinine
were also significantly higher in smokeless tobacco users than in smokers (P < 0.001). Levels of cotinine
per milliliter of urine and per milligram of creatinine were significantly higher in smokeless tobacco users
than in smokers (P < 0.001). These results show similar exposures to the potent tobacco- specific
carcinogen NNK in smokeless tobacco users and smokers. These findings do not support the use of
smokeless tobacco as a safe substitute for smoking.

RCT

n = 10

ubjects had to be aged between 18 and 65 Subjects used one product for 30 min at each of the five laboratory
sessions. Maximal nicotine concentration (Cmax) was determined and
years and have had used Copenhagen
smokeless tobacco daily for at least 1 year area under the concentration time curve (AUC) was calculated for a 90min period (during use and 60 min after use).

Nicotine AUC and Cmax were higher for Copenhagen than for any other product (p,0.002) and higher for
Commit than for either Ariva or Revel (p,0.001). Cmax for Commit was also higher than for Stonewall
(p=0.03). Craving was lowest during use of Copenhagen (p,0.03). Craving during use of Stonewall, Ariva
and Commit was lower than during use of Revel (p,0.05). Withdrawal symptom score during use of
Copenhagen was lower than during use of Revel (p = 0.009). Copenhagen scores were higher (p,0.005)
than all other products in several measures of drug effects and liking (feel good effects, satisfaction, liking
and desire for product, and strength of product).

This study was supported by grant # P50DA013333
(Transdisciplinary Tobacco Use Research Center),
grant # K23DA017307 and grant # M01-RR00400
(General Clinical Research Center Program).

There is no evidence available from long-term trials that Nicobrevin can aid smoking cessation.

Internal sources•Department of Primary Health Care,
Oxford University, UK.•National School for Health
Research School for Primary Care Res earch, UK.
External sources•NHS Research and Development
Programme, UK

18575629

Cornuz, Jacques, J

A vaccine against nicotine for
smoking cessation: a randomized
controlled trial.

Ib

RCT

high

n = 229

18550339

Kelly, Deanna L, DL

Lack of beneficial galantamine effect IIb
for smoking behavior: a double-blind
randomized trial in people with
schizophrenia.

RCT

low

18188762

Wagena, Edwin J, EJ

The immunogenicity and safety of a
nicotine vaccine in smokers and
nonsmokers: results of a
randomized, placebo-controlled
phase 1/2 trial.

IV

RCT

18058349

Mendoza-Baumgart, M
Irene, MI

Pilot study on lower nitrosamine
smokeless tobacco products
compared with medicinal nicotine.

IIb

RCT

medium

17978987

Rezaishiraz, Hamed, H

Treating smokers before the quit
date: can nicotine patches and
denicotinized cigarettes reduce
cravings?

IIb

RCT

medium

17684130

Hecht, Stephen S, SS

Similar exposure to a tobaccospecific carcinogen in smokeless
tobacco users and cigarette
smokers.

IV

17400953

Kotlyar, Michael, M

Nicotine pharmacokinetics and
subjective effects of three potential
reduced exposure products, moist
snuff and nicotine lozenge.

V

16625649

Stead, L F, LF

Nicobrevin for smoking cessation.

review

15971275

Maurer, Patrik, P

A therapeutic vaccine for nicotine
dependence: preclinical efficacy,
and Phase I safety and
immunogenicity.

RCT

15561449

Cooper, Theodore V, TV

Ib
A placebo controlled randomized
trial of the effects of
phenylpropanolamine and nicotine
gum on cessation rates and
postcessation weight gain in women.

RCT

medium

high

Participants were required to be between
18 and 70 years, to have been smoking at
least 10 but no more than 40
cigarettes/day for more than 3 years.

comparing Nicobrevin to placebo or an
alternative therapeutic control

6 months

n = 32

healthy non-smokers

32 healthy non-smokers were immunized with NicQb. The vaccine was
safe and well- tolerated.

n = 439

smoking women

two forms of pharmacotherapy [nicotine and phenylpropanolamine (PPA) three treatment intervention
groups (PPA gum, nicotine
gums] in addition to a 13-week cognitive behavioral smoking cessation
gum, or placebo gum)
program

12 months

Results showed that the immunogenicity of the
vaccine was not impeded by the presence of
nicotine. These observations provide evidence in
humans that the vaccine we used may represent
a feasible strategy for evoking type-specific
antibodies against nicotine.

There is no evidence available from long-term
trials that Nicobrevin can aid smoking cessation.

All volunteers who received NicQb showed nicotine-specific IgM antibodies at day 7 and nicotine-specific
IgG antibodies at day 14. Antibody levels could be boosted by a second injection or the addition of Alum as
an adjuvant and the antibodies had a high affinity for nicotine. These data suggest that antibodies induced
by NicQb may prevent relapses by sequestering nicotine in the blood of immunized smokers.

These data suggest that antibodies induced by
NicQb may prevent relapses by sequestering
nicotine in the blood of immunized smokers.

Analyses to determine potential differences between treatment groups on weight change and cessation
rates were performed. Results indicated that neither change in body weight nor cessation rates significantly
differed between groups. Attendance to sessions did appear to consistently increase the likelihood of
quitting smoking at posttest and at each of the follow-ups. These results suggest that although the
pharmacological interventions had no effect on cessation rates and postcessation weight gain, the
behavioral component of the intervention was effective in increasing the odds of quitting smoking in weightconcerned women.

These results suggest that although the
pharmacological interventions had no effect on
cessation rates and postcessation weight gain,
the behavioral component of the intervention was
effective in increasing the odds of quitting
smoking in weight-concerned women. Future
efforts should focus on increasing adherence to
behavioral program components, particularly
session attendance
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20819082

Gonzales, David, D

IIb
Immediate versus delayed quitting
and rates of relapse among smokers
treated successfully with varenicline,
bupropion SR or placebo.

20653619

Agboola, Shade, S

A systematic review of the
effectiveness of smoking relapse
prevention interventions for
abstinent smokers.

20071105

Heffner, Jaimee L, JL

19686530

Study type

Study
quality

N

Patient characteristics

RCT

medium

n= 2052

Adult smokers

Ia

SR

very high

n= 28116

Predictors of post-treatment relapse
to smoking in successful quitters:
pooled data from two phase III
varenicline trials.

IIb

RCT

medium

Hajek, Peter, P

Varenicline in prevention of relapse
to smoking: effect of quit pattern on
response to extended treatment.

IIb

RCT

19160228

Hajek, Peter, P

Relapse prevention interventions for
smoking cessation.

Ia

17290726

Croghan, Ivana T, IT

Randomized comparison of a
nicotine inhaler and bupropion for
smoking cessation and relapse
prevention.

16283258

Shiffman, Saul, S

Immediate hedonic response to
smoking lapses: relationship to
smoking relapse, and effects of
nicotine replacement therapy.

Intervention
quitters treated with varenicline (306 of 696), bupropion (199 of 671)

Comparison
placebo

Length of follow-Up

Outcome and effect size

The studies that were included in the analyses for
this manuscript were supported by Pfizer Inc., which
provided funding for the trials, study drug and
placebo and moni- toring.

40 weeks

Cumulative continuous abstinence (IQs + DQs) increased for all treatments during weeks 3–8. Overall IQs
and DQs for varenicline were (24%; 20%) versus bupropion (18.0%, P = 0.007; 11.6%, P < 0.001) or
placebo (10.2%, P < 0.001; 7.5%, P < 0.001). However, DQs as a proportion of successful quitters was
similar for all treatments (varenicline 45%; bupropion 39%; placebo 42%) and accounted for approximately
one-third of those remaining continuously abstinent for weeks 9–52. No gender differences were observed
by quit pattern. Post-treatment relapse was similar across groups

behavioral, pharmacological
participants had either quit smoking on
thei rown (unassisted abstainers),undergone enforced abstinence from
smoking or had enrolled in smoking
cessation treatment programmes (assisted
abstainers)

shortterm (1–3months
post randomization)
,mediumterm
(6–9months) and
longterm (12–18months).

Funding from the Health Technology Assessment
Thirty-six studies randomizing abstainers were included. Self-help materials appeared to be effective in
Programme is gratefully acknowledged.
preventing relapse at long-term follow up in initially unaided quitters (pooled OR 1.52; 95% CI 1.15 to 2.01,
I2 = 0%, NNT = 11, 3 studies). Other behavioural interventions for relapse prevention appeared effective in
the short term only. There were positive results for the use of pharmacotherapies for relapse prevention.
Bupropion was effective at long-term follow-up (pooled OR 1.49; 95% CI 1.10 to 2.01; I2 = 0%; NNT = 11; 4
studies). Nicotine replacement therapy (NRT) was effective at medium-term (pooled OR 1.56; 95% CI 1.16
to 2.11; I2 = 37%; NNT = 14; 4 trials) and long-term follow-ups (pooled OR 1.33; 95% CI 1.08 to 1.63; I2 =
0%; NNT = 20; 4 trials). Single trials of extended treatment of Varenicline and rimonabant were also found to
be effective at short-term and medium-term follow-ups.

n= 626

smokers classified as treatment
responders

varenicline

1 year

301 (48%) relapsed during follow-up (weeks 13–52). The odds of relapsing were almost 5 times greater
(odds ratio [OR]=4.92, 95% confidence interval [CI]: 2.77–8.97; p <.001) for treatment responders who did
not initiate continuous abstinence until the final 4 weeks of the treatment period compared with those who
initiated continuous abstinence by their quit date. Participants who reported >30 days of abstinence during
the year prior to study entry were significantly more likely to relapse than those who reported 0 days of
abstinence (OR=2.38, 95% CI: 1.17–5.04; p =.013)

The studies described in this manuscript were funded
by Pfizer, Inc., which provided support with study
design; study drug and placebo; monitoring;
collection of data and maintenance of the two study
databases containing findings of the investigator
sites. Statistical analyses were performed by Simon
Davies, Ph.D., and Carmen Arteaga, Ph.D., of Pfizer,
Inc. and Cristina Russ, M.D., of Pfizer, Inc.
contributed towards discussions of the data analysis
plan and interpretation of the results. Theodore Lee,
M.D., of Pfizer, Inc. provided support with writing and
submitting the paper for publication. Dr. Heffner and
Dr. Anthenelli were supported, in part, by National
Institute on Alcohol Abuse and Alcoholism grants
#AA013307 and #AA013957, National Institute on
Drug Abuse/Veterans Affairs CSP #1022, and by the
Department of Veterans Affairs

medium

n= 1208

patients abstinent for at least the last
week of 12 weeks’ treatment with
varenicline

3 months continued varenicline

52 weeks

With increas- ing delay in initial quitting, 12-month success rates declined. Participants who had their last
cigarette at week 11 of open-label treatment had quit rates at 52 weeks of 5.7% compared with 54.9% in
those who last smoked in week 1 [oddsratio(OR)20.3(6.3,65.9); P <
0.0001].Patientswhofailedtoinitiateabstinenceinthefirstweekbenefitedmore from extended treatment than
patients continuously abstinent from week 1 [OR 1.7 (1.2, 2.4); P = 0.0015 versus OR 1.1 (0.8, 1.5); P =
0.6995, respectively; with the interaction of the quit pattern with treatment effect reaching borderline
significance ( P = 0.0494)]. No other patient characteristics were related to treatment effect

This study was funded by Pfizer Inc. Editorial
support, in theformof stylingof
thetextandfiguresandliaisonwith authors, was
provided by Joanne Cowan PhD of Envision Pharma
and funded by Pfizer Inc

SR

very high

n= 28055

trials thatcompared relapse prevention interven tions to a no intervention
smokers who quit on their own, or were
control, orthat compared a cessation programme with additional relapse
undergoing enf orced abstinence, or who
were participating in treatment programmes prevention components to a cessation programme alone

minimum of 6 months

Looking at studies of behavioural interventions which rando mised abstainers, we detected no benefit of
brief and ’skills-b ased’ relapse prevention methods for women who had quit smoking due to preg nancy, or
for smokers undergoing a period of enforced abstinen ce during hospitalisation or military training. We also
faile d to detect significant effects of behavioural interventions in trials in unselected

Cochrane

Ib

RCT

high

n= 1700

smokers

nicotine inhaler, bupropion, or both

placebo

12 months

For the phase 2 trial, 405 smoking-abstinent participants were randomized to relapse prevention for 9
additional months, and 432 smokers were randomized to re-treatment for an additional 3 months. At the end
of the initial 3 months of treatment (phase 1), 82 (14%) of 566, 145 (26%) of 567, and 194 (34%) of 567
study participants receiving a nicotine inhaler, bupropion, or both, re- spectively, were abstinent from
smoking. Of the 405 smoking- abstinent participants at the end of 3 months, the bupropion group had more
smokers than the placebo group (mean No. of smokers, 1.5 vs 1.1; P <.001), and the nicotine inhaler group
had higher smoking abstinence rates at 12 months than the placebo group. Those receiving combination
therapy had reduced rates of relapse to smoking for the first 3 months of relapse prevention, but this
difference disappeared after the initial 3 months. Of the 432 study participants who were smoking at the end
of 3 months and who received an alternative treatment regimen, the 223 smokers initially assigned to a
nicotine inhaler were more likely to stop smoking at 6 months if they were re-treated with bupropion instead of

This study was conducted as a collaborative trial of
the North Central Can- cer Treatment Group and
Mayo Clinic and was supported in part by Public
Health Service grants CA25224, CA37404, CA15083,
CA63826, CA35195, CA35448, CA35431, CA35101,
CA35113, CA35103, CA52352, and CA63848

Ib

RCT

high

n= 169

subjects who lapsed during treatment

high-dose (35 mg) nicotine patch

placebo

35 days

Subjects who smoked more during the first lapse had greater risk of progression [second lapse: hazard ratio
(HR)=1.16, confidence interval (CI)=1.01 – 1.32; relapse: HR=1.22, CI=0.97 – 1.54]. Sub- jects with higher
hedonic ratings of the first lapse also had a greater risk of progression to the second lapse (HR=1.08,
CI=1.02 – 1.14) and to relapse (HR=1.26, CI=1.11 – 1.41). Aversive ratings had no bearing on progression.
As epected, active treatment reduced the risk of both a second lapse (HR=0.54, CI=0.39 – 0.78) and a
relapse (HR=0.22, CI=0.11 – 0.45). Importantly, however, NRT had no effect on hedonic ratings, amount
smoked during the first lapse, or aversive ratings

This research was supported by a grant (DA 06084)
from the National Institute on Drug Abuse to Saul
Shiffman. We are grateful to GlaxoSmithKline
Consumer Healthcare (GSKCH) for providing nicotine
and placebo patches for the study (GSKCH did not
otherwise participate in the study or in the paper).

placebo
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Hall, Sharon M, SM

Using extended cognitive behavioral
treatment and medication to treat
dependent smokers.

Ib

RCT

high

n = 406

Participants who smoked at least 10
cigarettes per day

21574208

Wittchen, Hans-Ulrich, HU Smoking cessation in primary care a randomized controlled trial of
bupropione, nicotine replacements,
CBT and a minimal intervention.

IIb

RCT

medium

n = 467

current smokers

21328266

Ebbert, Jon, J

Interventions for smokeless tobacco
use cessation.

Ia

metaanalysis

very high

14 studies (n > Adults who wanted to quit smoking.
10.000)

Smokeless tobacco

placebo

21226883

Chan, Sophia S C, SS

A randomized controlled trial of a
smoking reduction plus nicotine
replacement therapy intervention for
smokers not willing to quit smoking.

Ib

RCT

high

n = 1154

Chinese adults who wanted to quit
smoking.

Intervention group A1 (n = 479) received face-to-face counselling on
smoking reduction and adherence to NRT at baseline, 1 week and 4
weeks with 4 weeks of free NRT.

Group A2 (n = 449) received
the same intervention, but
without the adherence
intervention. Control group B
(n = 226) received simple
cessation advice at baseline.

20934835

Gray, Kevin M, KM

Bupropion SR and contingency
management for adolescent
smoking cessation.

Ib

RCT

high

n = 134

adolescent smokers

20602163

McNeil, John J, JJ

Smoking cessation-recent advances. IIIa

SR

low

240 studies

20525780

Ebbert, Jon O, JO

Smokeless tobacco reduction with
the nicotine lozenge and behavioral
intervention.

RCT

medium

n = 102

IIb

12-week smoking- cessation treatment including group counseling,
nicotine-replacement therapy, and bupropion SR

Comparison

21653904

(1) no further treatment, (2)
active bupropion SR for 40
weeks, (3) placebo for 40
weeks, (4) active bupropion
SR and 11 sessions of CBT
for 40 weeks (A-CBT), or (5)
placebo and 11 sessions of
CBT for 40 weeks

A-CBT was not superior to the other 3 extended treatments. From weeks 12 through 104, all extended
Participants were
assessed at baseline and treatment conditions were superior to standard treatment. At weeks 64 and 104, the 2 CBT conditions
produced significantly higher abstinence rates than did the other 3 conditions.
at weeks 12, 24, 52, 64,
and 104

This study was supported by the National Institute on
Drug Abuse (awards R01 DA02538, K05 DA016752,
K23 DA018691, and P50 DA09253).

Abstinence rates at the end of treatment (12 weeks) were 32.8% for MI patients, 34.8% for CBT, 35.3% for
NRT, and 46.5% for BUP patients (ITT, intention to treat) (no differential effects). Retention rates were
highest in the BUP group (59.3%) and lowest in the NRT group (50.5%). Completer findings were: MI,
56.4%; CBT, 64%; BUP, 79.3%; NRT, 69.2% (LOCF, lost to follow ‐up). No serious adverse events
occurred during or after the medication phase. At 12 ‐month follow‐up continuous abstinence rates were:
BUP, 29.0%; CBT, 20.9%; NRT, 29.6%; MI, 29.6%.

ASAT is sponsored by a federal grant of the Federal
Ministry of Education and Research (01EB 0440 ‐
0441, 01EB 0142). During the preparatory phase of
the study we received further support of
GlaxoSmithKline GmbH & Co. KG (Munich),
GlaxoSmithKline Consumer Health Care GmbH & Co
KG (Buehl) and Pharmacia GmbH (Erlangen). They
provided the mandatory treatment manuals for use of
their products.

6 months

Data from one study suggest that varenicline increases ST abstinence rates (Odds Ratio [OR] 1.6, 95%
Confidence Interval (CI) 1.08 to 2.36) among Swedish snus users.Two trials of bupropion SR did not detect
a benefit of treatment at six months or longer (OR 0.86, 95% CI 0.47 to 1.57). Nicotine replacement therapy
(patch, gum, and lozenge) was not observed to increase tobacco abstinence rates (OR 1.14, 95% CI: 0.91
to 1.42).

>>>>>>>>>>>>>>>>>>>>>>ENGLISH<<<<<<<<<<<
<<Regarding consumers of smokeless tobacco
products behavior therapy can be an effective aid for
smoking cessation. The data is yet heterogeneous
among the 14 studies identified.
>>>>>>>>>>>>>>>>DEUTSCH<<<<<<<<<<<<<<<<
<< Bei Konsumenten von rauchlosen
Tabakprodukten könnte die Verhaltenstherapie eine
wirksame Unterstützung darstellen. Die Datenlage ist
noch heterogen unter den 14 gefundenen Studien.

6 months

Compared to control group B, the interven- tion groups (A1 + A2) had achieved higher 6-month tobacco
abstinence (17.0% versus 10.2%, P = 0.01) and reduc- tion rates (50.9% versus 25.7%, P < 0.001). There
was no significant difference in the 4-week NRT adherence rate at 3 months, but group A1 achieved a
higher abstinence rate than group A2 at 6 months (20.9% versus 12.9%; P = 0.001).

Health and Health Services Research Fund, Hong
Kong SAR (Project no. 01030611).

6-week course of bupropion SR + CM, bupropion SR + non-CM,
placebo + CM, or placebo + non-CM

12 weeks

Combined bupropion SR + CM treatment yielded significantly superior abstinence rates during active
treatment when compared with placebo + non-CM treatment. In addition, combined treatment showed
greater efficacy at multiple time points than did either bupropion SR + non-CM or placebo + CM treatment.
Combined bupropion SR and CM appears efficacious, at least in the short-term, for adolescent smoking
cessation and may be superior to either intervention alone.

Funding was provided by the National Institute on
Drug Abuse, Grants R01 DA17460 (H.P.U., K.M.G.),
K12 DA000357 (K.M.G.), K23 DA020482 (M.J.C.),
and R25 DA020537 (A.L.L.); by the Eunice Kennedy
Shriver National Institute of Child Health and Human
Development, Grant K12 HD055885 (K.J.H.); and by
the U.S. Public Health Service, Grant M01 RR01070
(Medical University of South Carolina [MUSC] Clinical
and Translational Research Center [CTRC]).

adlut smoker, male and female

bupropion, varenicline, NRT, placebo

Abstinence at ≥24 weeks
or ≥6 months

Clinical trials have shown bupropion to be an effective anti-smoking agent whose efficacy is at least the
Not declared
equal of NRT. Quit rates improved by 8% from a weighted average of 9% (range 0% to 22%) for the control
group to 17%(range 4% to 43%) with bupropion (Table 1) [15]. Across 36 trials with at least 6 months followup the bupropion group was 1.7 times more likely to have quit than the placebo treated group (risk ratio
[RR] 1.69 (95% CI 1.53 to 1.85) [15]. Bupropion has also been used in combination with nicotine patches
though a significant benefit has not yet been confirmed [15]. A systematic review of extended treatment for
smoking cessation included 5 studies with bupropion though these failed to detect a significant effect (risk
ratio 1.17; 95% CI 0.99–1.39) [16]. Side effects of bupropion include insomnia (30–42%), headache (26%),
and dry mouth (10.7%), convulsions and suicidal ideation. Insomnia may be addressed by taking the
evening dose more than 4 h before bedtime. The drug is contraindicated in patients with a history of
seizures or suicide ideation, a history of head trauma, heavy alcohol use or anorexia. There were 75 cases of s

(a) between the ages of 18 and 70 years,
(b) interested in reducing ST use but not
quitting (i.e., not having an established
quit date within the next 90 days), and (c)
using ST daily use ( ≥2 tins per week) for
the past 6 months.

4-mg nicotine lozenge with a behavioral intervention could facilitate ST
use reduction among ST users compared with a behavioral intervention
alone

12 weeks

Both interventions were associated with significant decreases in ST use and toxicant exposure and with
increased abstinence, quit attempts, and duration of abstinence. However, no sig- nificant differences were
observed between groups for these outcomes.

(MI; n = 81),
cognitive‐behavioral therapy
(CBT; n = 175), bupropion
(BUP; n = 108) and nicotine
replacements (NRT; n = 103)

This study was funded by National Institutes of
Health grants DA 14404 and P50 DA 013333.

For smokers not willing to quit smoking behavioral
therapy interventions have benefits on the
reduction rates compared to simple cessation
advice. Behavior therapeutic support generates
higher reduction rates than brief advice to quit in
smokers not willing to stop smoking.

efficacy of anti-smoking therapies given for
bupropion. NRT, varenicline. Missing data:
randomised controlled trials of varenicline in
combination with NRT or bupropion.

lozenge study and smokeless tobacco only
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Bupropion and cognitive behavioral
therapy for weight-concerned
women smokers.

Ib

Study type
RCT

Study
quality
high

N
n = 349

Patient characteristics
smoking, weight-concerned women

Intervention
smoking cessation counseling and were randomized to 1 of 2 adjunctive
counseling components: CONCERNS or STANDARD (standard
cessation treat- ment with added discussion of smoking topics but no
spe- cific weight focus), and 1 of 2 medication conditions: bu- propion
hydrochloride sustained release (B) or placebo (P) for 6 months.

20308641

Levine, Michele D, MD

20203458

Laniado-Laborín, Rafael, R Smoking cessation intervention: an
evidence-based approach.

19934280

Rovina, Nikoletta, N

Effectiveness of pharmacotherapy
and behavioral interventions for
smoking cessation in actual clinical
practice.

IIb

RCT

medium

n = 205

19735853

Tønnesen, Philip, P

Smoking cessation: How compelling
is the evidence? A review.

V

review
(narrative)

low

Varenicline
(n=352)
Bupropion SR
(n=329)
Placebo
(n=344)

19630713

Schepis, Ty S, TS

Smoking cessation for adolescents:
a review of pharmacological and
psychosocial treatments.

Ia

systematic
review

very high

n > 200

Bupropion allone and vs Pacebo and in combination with NRT

19574407

Strong, David R, DR

Impact of bupropion and cognitivebehavioral treatment for depression
on positive affect, negative affect,
and urges to smoke during
cessation treatment.

Ib

RCT

high

n = 524

bupropion versus placebo and CBT versus standard smoking cessation
CBT

19011435

Evins, A Eden, AE

A controlled trial of bupropion added
to nicotine patch and behavioral
therapy for smoking cessation in
adults with unipolar depressive
disorders.

IIb

RCT

medium

n = 199

smokers with unipolar depressive disorder added to transdermal nicotine replacement therapy (NRT) and group
(UDD). Adult smokers with current (n = 90) cognitive behavioral therapy (CBT)
or past (n = 109) UDD

18941375

Lemmens, Valery, V

Effectiveness of smoking cessation
interventions among adults: a
systematic review of reviews.

Ia

SR

very high

23 studies

Intervention strategies for smoking
cessation in adults.

Comparison

Length of follow-Up

placebo

SR

behavioral interventions (brief counseling, nonspecific psychological
support in groups + NSGS and cognitive behavioral group therapy +
CBGT) in combination with bupropion SR for smoking cessation

Adult smokers willing to quit - males and
females, in part smokers with mild COPD

bupropion SR combined with
brief counseling (group A),
bupropion SR combined with
NSGS (group B), bupropion
SR combined with CBGT
(group C), or CBGT as the
only approach (group D)

Outcome and effect size

Funding

Women in the CONCERN + B group had higher rates of abstinence (34.0%) and longer time to re- lapse
than did those in the STANDARD + B (21%; P = .05) or CONCERNS + P (11.5%; P = .005) groups at 6
months, although rates of prolonged abstinence in the CONCERNS + B and STANDARD + B groups did
not dif- fer significantly at 12 months. Abstinence rates and du- ration did not differ in the STANDARD + B
group (21% and 19%) compared with the STANDARD + P group (10% and 7%) at 6 and 12 months,
respectively. There were no differences among abstinent women in postcessation weight gain or weight
concerns, although STANDARD + B produced greater decreases in nicotine withdrawal and depressive
symptoms than did STANDARD + P.

This research was supported by grant R01 DA 04174
from the National Institute on Drug Abuse (Dr
Marcus). Dr Levine’s effort was partially supported by
grant K01DA15396 from the National Institute on
Drug Abuse (Dr Levine). GlaxoSmithKline provided
bupro- pion hydrochloride SR, 150 mg, and matching
placebo oral administration free of charge.

Several meta-analysis have shown that all pharmacotherapies for smoking cessation are more efficacious
than placebo, with ORs of about 2 and an abstinence rate in the 25 % to 30 % range at 1 year when
pharmacologic threatment and behavioral support are combined. Unfortunatelly,despite the initial efficacy of
these pharnacotherapies, the number of patients who remain abstinent from smoking at 1-year follow up is
low. Most of the randomized controlles trials report a point prevalence of anstinence at 12 months to be <
30 % among patients in the treatment group.

no declared

Continuous abstinence rates at the end of therapy were 53.2% for group A, 62.9% for group B, 50.0% for
group C, and 22.2% (p < 0.05) for group D. Sustained abstinence rates in 12 months were 29.6%, 28.1%,
34.3% and 19.4% (p > 0.05), respectively.

no declared

Comments

varenicline, NRT, bupropion,
placebo, other therapies (not
first line)

up to 1 year

Bupropion for 7−12 weeks is more effective than placebo when combined with moderate behavioral support
(weekly clinic visits during the first 7 weeks and follow-up) with a 1-year sustained quit rate of 18 −25% for
bupropion and 10% for placebo [35,36]. A Cochrane meta-analysis of 16 studies found an odds ratio of 1.97
(95% CI: 1.7 −2.3) for 1-year success rate for active versus placebo therapy and this is in accordance with
the success rates found in many studies with NRT with support in the same range as in the above studies
[33]. Thus, bupropion and NRT seem to be equally effective for smoking cessation. Although bupropion
when used for 1 year prolongs time to relapse, the difference in continuous abstinence rate was not
significant from week 36 through to month 24

Editorial support for the preparation of this
manuscript was provided by GK Pharma- Comm Ltd;
funding was provided by Pfizer.

First-line pharmacological drugs for smoking
cessation are nicotine replacement products
(patch, gum, inhaler, nasal spray,
lozenge/tablets), varenicline and bupropion SR:
With the most optimal drugs and counseling
today a 1-year abstinence rate of approximately
25% can be expected in smoking cessation.

4 studies on burpopione
(more in several other
treatment entities

max 26 weeks

the study found that the adverse event rate was low and that 55% of participants (6 of 11) receiving
bupropion were abstinent throughout the trial, where as only 18% (2 of 11) of those receiving placebo
maintained abstinence (intention-totreat analysis: p = .006; OR = 3.0, 95% CI = 0.49-18.25). The 7-day
point prevalence abstinence rates at the end of the six-week active treatment were 16.9% of participants on
300 mg of bupropion, 10.3% for 150 mg and 6.7% for placebo. These analyses only included study
completers. These were confirmed by salivary cotinine levels below 50 ng/ml. By Week 26 follow-up, these
7-day point prevalence differences had disappeared, with 10.8% abstinent on the 300mg dose, 3% on the
150 mg dose and 10% abstinent on placebo At week 10 (end of treatment), 28% of the NRT plus placebo
group and 23% of the NRT plus bupropion group achieved 7-day point prevalence abstinence as confirmed
by CO levels below 9 ppm (OR [NRT + placebo as reference group] = 0.84, 95% CI = 0.46-1.53); at Week
26, these rates dropped to 7% and 8%, respectively, as confirmed by salivary cotinine below 20 ng/ml (OR
[NRT + placebo as reference group] = 1.05, 95% CI = 0.38-2.90).

National Institutes of Health (DA07238, DA14037,
DA15131, DA17804, DA17805, MH62464 and
MH68391), and the Sarah M. and Charles E. Seay
Endowed Chair in Child Psychiatry at UT
Southwestern Medical Center.

NRT and bupropion

Bupropion and/or CBT did not affect the observed decreases in positive affect and increases in negative
affect prior to cessation. However, on quit day, observed levels of negative affect and urges to smoke were
diminished significantly among individuals receiving bupropion. Decreases in positive affect prior to quitting,
lower levels of positive affect, and increased levels of negative affect and urges to smoke on quit day were
each related to higher risk of smoking lapse. Depression prone- ness was an independent predictor of lower
positive affect and higher negative affect but did not moderate the effects of bupro- pion on outcomes. In
mediational analyses, the effect of bupro- pion was accounted for in part by lower negative affect and urges
to smoke on quit day.

This research was supported by National Institutes of
Health grants DA08511 to RAB and HL32318 to RN.

bupropion or placebo

13 weeks

AG 5 depressed smokers

In the primary analysis, with dropouts considered smokers, 36% (35/97) of those on bupropion and 31%
(32/102) on placebo attained biochemically validated 7-day point preva- lence abstinence at end of
treatment (not significant). Because of a high dropout rate (50%) and a significant difference in abstinence
status at dropout by treatment group, a traditional intent-to-treat analysis with last observation carried
forward imputation of absti- nence status was performed. In this secondary analysis, 56% (54/97) of those
on bupropion and 41% (42/102) on placebo met criteria for abstinence at end of trial, W 2 = 4.18, P = 0.04.
Nicotine replacement therapy usage and absence of a comorbid anxiety disorder predicted abstinence.
Abstinence was associated with increased depressive symptoms, regardless of bupropion treatment. Thus,
in the primary analysis, bupropion neither increased the efficacy of intensive group CBT and NRT for
smoking cessation in smokers with UDD nor prevented abstinence-associated depressive symptoms.

Evidence for the effectiveness for the following strategies was found: group behavioral therapy OR 2.17;
confidence interval 1.37-3.45; buproprion OR 2.06; CI 1.71-2.43; NRT OR 1.77; CI 1.66-1.88; individual
councelling OR 1.56 CI 1.32-1.84; telephone councelling OR 1.56 CI 1.38-1.77; nurcing intervention OR
1.47 CI 1.29-1.67 and tailored self-helo interventions OR 1.42 CI 1.26-1.61. A 10% increase in price
increases cessation rates by 3-5%. Comprehensive indoor laws increased quit rates by 12-38%.

Financial support by EUROCADET: SP23-CT-2005006528, contract number 006528.
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18826906

Shah, Sima D, SD

Systematic review and metaanalysis of combination therapy for
smoking cessation.

Ia

SR

very high

n = 2.204

combination therapy for smoking cessation ant determine the role of this
regimen for treating tobacco dependence.

18696300

Walsh, Raoul A, RA

Over-the-counter nicotine
replacement therapy: a
methodological review of the
evidence supporting its
effectiveness.

Ia

SR

very high

12 studies

strength of the evidence from randomised trials and comparison group
studies supporting the effectiveness of OTCNRT

18686184

Tønnesen, Philip, P

Smoking cessation with smokeless
tobacco and group therapy: an
open, randomized, controlled trial.

Ib

RCt

high

n = 263

18625823

Schmelzle, Jason, J

Update on pharmacologic and
nonpharmacologic therapies for
smoking cessation.

Ia

SR

very high

17943813

Ebbert, J O, JO

Interventions for smokeless tobacco
use cessation.

Ia

SR

very high

17619862

Fucito, Lisa M, LM

Effects of instructions on responses
to the nicotine patch: a laboratory
study.

IV

17154745

Velicer, Wayne F, WF

Evaluating nicotine replacement
therapy and stage-based therapies
in a population-based effectiveness
trial.

IV

16839698

Mooney, Marc E, ME

Adding MEMS feedback to
behavioral smoking cessation
therapy increases compliance with
bupropion: a replication and
extension study.

Comparison

Length of follow-Up

Outcome and effect size
The aggregated relative risk of abstinence comparing with single treatment groups was 1.42 (95% CI 1.211.67), 1.54 (1.19-2.00) and 1.58 (1.25-1.99) at 3, 6 and 12 months respectively. Advise effects with
combination NRT were minimal and similar to placebo or monotherapy.

Funding

The review found a number of issues, including provision of free NRT, heavy cigarette intakes (average 25
daily), high levels of personal interactions (7.6 per subject), lack of blindness assessment and failure of
most studies to actively follow-up all subjects seriously limit the degree to which studies’ results can be
applied to non-research OTCNRT users. In addition, several important limitations affecting the metaanalyses of OTCNRT by Hughes et al. were highlighted.

OTCNRT was compared with
placebo in four studies and
with health professionaldelivered NRT in four studies,
and four studies involved
community-based minimal
intervention NRT

Smokeless tobacco was provided for 7 weeks (or up to 12), combined
with eight group support visits provided by nurses. The control group
received group support only.

6 months

Smoking cessation rates were statistically significantly better in the smokeless tobacco group than in the
control group during the first 7 weeks. Point-prevalence abstinence rates at 7 weeks were 36.4% versus
20.8% (OR52.52, p5.001), respectively; and continuous abstinence rates from weeks 4 to 7 were 31.5%
versus 19.2% (OR51.94, p5.023), respectively. The primary outcomes (i.e., 6-month point prevalence) were
23.1% versus 20.8%, respectively (OR51.31, ns). Smokeless tobacco was relatively well tolerated, although
15 subjects (11.2%) stopped use due to adverse events. A total of 25 subjects (17.5 %) were still using
smokeless tobacco after 6 months. This trial demonstrated short-term efficacy of smokeless tobacco in
combination with group support for smoking cessation but no long-term efficacy.

This study was supported by a grant from the Danish
National Research Foundation.

evidence on the efficacy and safety of pharmacologic and
nonpharmacologic therapies for smoking cessation

up to 1 year

Pharmacologic smoking cessation aids are recommended for all smokers trying to quit, unless
contraindicated. A new pharmacologic smoking cessation aid, varenicline, is now available in Canada. Level
I evidence at 1-year follow-up indicates that it is effective for smoking cessation. Adverse effects include
nausea, insomnia, and abnormal dreaming. Nausea is mild or moderate and decreases over time.
Varenicline is more effective than placebo or bupropion. Counseling also increases the likelihood of
achieving cessation.

no declared

n > 10.000

effects of behavioural and pharmacologic interventions for the treatment
of ST use

at least 6 months

Two trials of bupropion SR did not detect a benefit of treatment at six months or longer (Odds Ratio (OR)
0.86, 95% Confidence Interval (CI): 0.47 to 1.57). Four trials of nicotine patch did not detect a benefit (OR
1.16, 95% CI: 0.88 to 1.54), nor did two trials of nicotine gum (OR 0.98, 95% CI: 0.59 to 1.63). There was
statistical heterogeneity among the results of 12 behavioural interventions included in the meta-analyses.
Six trials showed significant benefits of intervention. In post-hoc subgroup analyses, behavioural
interventions which include telephone counselling or an oral examination may increase abstinence rates
more than interventions without these components.

no declared

RCT

n = 72

smokers receive information that emphasized either patch benefits (n =
25) or standard patch information including side effects (n=25)

placebo

Benefits information significantly increased posi- tive expectancies for the patch and promoted positive
mood during the abstinence period relative to the side effects information. Nicotine-dose instructions
resulted in fewer lapsed cigarettes and higher ratings of patch helpfulness than placebo instructions. In
particular, women’s smoking behavior appeared to be more influenced by nicotine instructions than that of
men.

no declared

RCT

n = 2054

Nicotine replacement therapy (NRT) alone and in combination with
behavioral interventions

Participants were randomly
assigned to one of four
conditions: stage-matched
manuals (MAN); NRT plus
manuals (NRT + MAN);
expert system plus NRT and
manuals (EXP + NRT +
MAN); and automated
counseling plus NRT,
manuals, and expert system
(TEL + EXP + NRT + MAN)

Assessments were completed at baseline, 10, 20, and 30 months. The point prevalence cessation rates at
final follow-up (30 months) were MAN, 20.3%; NRT + MAN, 19.3%; EXP + NRT + MAN, 17.6%; and TEL +
EXP + NRT + MAN, 19.9%. Stage-matched manuals provided cessation rates comparable with previous
studies. The addition of NRT, expert system interventions, and automated telephone counseling failed to
produce a further increase in intervention effectiveness.

no declared

RCT

n = 55

usefulness of a Medication Event Monitoring System (MEMS) to assess
pill-taking behavior and enhance compliance with bupropion for smoking
cessation.Participants received MEMS bottles containing bupropion-SR
(150 mg) to be taken twice daily for 7 weeks

6 weeks
For participants randomly
assigned to the Enhanced
Therapy group (n=27),
weekly individual smoking
cessation therapy sessions
included an additional 10 min
of MEMS feedback and
compliance enhancement
counseling using CBT
techniques. The Usual Care
group (n=28) received weekly
individual smoking cessation
sessions only. Compliance
outcomes included total
doses taken and number of
doses taken within the
prescribed time interval.

Results indicated significantly higher compliance over time for the Enhanced Therapy group. Smoking
abstinence rates did not differ between the two groups, although results from the pooled sample analysis
showed a significant association between level of medication compliance and abstinence status at
treatment weeks 3 and 6. Incorporating MEMS-based compliance interventions into smoking
pharmacotherapy trials is recommended.

This research was supported by the NIDA K01-DA-01
9446 (MM), R01 DA-08888 and P50 DA 09262.
GlaxoSmithKline provided the bupropion SR. Some
data used in the current paper were presented at the
Society for Research on Nicotine Tobacco's annual
conference in 2003.

healthy smokers who smoked a mean of
24 cigarettes/day

Comments

no declared

This trial demonstrated short-term efficacy of
smokeless tobacco in combination with group
support for smoking cessation but no long-term
efficacy.
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16393735

Roozen, Hendrik G, HG

Effects on smoking cessation:
naltrexone combined with a cognitive
behavioral treatment based on the
community reinforcement approach.

RCT

16171657

Le Foll, B, B

IIIa
Smoking cessation guidelines:
evidence-based recommendations of
the French Health Products Safety
Agency.

SR

low

17454714

Boyle, Raymond G, RG

Proactive recruitment of health plan
smokers into telephone counseling.

IIb

RCT

medium

22244706

Schnoll, Robert A, RA

Extended duration therapy with
transdermal nicotine may attenuate
weight gain following smoking
cessation.

IIb

RCT

medium

n=139

21153694

Costello, Mary Jean, MJ

IIb
Effectiveness of pharmacist
counseling combined with nicotine
replacement therapy: a pragmatic
randomized trial with 6,987 smokers.

RCT

medium

20409497

Swan, Gary E, GE

Behavioral counseling and
varenicline treatment for smoking
cessation.

Ib

RCT

high

Patient characteristics

n = 28

Intervention
explore the effects of the combination NTX (25/50-mg dd.), NRT, and
CRA (Community Reinforcement Ap- proach) in terms of craving and
abstinence

Comparison

Length of follow-Up

In a randomized open label, 2 3 months
× 2 between subjects design,
25 recovered spontaneous
pneumothorax (SP)
participants received 8 weeks
of treatment. Due to side
effects, only 3 participants
were compliant in the 50-mg
NTX condition.

recommendations for the treatment of tobacco dependence of the
French Health Products Safety Agency (AFSSAPS)

Outcome and effect size

Funding

Craving significantly de- clined between each measurement and there was a significant interaction between
de- cline in craving and craving measured at baseline. The abstinence rate in the CRA group was nearly
double that in the non-psychosocial therapy group (46% vs. 25%; NS) at 3 months follow-up after treatment.

We also thank STIVORO - for a smoke free future,
and Novartis, for additional funding and support.
Naltrexone (Antaxone⃝R) was provided in oral vials
by Zambon, Amersfoort, the Netherlands. Nicotine
patches (Nicotinell⃝R) were provided by Novartis,
Breda, the Netherlands.

Clinicians should enquire about the smoking status of each patient and provide information about health
consequence of smoking and effective treatments available. These treatments include counseling (mainly
individual or social support and behavioral and cognitive therapy) and pharmacological treatment with either
nicotine replacement therapy (NRT) or bupropion LP. Pharma- cological treatments should be used only for
proven nicotine dependence, as assessed by the Fagerstrom test for Nicotine Dependence. The choice of
pharmacologic treatment depends of the patient’s preference and history and of the presence of contraindications. The clinician should start with a single agent, but these treatments may be used in combination.
Smoking behavior is a chronic problem that requires long-term management and follow-up. Access to
intensive treatment combining pharmacological treatment and extensive behavioral and cognitive therapy
should be available for highly dependent patients.

B.L.F. is visiting fellow at NIDA and his move to NIDA
has been supported by the Gilbert Lagrue Foundation
and the Simone and Cino del Duca Foundation. We
thank Steven R. Goldberg for corrections on the ms.

no-contact control group

3 and 12 months

An increased point-prevalence quit rate at 3 months (33.1% vs. 27.4%, p , .05) among smokers randomized
to proactive recruitment for telephone counseling was not maintained. Although at 12 months smokers in
the proactive recruitment arm were more likely to report a 24-hr quit attempt, compared with control group
smokers (86.7% vs. 80.8%, p 5 .027), we found no differences between the groups in repeated (3-month
and 12- month) 7-day point-prevalence quit rates. In an analysis of predictors of quitting, age, marital
status, making a lifestyle change, and the presence of household smokers were associated with repeated 3month and 12-month point-prevalence abstinence. Offering telephone counseling to insured smokers who
have filled prescriptions for cessation medications did not increase long-term quit rates. Although other
variations of this approach might be tested, we suspect that it might be more useful to test innovative ways
to influence the factors we identified as being most strongly predictive of lack of successful quitting.

This research was supported by grant 044163 from
the Robert Wood Johnson Foundation Addressing
Tobacco in Managed Care Program

139 clinical trial participants who were con
fi rmed to be abstinent at weeks 8 and 24.

extended (24 weeks) vs.
standard (8 weeks plus 16
weeks of placebo)
transdermal nicotine patch
therapy.

24.weeks

Compared to participants who received 8 weeks of nicotine patch therapy, participants who received 24
weeks of treatment showed signi fi cantly less weight gain from pre-treatment to week 24 ( β = − 4.76, 95%
CI: − 7.68 to − 1.84, p=.002) and signi fi cantly less weight gain from week 8 to week 24 ( β = − 2.31, 95%
CI: − 4.39 to − 0.23, p=.03). Extended treatment increased patch adherence which, in turn, reduced weight
gain; patch adherence accounted for 20% of the effect of treatment arm on weight gain.

This research was supported by National Institutes of
Health grants P50 CA143187 and U01 DA020830

n=6987

prospective, open-label; Smokers
interested in participating provided online
consent and completed an online baseline
assessment to determine eligibility [must
be Ontario residents, 18 years or older,
self-report current daily smokers of 10 or
more cigarettes per day, willing to make a
quit attempt within the next 30 days,
reported no labeled contraindications for
using NRT (e.g., pregnant or
breastfeeding, recent heart attack) and
had not taken varenicline (Champix
/Chantix ) within the past seven days] and
to collect demographic and life- style
information

two models of a pharmacistled behavioral intervention
[Group A (3-sessions) vs.
Group B (1-session)] in
conjunction with 5 weeks of
nicotine replacement therapy
(NRT).

5 weeks

Group A participants who completed all three sessions were more likely to quit compared to Group B [OR =
1.72 (95% CI: 1.53, 1.94)]. C

The STOP Study was funded by the Ontario Ministry
of Health Promotion (awarded to P. Selby) and
conducted by research staff at the Nicotine
Dependence Clinic, Centre for Addic- tion and Mental
Health (Toronto) and 113 pharmacists across Ontario
who graciously volunteered their time. The Ontario
Pharmacist Association assisted with recruiting
pharmacists. Conflicts of interest The authors would
like to declare the following: B. Sproule has received
grant funding from Health Canada, the Canadian
Institutes of Health Research (CIHR), Canadian
Tobacco Control Research Initiative (CTCRI) and the
Whitaker Foundation. L. Zawertailo has received
funding from Health Canada, CIHR and the CTCRI.
She is a co-investigator on peer-reviewed and
industry- initiated grants by Pfizer Inc and Johnson
and Johnson and has received honoraria from Pfizer
Canada. J. C. Victor has received grant funding from
the CTCRI and CIHR. P. Selby has received grant
funding from National Institute on Drug Abuse
(NIDA), CIHR, CTCRI, Health Canada and the
Ontario Ministry of Health Promotion. He has also recei

n=1202

Participants were recruited from October
2006 to October 2007 through health plan
magazine advertisements, employee
mailings, physician referrals, and through
Free & Clear’s Quit For Life ® Program.
Smokers were eligible if they: were aged ≥
18 years; smoked at least 10 cigarettes
per day over the past year and 5
cigarettes per day within the past week;
had dependable telephone and Internet
access and comfort using the Internet;
were eligible for smoking-cessation
services under current health plan
coverage, and were medically appropriate
for varenicline use

compared the effectiveness
of three modalities of a
behavioral smokingcessation program in
smokers using varenicline

6 months

Intent-to-treat analyses revealed relatively high percentages of abstinence at 3 months (38.9%, 48.5%,
43.4%) and at 6 months (30.7%, 34.3%, 33.8%) for the web, PTC, and PTC web groups, respectively. The
PTC group had a significantly higher percentage of abstinence than the web group at 3 months, OR=1.48,
95% CI 1.12–1.96, but no between-group differences in abstinence outcomes were seen at 6 months.

This study was funded by the National Cancer
Institute (grant # R01CA071358) and is registered at
Clinicaltrials.gov (NCT00301145). Varenicline and
nominal support for recruiting participants was
provided by Pfizer, Inc. Neither entity had any role in
the study design, the collection, analysis, and
interpretation of data, in the writing of the report, or in
the decision to submit the report for publication.
Portions of this paper were presented to the annual
meeting of the Society for Behavioral Medicine,
Montreal, April 24, 2009.

Health plan members filling a prescription
for cessation medications

proactive recruitment into telephone counseling.

Comments
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Williams, Jill M, JM

Comparison of two intensities of
tobacco dependence counseling in
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17577801

Brown, Richard A, RA

Bupropion and cognitive-behavioral
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cessation.

17558827

Schmitz, Joy M, JM

Bupropion and cognitive-behavioral
therapy for smoking cessation in
women.

IIb

Study type
RCT
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quality
medium

RCT

Ib

RCT

high

N

Patient characteristics

n=80

All subjects had their diagnosis of
schizophrenia (SCZ) or schizoaffective
disorder (SA) confirmed with the
Structured Clinical Interview for DSM
(SCID), smoked more than 10 cigarettes
per day, and were willing to try to quit
(Spitzer & Williams, 1985). Subjects also
had to be taking an atypical antipsychotic
to participate

n=524

(47.5% female, M age 5 44.27 years) who
were randomized to one of four 12-week
treatments. Participants were 524 smokers
recruited via news- paper, radio, and
television advertisements to participate in
a randomized, double-blind, placebocontrolled 2 6 2 clinical trial

n=154

154 women, aged at least 30 years and
smoking more than 10 cigarettes/day.

Intervention

Comparison

Individual counseling sessions were provided by mental health clinicians
in mental health settings, along with nicotine patch

two manualized behavioral
counseling approaches –
Treatment of Addiction to
Nicotine in Schizophrenia
(TANS) or Medication
Management (MM. The two
treatments varied in intensity
and frequency of sessions

All participants received weekly, 60- min sessions of group therapy over
7 weeks. Sustained-release bupropion (300 mg/day; 150 mg/day for 3
days, followed by 150 mg twice daily) or matching unmarked placebo
tablets were packaged in MEMS by the pharmacist and dispensed
weekly by the nurse in double-blind fashion.

Length of follow-Up

Outcome and effect size

Funding

Twenty-one percent (n=18) of participants had continuous abstinence (CA) at 12 weeks after the target quit
date (TQD), which was not significantly different between conditions (15.6% TANS vs. 26.2% MM, Χ 2
=1.50; p=0.221 ). Smokers in both groups significantly reduced smoking as measured by cigarettes per day
and expired carbon monoxide. Findings support that mental health clinicians can be trained to effectively
help smokers with SCZ maintain tobacco abstinence

this work was supported by grants from the National
Institute on Drug Abuse (K-DA14009-01; R01DA015537). The authors are also supported in part
by grants from the National Institute of Mental Health
(R01-MH076672-01A1 to JMW), National Institute on
Drug Abuse (K23-DA 018203-02 to MLS), Pfizer, Inc
and the New Jersey Department of Health and Senior
Services, Office of the State Epidemiologist, through
funds from New Jersey Comprehensive Tobacco
Control Program (JMW, MLS)

four 12-week treatments: (a) 2, 6, and 12 months
standard,
cognitive–behavioral smoking
cessation treatment (ST) plus
bupropion (BUP), (b) ST plus
placebo (PLAC), (c) standard
cessation treatment
combined with
cognitive–behavioral
treatment for depression
(CBTD) plus BUP, and (d)
CBTD plus PLAC. F

Consistent with previous studies, bupropion, in comparison with placebo, resulted in better smoking
outcomes in both intensive group treatments. Adding CBTD to standard intensive group treatment did not
result in improved smoking cessation outcomes. In addition, neither CBTD nor bupropion, either alone or in
combination, was differentially effective for smokers with single-past-episode major depressive disorder
(MDD), recurrent MDD, or elevated depressive symptoms

This research was supported by National Institutes of
Health grants DA08511 to Richard A. Brown and
HL32318 to Raymond Niaura

12 months
two level factorial design to
examine the independent and
interactive effects of
medication (bupropion 300
mg/day vs. placebo) and
psychotherapy (cognitivebehavioral therapy [CBT] vs.
supportive therapy [ST])

Higher abstinence rates at EOT and 3-, 6-, 9-, and 12-month follow-ups were observed when bupropion was
delivered concurrently with CBT (44%, 24%, 30%, 23%, 17%) rather than with ST (18%, 1%, 8%, 5%, 2%).
The bupropion-CBT combination, however, was not clearly superior to placebo, regardless of therapy
assignment

This research was supported by National Institute on
Drug Abuse grant DA08888. GlaxoSmithKline
provided the bupropion

12 months

Comments

89

5. Evidenztabelle zu Kapitel 5.5 Somatische Therapieverfahren

Evidenztabelle für die Empfehlung 5.5.3.1
Citation

First Author

Degree of
Evidence

Title (shortened)

Study type

Study
quality

N

Patient characteristics

Intervention

Comparison

Length of follow-Up

Outcome and effect size

Funding

Comments

Compared with sham acupuncture, the fixed-effect risk ratio (RR) for the short-term effect of acupuncture was 1.18 (95% confidence interval
1.03 to 1.34), and for the long-term effect was 1.05 (CI 0.82 to 1.35).

There is no consistent, bias-free
evidence that acupuncture,
acupressure, laser therapy or
electrostimulation are effective for
smoking cessation, but lack of
evidence and methodological
problems mean that no firm
conclusions can be drawn.

The three subscales of irritability-impatience, difficulty concentrating and insomnia in the RA group were significantly lower than those of the
SA group (p < 0.05).

These findings suggest that
acupuncture might help in smoking
cessation by attenuating withdrawal
symptoms and smoking cuesinduced autonomic responses.

White, Adrian R, AR

Acupuncture and related
interventions for smoking cessation.

Ia

metaanalysis of The studies We included
33 reports of
33 RCT
were not
studies.
judged to
be free from
bias.

Tobacco smokers of any age who All studies used a traditional approach to acupuncture,
wished to stop smoking.
choosing points nominated as specific for smoking cessation.

21195289

Chae, Younbyoung, Y

Acupuncture attenuates autonomic
responses to smoking-related visual
cues.

IIIb

RCT

29

men 18 years or older, who
smoked at least 10 cigarettes per
day and were willing to quit
smoking and not taking other
drugs during the course of the
research treatment period.

Each subject received daily acupuncture treatments for three
consecutive days. For the RA group, the acupuncture needle
(0.25mm diameter, 40mm length) was inserted at the HT7
acupuncture point to a 6mm depth, manipulated for 30 s and
withdrawn 20 min later.

Fifteen subjects were treated
with real acupuncture (RA) at
HT7 and 14 subjects
received sham acupuncture
(SA) at LI10 using the Park
Sham Device.

19885943

Yeh, Mei-Ling, ML

A six-week acupoint stimulation
intervention for quitting smoking.

Ib

RCT

59

adults, smoking at least 1
cigarette a day for at least a year

acupuncture at correct points

acupuncture at incorrect
points

6 weeks

The quit rate in the experimental group was 13.3% and 13.7% in the sham group. However, daily tobacco consumption was 10 cigarettes in
the experimental group and 11.21 cigarettes in the sham group

not available

biochemical validation of self-reports

17698433

Wu, Ta-Peng, TP

A randomized controlled clinical trial
of auricular acupuncture in smoking
cessation.

IIb

RCT

118 subjects

100 males, 18 females, 18 or
older, at least 10 cigarettes a day
for over a year

auricular acupuncture for 8 weeks at points relevant for
smoking cessation (n=59)

auricular acupuncture at
point irrelevant to smoking
cessation (n=59)

6 months

At the end of treatment, cigarette consumption had significantly decreased in both groups, but only the treatment group showed a significant
decrease in the nicotine withdrawal symptom score. Smoking cessation rate showed no significant difference between the treatment group
(27.1%) and the control group (20.3%) at the end of treatment. There was also no significant difference in the smoking cessation rate
between the treatment group (16.6%) and the control group (12.1%) at the end of follow-up.

National Health Bureau, Department of Health,
Executive Yuan, Taiwan

biochemical validation

17359519

White, Adrian R, AR

Acupressure for smoking cessation-- IIb
a pilot study.

18 or older, at least 10 cigarettes
at beginning
24 subjects, at a day
the end only 7
subjects

all groups NRTs and behavioral group therapy; intervention:
acupressure beads (either one or two=

all groups NRTs and
behavioral group therapy; no
further intervention

6 weeks

no significant differences were found

DH-national Co-ordinating Centre for Reserach
Capacity Development

small sample, biochemical validation

17264832

White, Adrian, A

The effects of auricular acupuncture
on smoking cessation may not
depend on the point chosen--an
exploratory meta-analysis.

Ia

meta analysis

13 studies

stimulation of acupuncture points relevant to smoking
cessation

acupuncture at "incorrect"
points or other intervention

7 to 365 days

10 studies combined: correct points more effective than control (OR: 2.24, 95% CI [1.61,3.10]; 3 high quality studies: no difference between
intervention at correct points or incorrect points (OR: 1.22, CI [0.72,2.07]); 2 studies: incorrect points more effective than correct points (OR:
1.96, CI [1.00,3.86]);

DH-national Co-ordinating Centre for Reserach
Capacity Development

acupuncture seems to be effective
but this effect may not depend on
the "correct" points

16437420

White, A R, AR

Acupuncture and related
interventions for smoking cessation.

Ia

meta analysis

24 studies

facial or auricular acupuncture, acupressure or
electrostimulation of acupunctural points

differed among studies (sham 1 month to 5 yeras
acupuncture points or other
interventions)

a short term effect with an odds ratio (OR) 1.36 (95% confidence interval [1.07; 1.72]. A long term effect could not be found.

not available

only comparative analysis of
acupucnture and sham
acupuncture possible

22502956

Tahiri M,

Alternative smoking cessation aids:
a meta-analysis of randomized
controlled trials.

Ia

meta analysis

6 studies (823) mean number of cigarettes varied acupuncture (length of treatment differed among studies)
patients
from 16 to 32

differed among studies

estimated mean treatment effects were acupuncture (odds ratio [OR], 3.53; 95% con fidence interval [CI], 1.03-12.07); acupuncture may help
smokers to quit

a Canadian Institute of Health Research Team Grant
in Cardiovascular Outcomes Research

blind and random assignment of
subjects were inclusion criteria,
definition of rate of abstinence
(point (PP) or continuous
prevalence (CA)) differed among
studies (5 studies PP, one study
CA); most studies no biochemical
validation

RCT (pilot)

small N

small
sample

differed maong studies

comparing a form of
acupuncture, acupressure,
laser therapy or
electrostimulation with either
no intervention, sham
treatment or another
intervention for smoking
cessation.

6 to 12 months

21249644

at least 6 months

6. Evidenztabellen zu Kapitel 5.6 Gender- und Altersaspekte

Evidenztabelle für die Empfehlung Kinder und Jugendliche
Citation

First Author

Degree of
Evidence

Title (shortened)

Study type

Study
quality

N

Patient characteristics

Intervention

Comparison

Length of follow-Up

Outcome and effect size

Funding

overall OR comparing likelihood of abstinence in the MI versus control condition of 1.45 (95% CI or CI 1.14 to 1.83). These findings suggest
Four categories of
that current MI smoking cessation approaches can be effective for adoles- cents and adults. However, comparative efficacy trials could be
studies were created by
useful.
follow-up time- point:
between 4 and 8 weeks
inclusive, between 10 and
12 weeks inclusive,
between 22 and 26
weeks inclusive and 52
week

This work was supported by the National Institutes of
Health [CA108685 to CH, CA006927 to Fox Chase
Cancer Center]

no data - 1 year

Investigations have made progress in elu- cidating efficacious treatments for adolescent smokers, but much work remains to be done in both
pharmacological and non-pharmacological areas of treatment.

this work was supported in part by grants from the National Institutes of Health (DA07238, DA14037,
DA15131, DA17804, DA17805, MH62464 and
MH68391), and the Sarah M. and Charles E. Seay
Endowed Chair in Child Psy- chiatry at UT
Southwestern Medical Center.

6 months

Comparative analysis between MTI and BA quit rates at 6 months post-baseline was not statistically significant. MTI patients showed greater
reduction than BA patients (Table 4). Comparison of 6-month post-baseline values for MTI and BA participants was not significant, but a
medium effect size was found for the compliant subsample (Cohen’s h = .38); a small effect size was found for the intent-to-treat subsample
(h = .15). Among teenagers who reduced, MTI teenagers reduced more than BA teenagers. The 6-month follow-up comparison revealed a
large effect size (Cohen’s h = .69) for mean percentage reduction (Table 5). Our study found negative results in terms of intervention efficacy
for cessation. Although there was a small to medium effect size (Cohen’s h = .28), the difference was not significant.

Funding for this study was provided by the United
States Department of Health and Human Services,
Agency for Healthcare Research and Quality (5 R18
HS010736-04).

any interventions; these could include pharmacotherapy,
psych o- social interventions and complex programmes
targeting famil ies, schools or communities. We excluded
programmes primarily aimed at prevention of uptake.

at least 6 months

two trials based mainly on TTM interventions achieved moderate long-term succe ss, with a pooled odds ratio (OR) at one year of 1.70 (95%
confidence int erval (CI) 1.25 to 2.33). The eleven trials that included some form of motivational enhancement gave an estimated OR of 1.70
(95% CI 1.31 to 2.20). The six trials which included cognitive behavioural therapy did not individually achieve statistica lly significant results,
but there was a marginally significant effect of pooling four studies using the Not on Tobacco programme (OR of 1.77, 95% C I 1.00 to 3.11)
although 3 of the trials used abstinence for as little as 24 hours at six months as the cessation outcome. Neith er of the small trials using NRT
products detected statisticall y significant effects. A trial of bupropion alone, showed no significant effe ct for either a standard or lower dose

Cochrane review

Included was any article or report
in the English language that
included data regarding the
contents of a teen smoking
cessation effort, quit rates, and a
through-study age range of 12 to
19 years old

The contents of these programs could involve use of any
cessation theory (e.g., social influence, motivation
enhancement) and type of com- munity unit (modality; e.g.,
mass media, family, or school) to induce change.

1–3 months, 3–12
months, or longer

Across studies, program conditions, compared with control conditions, appeared to give smokers a 2.90% (95% confidence interval = 1.474.35%) absolute advantage in quitting, increasing the probability of quitting by approximately 46% (9.14% vs. 6.24%). Relatively higher quit
rates were found in programs that included a motivation enhancement component, cognitive-behavioral techniques, and social influence
approaches. Also, relatively higher quit rates were found in school-based clinic and classroom modalities. Furthermore, relatively higher quit
rates were found for programs consisting of at least 5 quit sessions. Data also indicated that the effects were maintained at short-term (1 year
or less) and longer term (longer than 1 year) follow-ups.

___________

n=2710

adolescents 13 to 17 years of
age, both smokers (smoked in
the past 30 days) and
nonsmokers/ former smokers.

1) special intervention (SI), a provider-delivered smok- ing
prevention and cessation counseling intervention tailored to
the stage of smoking acquisition of each ad- olescent, with
peer counseling focusing on the social aspects of smoking
and development of the ability to resist social pressures to
smoke;

or (2) usual care (UC), the
comparison condition.

6 and 12 months

The percentage of providers engaging in the smoking interventions differed significantly between the special intervention and usual care
conditions, according to adolescent reports in the patient exit interviews. For nonsmokers/former smok- ers, overall patient exit interview
scores were 7.24 for the special intervention condition and 4.95 for the usual care condition. For current smokers, overall patient exit
interview scores were 8.40 and 6.24 for the special intervention and usual care conditions, respectively. Intervention fidelity of special
intervention providers was 72.2% and 84.0% for nonsmokers/former smokers and current smokers, respectively

We gratefully acknowledge support for this research
from the National Cancer Institute (grant R01
CA80254- 01A1).

high

n=1147 (at
baseline)

students aged 15 −21 at 22
continuation schools in Denmark.

Intervention was a minimal intervention based on events with
short counselling and a range of self-help materials.
(1) Carbon monoxide measurement; (2) a personal and short
counselling based on motivational interviewing focused on
motivation for quitting, management of cigarette craving,
problem solving, and development of cessation skills; (3) selfhelp materials with a combi - nation of quit-guides and various
postcards/materials; (4) referral to a smoking cessation
programme using the internet, text messages (SMS), and email; and (5) referral to telephone counselling.

1 month (short-term) and
receive the intervention in
14 months (long-term)
either year 1 (intervention)
or year 2 (waiting list controls

positive short-term effects regarding smoking cessation (adjusted O r 4.50, 95% CI 1.20 −16.86), self-efficacy ( p =0.01), and intentions to quit
( p =0.004). However, none of these effects were maintained at 1-year follow up.

This study was supported by the Health Insurance
Foundation of Denmark (Sygekassernes Helsefond,
Grant Number: bj.nr 2007B011)

medium

n=1068

Adolescents who reported past
30-day smok- ing and interest in
quitting

The intervention used a cognitive-behavioral approach based
on social cognitive theory 25,26 to develop health knowledge
andpositiveoutcomeexpectationsand to build the adolescent’s
self-control and behavioral capacity skills (eg, goal-setting,
self-monitoring, problem- solving) and self-efficacy to stop
smok- ing.

3 and 12 months
1 of 2 conditions, each of
which consisted of 4 visits
with the school nurse: (1)
counseling intervention using
the 5 A’s model and cognitivebehavioral techniques; or (2)
an information-attention control condition.

Intervention condition participants were almost twice as likely to be abstinent per self-report at 3 months (odds ratio: 1.90 [95% confidence
interval: 1.12–3.24]; P .017) compared with control par- ticipants; at 12 months there were no differences. The difference at 3 months was
driven by quit rates in male students (15.0% [intervention] vs 4.9% [control]; odds ratio: 3.23 [95% confidence interval: 1.63–6.43]; P .001);
there was no intervention effect in female students at either time point (6.6% vs 7.0% at 3 months and 16.6% vs 15.5% at 12 months) and no
intervention effect in male students at 12 months (13.9% vs 13.2%)

Funded by the National Institutes of Health (NIH).

20675688

Heckman, Carolyn J, CJ

Efficacy of motivational interviewing
for smoking cessation: a systematic
review and meta-analysis.

Ia

SR

very high

31 smoking
cessation
research trials
were selected
for the study;
n=9845

motivational interviewing (MI)
eight comprised adolescent
samples, eight comprised adults
with chronic physical or mental
illness, five comprised
pregnant/postpartum women and
10 comprised other adult samples.

19630713

Schepis, Ty S, TS

Smoking cessation for adolescents:
a review of pharmacological and
psychosocial treatments.

IIa

SR

medium

n=3658 (?)

adolescents under 20 years of
age.

pharmacological aids; Behavioral or psychosocial treatment
;innovative treatments, such as phone or internet cessation
programs,

17173716

Horn, Kimberly, K

Efficacy of an emergency
department-based motivational
teenage smoking intervention.

IIb

RCT

medium

n=75

Participants were smokers aged
14 to 19 years (N = 75) who
presented for treatment in a
university-affiliated hospital
emergency department (ED).

Motivational interviewing techniques were used by trained
providers to facilitate individual change; stage- based takehome materials also were provided.

17054164

Grimshaw, G M, GM

Tobacco cessation interventions for
young people.

IIa

SR

medium

"n> 5000",
precise:
n=6116 (24
studies)

included randomized controlled
trials, cluster-randomized
controlled trials and other
controlled trials recruiting youn g
people, aged less than 20, who
were regular tobacco smokers

17014271

Sussman, Steve, S

A meta-analysis of teen cigarette
smoking cessation.

IIa

SR

medium

48 controlled
trials

16950969

Pbert, Lori, L

Smoking prevention and cessation
intervention delivery by pediatric
providers, as assessed with patient
exit interviews.

IIb

RCT

medium

22312032

Dalum, Peter, P

A cluster randomised controlled trial
of an adolescent smoking cessation
intervention: short and long-term
effects.

Ib

RCT

22007015

Pbert, Lori, L

Effectiveness of a school nursedelivered smoking-cessation
intervention for adolescents.

IIb

RCT

control condition

compare 6- month postbaseline quit and reduction
rates among teenagers who
received the MTI with those
who received brief advice or
care as usual.

Comments

IIb

RCT

medium

n= 355

motivational interviewing was compared with structured brief
age 14 and 19 years and selfadvice for smoking cessation and reduction in adolescents
report of smoking at least one
cigarette during the past 30 days
and at least 100 in lifetime
(55%female,45%black,12%Hispan
ic)

Audrain-McGovern, Janet, The efficacy of motivational
J
interviewing versus brief advice for
adolescent smoking behavior
change.

IIb

RCT

medium

n= 355

adolescents aged 14 to 18 years;
reported smoking at least 1
cigarette a month and at least
100 cig- arettes in their life time

The MI intervention consisted of three 45-minute office
sessions and two 30- minute office or telephone sessions
over 12 weeks. MI promotes adoles- cent behavior change
through (1) ex- pression of empathy, (2) development of
discrepancy between current behavior and important goals,
beliefs, and personal values, (3) acceptance of ambivalence
as normal and emphasis on personal choice, autonomy, and
control, and (4) support of selfefficacy.

21258027

Kim, Yeol, Y

Effectiveness of pharmacologic
therapy for smoking cessation in
adolescent smokers: Meta-analysis
of randomized controlled trials.

Ia

SR

very high

n=616 (6RCT)

smokers age 12–20 years

Pharmacologic interventions in - cluded a nicotine patch ( n =
4), 11-13,37 nicotine gum ( n = 1), 12 bupropion ( n = 2),
13,14 and nicotine nasal spray ( n = 1). 38 Counseling for
smoking cessation was provided for the inter - vention groups
and control groups in all studies.

21204686

Zanis, David A, DA

Comparing intervention strategies
among rural, low SES, young adult
tobacco users.

IIIa

RCT

low

n= 192

18-to-24-year-old tobacco users

2 brief intervention conditions: (1) a telephone quitline (TQ) N
= 90; or (2) a brief direct treatment intervention (BDTI) N =
102.

20853929

Bricker, Jonathan B, JB

Social cognitive mediators of
adolescent smoking cessation:
results from a large randomized
intervention trial.

Ib

RCT

high

n= 2151

senior year high school smokers

The HS telephone counseling used MI and CBST guided by
SCT ( Bandura, 1986 ). Intervention delivery was guided by a
documented intervention protocol

20828584

Harris, Kari Jo, KJ

Motivational interviewing for smoking Ib
cessation in college students: a
group randomized controlled trial.

RCT

high

n=452

students attending college in the In the treatment condition, participants received MI focused
Midwest smoking at least 1 of 30 on motivating and assisting participants to quit cigarette
days were recruited regardless of smoking
their interest in quitting

20730517

Ames, Steven C, SC

IIb
Integrated smoking cessation and
binge drinking intervention for young
adults: a pilot investigation.

RCT

medium

n=41

aged 18 – 30 years, smoked ≥ 10
or more cigarettes per day during
the past 6 months, and binge
drank on ≥ 2 occasions per
month during the past 3 months

19860300

Thorner-Bantug, Elissa, E

Weight gain, related concerns, and
treatment outcomes among
adolescent smokers enrolled in
cessation treatment.

IIb

RCT

medium

n=115

19812027

Heikkinen, Anna Maria,
AM

Key factors in smoking cessation
intervention among 15-16-year-olds.

IIb

RCT

medium

19342179

Brown, Richard A, RA

Effects on substance use outcomes IIc
in adolescents receiving motivational
interviewing for smoking cessation
during psychiatric hospitalization.

RCT

medium

21939867

Kalkhuis-Beam, Susan, S

21690120

Participant- and study-related
characteristics predicting treatment
completion and study retention in an
adolescent smoking cessation trial.

79%ofparticipantscompletedallfivecounselingsessionsandthesamepercentcompletedthe 24-week assessment. Black race, precontemplation
stage to cut back, and shorter length of time between the baseline assessment and the first counseling session were significantly associated
with treatment comple- tion.Forevery7.5-daydelayinstartingtreatmentafterthebaselinevisit,therewasa50%decreaseintheodds of completing all
five treatment sessions. Retention at 24 weeks was predicted by black race, younger age, greater maternal education, expectations of
graduating college, and structured brief advice intervention.

This study was supported by grant SAP #
4100027295 from the Commonwealth of
Pennsylvania, Pennsylvania Department of Health.

Adolescents who received MI were 60% less likely than adolescents who received SBA to try to quit smoking (OR: 0.41 [CI: 0.17–0.97]).
However, adolescents who received MI showed a greater reduction in cigarettes smoked per day than adolescents who received SBA (5.3 vs
3.3 fewer cigarettes per day). There were no statistically significant differences between MI and SBA in smoking abstinence (5.7% vs 5.6%,
respectively)

This study was supported by grant SAP 4100027295
from the Commonwealth of Pennsylvania,
Pennsylvania Depart- ment of Health

<24 weeks

No significant increase in abstinence rates was detected with phar - macologic therapy (relative risk [RR], 1.38; 95% confidence interval [CI],
0.92–2.07; I 2 = 0.0%) in a fixed-effects meta-analysis. No significant increase in abstinence rates was found in subgroup meta-analyses of
studies with both short-term ( ≤ 12 weeks) (RR, 1.23; 95% CI, 0.92–1.65) and mid-term (26 weeks) follow-up periods (RR, 1.60; 95% CI,
0.90–2.82).

_________

90 days

found that 19.6% of BDTI and 10.2% of TQ participants reported 30-day point prevalence tobacco quit rates (chi-square = 2.37, P = .09).

n.a.

24 weeks

motivational interviewing (MI) 12 and 24 weeks
compared with structured
brief advice (SBA)

12 months
Of 50 participating high
schools, 25 were randomly
assigned to the HS cessation
intervention condition and 25
were assigned to the (nointervention) control condition.

, the intervention had a significant effect on increasing two processes targeted by CBST: (1) self-efficacy to resist smoking in social situations
The data for this paper were provided by the
( α = 0.119, p < .01) and (2) self-efficacy to resist smoking in stressful situations ( α = 0.119, p < .05). here was a strongly suggestive effect
Hutchinson Study of High School Smoking, a project
on increasing one process targeted by MI: commitment to quitting smoking ( β = 0.085, p = .06). The following mediators were significantly
funded by National Cancer Institute grant CA-8259
associated with higher levels of smoking cessation: (1) importance of quitting smoking ( β = 1.382 , p < . 0001), (2) commitment to quitting
smoking ( β = 1.160 , p < .0001), (3) three smoking motives subscales (identity as a smoker, β = − 0.927 , p < .0001; social acceptability of
smoking, β = − 0.211 , p < .01; feelings/pleasure from smoking, β = − 0.582 , p < .0001), (4) confidence to quit smoking ( β = 1.168, p <
.0001), (5) self-efficacy to resist smoking in social situations ( β = 1.171, p < .0001), and (6) self-efficacy to resist smoking in stressful
situations ( β = 1.124, p < .0001). The CBST-targeted processes of self-efficacy to resist smoking in social situations and self-efficacy to
resist smoking in stressful situations mediated 49% ( , SE = 0.022, p < .05) and 31% ( , SE = 0.024, p < .05), respectively, of the intervention’s ef

treatment (smoking) or
comparison
(fruits/vegetables) conditions

6 months

No significant differences were found for 30-day cessation between treatment and comparison at end of treatment (31.4% vs 28%, OR=1.20,
95% CI 0.72,1.99) or at follow-up (20.4% vs 24.6%, OR=0.78, 95% CI 0.50,1.22). Predictors of cessation at follow-up, regardless of
condition, included more sessions attended (OR 1.2, 95% CI 1.1,1.8) and more cigarettes smoked in 30 days at baseline (OR 4.7, 95% CI
2.5,8.9). The odds of making at least one quit attempt were signi fi cantly greater for those in the smoking group at end of treatment (OR
1.75, 95% CI 1.11,2.74) and follow-up (OR 1.66, 95% CI 1.11,2.47). Modeling showed reduction in days smoked for both groups. At end of
treatment, more frequent smokers in the treatment condition had greater reductions in days smoked

The project described was supported by Award
Number R01CA107191 from the National Cancer
Institute

standard treatment ( n = 19) involving eight individual
treatment visits plus 8 weeks of nicotine patch therapy or the
identical smoking cessation treatment integrated with a bingedrinking intervention (integrated intervention; n =22).

standard treatment control

using an intent-to-treat
analysis for
tobacco abstinence, at
both week 12 end of
treatment and week 24
(end-of-study) follow-up

more participants who received integrated intervention were biochemically confirmed abstinent from tobacco than those who received
standard treatment (36% vs. 21% at week 12; 23% vs. 11% at week 24).

This work was supported by the National Institute on
Drug Abuse (DA018106)

13-17 years old volunteers

nicotine replacement therapy, group cognitive behavioral
therapy

NRT patch with placebo gum, 3 months
NRT gum with placebo patch,
placebo gum with placebo
patch

baseline weight concerns were not associated with weight gain during the treatment, study completion or abstinence from smoking;
adolescents quit smoking gained no more weight during the trial than those who smoke.

This study was supported in full by funds of Nationas
Institutes of Health, National Institute on drug abuse,
Intramural Research Program

n=127
examined
smokers from
one birth
cohort (n =
545)

Kotka Health Centre in southern
Finland; 15-16 old current
smokers

3 intervention groups the dentist (n 44) and the school nurse
(n 42 groups), and a control group (n 39).

control group received only a
leaflet about
the harmful effects of
smoking

2 months

those whose best friend was a nonsmoker were more likely to stop smoking (relative risk RR 7.0 95% Cl 4.6-10.7). Moreover, the nicotinedependent participants (measured according to the Fagerström Test for Nicotine Dependence 36 ) were less likely to stop (RR 0.1 95% Cl
0.08–0.11) compared to non-nicotine dependent participants. Last, of the diurnal types, the morning types found it easier to quit smoking than
the evening types (RR 2.2 95% Cl 1.4–3.6). T

This study was supported by Helsinki University
Central Hospital grant TYH3245, the City of Kotka,
the Cultural Foundation of Kymenlaakso, the Yrjö
Jahnsson Foundation, Kymin Osakeyhtiön 100vuotissäätiö and the Finnish Dental Society Apollonia.

n=191

psychiatrically hospitalized
adolescent smokers

compare substance involvement among psychiatrically
hospitalized adolescent smokers who had received
motivational interviewing (MI) versus brief advice (BA) for
smoking cessation

standard care (brief advice)

12 months

Rates of substance use in the MI condition during follow-up increased from a low of 8.2% (SD=18.5) to a high of 15.4% (SD=30.0) substance
use days, whereas in BA, substance use days increased from a low of 8.4% (SD=20.8) to a high of 21.4% (SD=35.2).

This research was supported by Grant CA 77082
from the National Cancer Institute to Richard A.
Brown, Ph.D.

There was no difference in cessation rates, the numbers of cigarettes smoked per day, or cotinine levels at 12 weeks. Fifty-seven percent of
participants stopped using their spray after only 1 week. The most commonly reported adverse effect was nasal irritation and burning (34.8%)
followed by complaints about the taste and smell (13%)

This study was supported by Dr Rubinstein’s grants
from National Institutes of Health K23 RR018471 and
Tobac- co-Related Disease Research Program
TRDRP 11FT- 0233. Dr Benowitz’s effort and the
laboratory were sup- ported by DA02277.

4, 8, 12, 24, and 36

The percentage of adolescents who made improvement on readiness to quit from the baseline treatment session was statistically significant (
p 5 .001) for each of the three subsequent treatment sessions. Self-efficacy scores increased significantly ( p 5 .004) from baseline to posttreatment for all three subscales

This study was supported by grant #R01 CA80323
from the National Cancer Institute. Findings from this
study were presented in part at the National Cancer
Institute Youth Tobacco Research Meeting, San
Diego, California, in June 2004

brief advice/care as usual

1, 3 and 6 months

Findings indicated low levels of reach, high levels of implementation fidelity, and high levels of acceptability for teen patients, their parents,
and emergency department personnel. Data suggest that practitioners can opera- tionalize motivational interventions as planned in a clinical
setting and that patients and others with an interest in the outcomes may find the interventions acceptable. However, issues of reach may
hinder use of the intervention among teens in clinical settings

This study was funded by grant 7160 0101 R18 from
the Agency for Healthcare Research and Quality

The provider- and peer-delivered intervention tested was
based on the 5A model recommended by the US Public
Health Service clinical practice guidelines and the American
Academy of Pediatrics and consisted of brief counseling by
the pediatric provider followed by 1 visit and 4 telephone calls
by older peer counselors aged 21 to 25 years

usual care

6 and 12 months

Compared with the usual care condition, nonsmokers who received the provider- and peer-delivered intervention were significantly more likely
to selfreport having remained abstinent at 6-month and 12-month follow-up; smokers who received the provider- and peer-delivered
intervention were more likely to report having quit at the 6-month but not the 12-month follow-up. A number of adolescent characteristics (eg,
age, peer smoking, tobacco dependence, and susceptibility) were found to be predictive of abstinence at follow-up.

We gratefully acknowledge support for this research
by grant R01 CA80254 from the National Institutes of
Health, National Cancer Institute.

adolescent-parent pairs recruited
from a mid-sized Midwestern
town during 2000–2003.

parental support

minimum behavioral
intervention

week 12, 13 and 24

The parental support intervention was feasible but not superior to the minimum behavioral intervention with respect to attendance, retention,
or change in support. This study expands on the knowledge of treating adolescent smokers and presents a new assessment measure

This study was supported by grant HD37083 from the
National Institute on Child Human Health and
Development.

n=83

college student smokers

moderately intensive, E-mail-based, young-adult intervention
(the X-Pack group) or a less- intensive program aimed at a
general adult audience (the Clearing the Air group).

3 and 6 months after
enrollment

Participants in the X-Pack group rated their treatment more favorably overall, were more engaged in program activities, and quit for more
consecutive days at the 3- and 6-month follow-ups, compared with the Clearing the Air group. Differences in quit rates favored the X-Pack
group at the two follow-ups, but the differences were not significant.

This study was supported by order #263-MD-510757
to George Washington University from the NICH

very high

n=312

Sustained-release bupropion hydrochloride, 150 mg/d (n=105) Placebo
adolescents recruited through
or 300 mg/d (n=104), or pla- cebo (n=103) for 6 weeks, plus
media and various community
weekly brief individual counseling.
venues from March 1, 1999,
through December 31, 2002, who
were aged 14 to 17 years,
smoked 6 or more cigarettes per
day, had an exhaled carbon
monoxide level of 10 ppm or
greater, had at least 2 previous
quit attempts, and had no other
cur- rent major psychiatric
diagnosis

12 weeks (by telephone
call) and 26 weeks

Cotinine-confirmed 7-day point prevalence abstinence rates at 6 weeks were as follows: placebo, 5.6%; 150 mg, 10.7%; and 300 mg, 14.5% (
P =.03, 300 mg vs placebo). At 26 weeks, confirmed point preva- lence abstinence rates were as follows: placebo, 10.3%; 150 mg, 3.1%; and
300 mg, 13.9% ( P =.049). During treatment, confirmed point prevalence rates were sig- nificantly higher for 300 mg than placebo at every
week except week 4

Financial Disclosures: Dr Muramoto has received researchcontractsfromGlaxoSmithKline,Pfizer,andSanofi
AventisandisaspeakerforPfizer.DrLeischowisaspeaker
and consultant for Pfizer, and at the time this study
was conducted he was receiving research support
from GlaxoSmithKline. Funding/Support: This study
was supported by NationalCancerInstitutegrantRO1CA77081(financialsupport for all aspects of the study), The Robert Wood
Johnson Foundation (financial support for all aspects
of study), and GlaxoSmithKline (provided study
medica- tion and placebo, financial support for
cotinine analy- ses, subject screening, data cleaning,
and review of the draft manuscript; all data were
maintained by the Uni- versity of Arizona).

RCT

medium

n=81

Participants had been arrested or Participants received either motivational enhancement therapy a tobacco education control
given notice to appear in court for (MET, n=45) or
(n=36).
a variety of offenses and were
given the option for a diversionary
program

1 and 6 months

Although between-group differences on outcome measures were not significant at follow-up, smoking behavior decreased in both groups with
approximately 10% achieving 1-month smoking abstinence at 6- month follow-up. Furthermore, participant response to MET varied by level of
alcohol use and impulsivity such that participants with lower levels of alcohol use and impulsivity had significantly greater response to MET.
In contrast, participants who endorsed higher rates of alcohol use and impulsivity responded better to the control than the MET condition.

This work was supported by a grant from the National
Institute on Drug Abuse awarded to the first author
(DA13182-02).

IV

RCT

very low

n=196

young adult cigarette smokers
who were inter- ested in stopping
cigarette smoking. ; aged
between 18-24

efficacy of expressive writing as a treatment adjunct to a brief
office smoking cessation intervention plus nicotine patch
therapy. Participants in the expressive writing plus brief
intervention condition wrote for 2 consecutive days before and
3 consecutive days after the quit date

52 weeks
randomized to a brief office
intervention ( n 5 99) or to an
expressive writing plus brief
office intervention ( n 5 97).
Both conditions received four
individual visits plus 6 weeks
of nicotine patch therapy,
which began on the quit date
following the week 2 visit.

At end of treatment (week 8), biochemically confirmed 7-day point-prevalence abstinence for the expressive writing plus brief office
intervention condition was significantly greater than for the brief office condition (33% vs. 20%, p 5 .043, OR 5 2.0, 95% CI 5 1.0–3.7, from a
logistic regression adjusting for gender). At 24 and 52 weeks, abstinence rates were similar for the brief office intervention versus expressive
writing plus brief office intervention (12% vs. 11% at 24 weeks; 11% vs. 11% at 52 weeks).

This study was funded by grant BM004 from the
James and Esther King Biomedical Research Program

IIb

RCT

medium

n=75

smokers aged 14 to 19 years
who presented for treatment in a
university-affiliated hospital
emergency department (ED).

Motivational interviewing techniques were used by trained
providers to facilitate individual change; stage- based takehome materials also were provided.

Quit and reduction rates
among teenagers who
received the MTI with those
who received brief advice or
care as usual.

6 months

Our study found negative results in terms of intervention efficacy for cessation. Although there was a small to medium effect size (Cohen’s h
= .28), the difference was not significant

Funding for this study was provided by the United
States Department of Health and Human Services,
Agency for Healthcare Research and Quality (5 R18
HS010736-04)

18762494

Rubinstein, Mark L, ML

A randomized trial of nicotine nasal
spray in adolescent smokers.

IIb

RCT

medium

n= 20

adolescent smokers who were
between 15 and 18 years of age
and smoked 5 cigarettes daily for
at least 6 months

8 weeks of counseling along with 6 weeks of nicotine nasal
spray

18569900

Patten, Christi A, CA

Changes in readiness to quit and
self-efficacy among adolescents
receiving a brief office intervention
for smoking cessation.

IIc

RCT

medium

n= 69

adolescent smokers

brief office intervention (BOI) for smoking cessation
(prospective, pre – post- treatment design). The BOI includes
motivational interviewing and cognitive–behavioral techniques

18476313

Horn, Kimberly, K

IIc

RCT

medium

n= 74

teens 14 to 19 years old

brief motivational tobacco intervention

18381502

Pbert, Lori, L

Feasibility of a smoking cessation
intervention for teens in the
emergency department: reach,
implementation fidelity, and
acceptability.
Effect of a pediatric practice-based
smoking prevention and cessation
intervention for adolescents: a
randomized, controlled trial.

Ia

RCT

very high

n= 2711

consecutive sample of patients
aged 13 to 17 years scheduled
for an office visit was eligible
regardless of smoking status

18365946

Ames, Steven C, SC

Development and feasibility of a
parental support intervention for
adolescent smokers.

IV

RCT

very low

n= 59

18188742

Abroms, Lorien C, LC

Getting young adults to quit
smoking: a formative evaluation of
the X-Pack Program.

IV

RCT

low

17984409

Muramoto, Myra L, ML

Randomized, double-blind, placebocontrolled trial of 2 dosages of
sustained-release bupropion for
adolescent smoking cessation.

Ib

RCT

17428617

Helstrom, Amy, A

Motivational enhancement therapy
for high-risk adolescent smokers.

IIb

17365749

Ames, Steven C, SC

Expressive writing as a smoking
cessation treatment adjunct for
young adult smokers.

17173716

Horn, Kimberly, K

Efficacy of an emergency
department-based motivational
teenage smoking intervention.

weekly counseling alone for 8 12 weeks
weeks

Study was designed to determine
the feasibility of a young-adultoriented program, the X-Pack
Program

17133147

Albrecht, Susan A, SA

A randomized controlled trial of a
smoking cessation intervention for
pregnant adolescents.

17054164

Grimshaw, G M, GM

Tobacco cessation interventions for
young people.

17030287

Adelman, William P, WP

Tobacco use cessation for
adolescents.

16950969

Pbert, Lori, L

Smoking prevention and cessation
intervention delivery by pediatric
providers, as assessed with patient
exit interviews.

16920183

Kelly, Adrian B, AB

The HYP program-targeted
motivational interviewing for
adolescent violations of school
tobacco policy.

16893273

Ib

V

RCT

high

n=142

pregnant adolescents aged 14 to
19 years

Teen FreshStart (TFS) vs Teen FreshStart plus buddy (TFS-B) vs Usual Care control (UC)

A significant difference between the UC-group and the TFS-B group (p<.010) was seen in smoking behaviors measured 8 weeks following
8 weeks
postrandomization, 1 year treatment iniciation. At 1 year following study entry however, there were no differences between the groups in smoking behavior.
following study entry

This research was funded by the National Institute for
health, National Institute for Nursing Research (No.
R01 NR 03233)

SR

medium

n>5000

young people, aged less than 20,
who were regular tobacco
smokers

any interventions; these could include pharmacotherapy,
psych o- social interventions and complex programmes
targeting famil ies, schools or communities

at least 6 months

two trials based mainly on TTM interventions achieved moderate long-term succe ss, with a pooled odds ratio (OR) at one year of 1.70 (95%
confidence int erval (CI) 1.25 to 2.33). The eleven trials that included some form of motivational enhancement gave an estimated OR of 1.70
(95% CI 1.31 to 2.20). The six trials which included cognitive behavioural therapy did not individually achieve statistica lly significant results,
but there was a marginally significant effect of pooling four studies using the Not on Tobacco programme (OR of 1.77, 95% C I 1.00 to 3.11)
although 3 of the trials used abstinence for as little as 24 hours at six months as the cessation outcome. Neith er of the small trials using NRT
products detected statisticall y significant effects. A trial of bupropion alone, showed no significant effe ct for either a standard or lower dose

cochrane review

n=2710

adolescents 13 to 17 years of
age, both smokers (smoked in
the past 30 days) and
nonsmokers/ former smokers.

(1) special intervention (SI), a provider-delivered smok- ing
prevention and cessation counseling intervention tailored to
the stage of smoking acquisition of each ad- olescent, with
peer counseling focusing on the social aspects of smoking
and development of the ability to resist social pressures to
smoke;

special intervention or the
usual care condition.

6 months and 12 months

The percentage of providers engaging in the smoking interventions differed significantly between the special intervention and usual care
conditions, according to adolescent reports in the patient exit interviews. For nonsmokers/former smok- ers, overall patient exit interview
scores were 7.24 for the special intervention condition and 4.95 for the usual care condition. For current smokers, overall patient exit
interview scores were 8.40 and 6.24 for the special intervention and usual care conditions, respectively. Intervention fidelity of special
intervention providers was 72.2% and 84.0% for nonsmokers/former smokers and current smokers, respectively.

We gratefully acknowledge support for this research
from the National Cancer Institute (grant R01
CA80254- 01A1)

one-hour motivational
interview (MI) session or to
standard care
(advice/education)

3 and 6 month follow-up

The MI intervention resulted in significant short-term reductions in quantity and frequency of smoking relative to standard care, however,
effects were not maintained at 3- and 6-month follow-up. Improvements in refusal self-efficacy were significant relative to standard care . For
quantity of cigarettes per smoking day, the overall model showed nonsignificant effects for time and group, and a significant group by time
interaction, F (3,52)=4.08, p <.01. Relative to the SC group, MI was associated with signi- ficantly reduced smoking quantity (on days when
smoking occurred) at one-month follow-up, but at 3- and 6-month follow-up, the two conditions were not significantly different. The SC
condition did not show significant variation in smoking quantity. There was an acceptable risk of Type II error (observed power=0.79) and a
small effect size for the interaction (0.18)

The study was funded by NHMRC Project 189414
awarded to the first author.

1 month

abstinence verified using quantitative urine cotinine levels was higher in participants in the CM CBT group (1 week: 76.7%; 1 month: 53.0%)
when compared with the CBT-alone group (1 week: 7.2%; 4 weeks: 0%).

?

RCT

IIb

RCT

medium

n=56

66% male, mean age 15 years,
high school students

The SC intervention was built on a widely used
psychoeducation model, where knowledge
dissemination/attainment is assumed to result in change. The
interventions differed in content and focus. The MI
intervention primarily explored the meaning of smoking in their
lives, the positives and negatives of smoking/quitting, the
impact of smoking on self-concept, health goals, and
identification of obstacles to goal attainment

Krishnan-Sarin, Suchitra, S Contingency management for
smoking cessation in adolescent
smokers.

IV

RCT

very low

n= 28

treatment seeking adolescent
smokers, 14-17 years old

use of contingency management (CM) procedures in
combination with cognitive– behavioral therapy (CBT) in a
school-based smoking cessation programm. Participants were
monetarily reinforced for abstinence on an escalating
magnitude schedule with a reset contingency.

16824688

Lipkus, Isaac M, IM

The effects of providing lung age
and respiratory symptoms feedback
on community college smokers\'
perceived smoking-related health
risks, worries and desire to quit.

IIIb

RCT

low

n= 124

college smokers' perceived
smoking-related risks, worries
and desire to quit.

randomized to either receive lung age and respiratory
symptoms feedback (intervention group) or

a brochure containing facts
about smoking only (control
group).

16820267

Sun, Ping, P

Short-term effects of Project EX-4: a
classroom-based smoking
prevention and cessation
intervention program.

Ib

RCT

high

n= 1097

13-19 years of age, At pretest,
approximately 33% were weekly
smokers. Approximately 52% of
the students reported that they
may smoke in the next 12 months

An eight-session classroom-based curriculum was developed
and tested with a randomized controlled trial in six program
and six control continuation high schools. Programspecific
knowledge and smoking measures were assessed at both the
pretest and posttest surveys, and were used to evaluate the
program's effect on the immediate outcomes.

standard care (students
received only the tobacco
prevention or cessation
activities, if any, provided
directly by their school)

16814935

Jaszyna-Gasior, Maria, M

Alcohol use and tobacco abstinence
among adolescents in cessation
treatment: preliminary findings.

IV

RCT

very low

n=101

tobacco-dependent adolescents
undergoing cessation treatment.
(age=15.1years, S.
D.=1.31years; age at first
cigarette=11.3years,
S.D.=1.93years; age at first
drink=12.01years,
S.D.=2.87years)

Alcohol use both at baseline and) during tobacco cessation
treatment was examined as predicting smoking abstinence

16719728

Wakefield, Melanie, M

Effects of exposure of youths at risk IV
for smoking to television advertising
for nicotine replacement therapy and
Zyban: an experimental study.

RCT

very low

n= 492

youths aged 12 to 14 years

one of three viewing conditions in which they viewed either (a)
4 NRT ads, (b) 4 Zyban ads, or (c) 4 ads promoting
nonpharmacologic cessation services, such as telephone
quitlines.

Perceived risks, worries and desire to quit did not differ between groups. In both groups, worries, but not perceived risks, were correlated with
a stronger desire to quit. With increasing lung age, smokers rated the feedback as less relevant and reported exerting less effort breathing in
and out while undergoing spirometry. The latter two outcomes were associated with less worry.

This study was supported by NCI grants CA90716
and CA89122.

6 months

Program students provided favorable process ratings of the overall program and each session. Compared with the students in the control
condition, students in the program condition showed a greater change in correct knowledge responses from pretest to posttest ( β =+5.5%, p
=0.0003). Students in the program condition also experienced a greater reduction in weekly smoking ( β = − 6.9%, p =0.038), and intention
for smoking in the next 12 months ( β = − 0.21 in 5-level scale, p =0.023).

This research was supported by a grant from the
Tobacco-Related Disease Research Program (6RT0182).

16 weeks
three study groups: active
gum – placebo patch, active
patch – placebo gum and
placebo patch – placebo gum.

Mixed regression analysis showed that participants who reported alcohol use during tobacco cessation treatment were significantly less likely
to abstain from tobacco smoking (OR=0.42, 95% CI=0.23 – 0.78, t = − 2.78, df =540, p =0.0057). However, pre-enrollment alcohol use was
not significantly associated with either short- or long-term tobacco abstinence.

This study was supported by the Intramural Research
Program of the National Institutes of Health, National
Institute on Drug Abuse.

Youths were more likely to agree that the NRT and Zyban ads, compared with the quitline ads, made it seem easy to quit smoking (p < .001).
However, there were no systematic differences between groups in perceived addictiveness of smoking, intentions to smoke, or other
outcomes

This study was funded by the Australian National
Health and Medical Research Council (Grant
262602).

16708794

Albert, David A, DA

IV
Tobacco use by adolescents: the
role of the oral health professional in
evidence-based cessation programs.

16116148

Emmons, Karen M, KM

Peer-delivered smoking counseling
for childhood cancer survivors
increases rate of cessation: the
partnership for health study.

Ib

RCT

high

n= 796

smokers in the Childhood Cancer self-help or a peer-counseling program that included up to six
Survivors Study (CCSS)
telephone calls from a trained childhood cancer survivor,
tailored and targeted materials, and free nicotine replacement
therapy. The intervention was delivered by telephone and
postal service mail.

self-help or a peer-counseling 8 and 12 months
program

The quit rate was significantly higher in the counseling group compared with the self-help group at both the 8-month (16.8% v 8.5%; P .01)
and 12-month follow-ups (15% v 9%; P .01). Controlling for baseline self-efficacy and readiness to change, the intervention group was twice
as likely to quit smoking, compared with the self-help group. Smoking cessation rate increased with an increase in the number of counseling
calls. The cost of delivering the intervention was approximately $300 per participant. The incremental cost- effectiveness of the intervention
compared with controls was $5,371 per additional quit

Supported by Grants No. U24-CA55727 and RO1CA77780 from the National Institutes of Health;
support provided to the University of Minnesota by
the Chil- dren’s Cancer Research Fund; support to
the Dana-Farber Cancer Institute by Liberty Mutual,
the Patterson Fellow- ship Fund, and the Harry and
Elsa Jiler American Cancer Society Research
Professorship (F.P.L.). SmithKline Beecham donated
nicotine patches

15805374

Hollis, Jack F, JF

Teen reach: outcomes from a
randomized, controlled trial of a
tobacco reduction program for teens
seen in primary medical care.

IIb

RCT

medium

n= 2526

the tobacco intervention was individually tailored on the basis
Both smoking and nonsmoking
teens, 14 to 17 years of age, who of smoking status and stage of change. It in- cluded a 30were being seen for routine visits second clinician advice message, a 10-minute interactive
computer program, a 5-minute motivational interview, and up
to two 10-minute telephone or in- person booster sessions.
The control intervention was a 5-minute motivational
intervention to promote increased consumption of fruits and
vegetables.

tobacco intervention or brief
dietary advice

Abstinence rates after 2 years were significantly higher for the tobacco intervention arm, relative to the control group, in the combined sample
of baseline smokers and nonsmokers (odds ratio [OR]: 1.23; 95% confidence interval [CI]: 1.03–1.47). Treatment effects were particularly
strong among baseline self-described smokers (OR: 2.42; 95% CI: 1.40–4.16) but were not sig- nificant for baseline nonsmokers (OR: 1.25;
95% CI: 0.97– 1.61) or for those who had “experimented” in the past month at baseline (OR: 0.95; 95% CI: 0.45–1.98).

This research was supported by National Cancer
Institute grant PO1 CA72085

15805342

Moolchan, Eric T, ET

Safety and efficacy of the nicotine
patch and gum for the treatment of
adolescent tobacco addiction.

IIb

RCT

medium

n= 120

Thirteen- to 17-year-old
adolescents who smoked > 10
cigarettes per day (CPD), scored
> 5onthe Fagerstro m
̈ Test of
Nicotine Dependence, and were
mo- tivated to quit smoking .

6 months
Twelve weeks of nicotine patch or gum therapy with cognitive- a nicotine patch (21 mg),
nicotine gum (2 and 4 mg), or
behavioral therapy, with a fol- low-up visit at 6 months (3
a placebo patch and gum; all
months after the end of treatment).
participants received
cognitive-behavioral group
therapy

19938938

Burton, D, D

Outcome of a tobacco use cessation Ib
randomized trial with high-school
students.

RCT

high

n =244

Smokers and ST users were
eligible to participate in the
groups, as long as they wanted
to quit using all tobacco.
Students in all grades (9 through
12) were eligible to participate.

Addiction-Model Groups. The addiction-model groups focused
on the physiological aspects of addiction. Psychosocial
Dependency-Model Groups. The psychosocial dependency
model groups focused on the social and psychological factors
involved in tobacco use and on stress management.

21778151

Gray, Kevin M, KM

Varenicline versus bupropion XL for
smoking cessation in older
adolescents: a randomized, doubleblind pilot trial.

Ib

RCT

high

n= 29

Treatment-seeking older
randomized (double-blind) to varenicline ( n = 15) or
adolescent smokers (ages 15–20) bupropion XL ( n = 14), with 1-week titration and active
treatment for 7 weeks.

20231857

Rigbi, A, A

Why do young women smoke? VI. A IIb
controlled study of nicotine effects
on attention: pharmacogenetic
interactions.

19243716

Faessel, Helene, H

Pharmacokinetics, safety, and
tolerability of varenicline in healthy
adolescent smokers: a multicenter,
randomized, double-blind, placebocontrolled, parallel-group study.

RCT

high

n= 72

healthy 12- to 16-year-oldokers
(> 3 cigarettes daily)

Ib

?

The purpose of this paper was to
provide dental clinicians with
information on: (1) tobacco and
health; (2) the epidemiology of
adolescent tobacco use; and (3)
tobacco cessation programs for
parents and adolescents that can
be implemented in the dental office
setting.

The varenicline doses in the high-body-weight group were 1
mg BID and 0.5 mg BID; the varenicline doses in the lowbody-weight group were 0.5 mg BID and 0.5 mg once daily.

two groups offered at each
school (treatment subjects)
or to not be in a group
(control subjects)

high-body-weight (>55 kg)
and low-body-weight (<::;55
kg) groups. Subjects were
randomized to receive 14
days of treatment with a high
dose of varenicline, a low
dose of varenicline, or
placebo.

1 and 2 years

A total of 120 participants were randomized (72% white, 70% female; age: 15.2 1.33 years; smoking: 18.8 8.56 CPD; Fagerstro m
̈ Test of
This work was supported by funds from the National
Nicotine Depen- dence score: 7.04 1.29) from 1999 to 2003. Participants started smoking at 11.2 1.98 years of age and had been smoking
Institute on Drug Abuse, Intramural Research
daily for 2.66 1.56 years; 75% had at least 1 current psychiatric diagnosis . Mean compliance across groups was higher for the patch (mean: Program. We thank GlaxoSmithKline (Research
78.4–82.8%) than for the gum (mean: 38.5–50.7%). Both the patch and gum were well tolerated , and adverse events were similar to those
Triangle Park, NC) for providing us with study
reported in adult trials . Changes in mean saliva cotinine concentrations throughout treatment were not statistically significant . Intent-to-treat
medications (21- and 14-mg Nicoderm, 2- and 4-mg
analyses of all ran- domized participants showed CO -confirmed prolonged abstinence rates of 18% for the active-patch group, 6.5% for the
Nicorette, and placebo patch and gum).
active-gum group, and 2.5% for the placebo group; the difference between the active -patch and placebo arms was statistically significant .
There was no significant effect of patch versus gum or gum versus placebo on cessation outcomes . Abstinence rates at the 3-month followup assessment were sustained but were not significantly associated with treatment group . Mean smoking rates , but not CO or thiocyanate conc

4 months

smokeless tobacco users, but not smokers, were more likely than controls to maintain cessation for 4 months: biochemically validated
cessation at 4 months was 6.5% versus 3.2% for smokers and 14.3% versus 0.0% for smokeless tobacco users.

12 weeks

There were no serious adverse events. Two partici - pants discontinued bupropion XL due to adverse effects, and none discontinued
varenicline. Over the course of treatment, participants receiving varenicline reduced from 14.1 ± 6.3 (mean ± SD ) to 0.9 ± 2.1 cigarettes/day
(CPD, 4 achieved abstinence), while those receiving bupropion XL reduced from 15.8 ± 4.4 to 3.1 ± 4.0 CPD (2 achieved abstinence).

96 hours

The estimated varenicline VIF was decreased in individuals of small body size, thus predicting a varenicline C max greater in low-body-weight This clinical trial was funded by Pfizer Inc., New York,
subjects than in high-body-weight subjects. In high-body-weight sub- jects, steady-state varenicline exposure, as represented by the AUC O
New York, which was wholly responsible for its
_ 24 ' was 197.0 ng . hlmL for varenicline 1 mg BID and 95.7 ng . hlmL for varenicline 0.5 mg BID, consistent with values reported previously
design, conduct, analysis, and publication. All
in adult smokers at the equivalent doses. In low-body- weight subjects, varenicline exposure was 126.3 ng .for varenicline 0.5 mg BID and
authors are full-time employees of Pfizer Inc. Editorial
60.1 ng . hlmL for varenicline 0.5 mg once daily, values at the lower end of the range observed previously in adults at doses of 1 mg BID and
support was provided by Aideen Young, PhD, of UBC
0.5 mg BID, respectively. Among high-body-weight subjects, adverse events (AEs) were reported by 57.1 % of subjects in both the high- and
Scientific Solutions, Horsham, United Kingdom, and
low-dose varenicline groups and by 14.3 % of subjects in the placebo group; among low-body-weight sub- jects, AEs were reported by
was funded by Pfizer Inc.
64.3%, 73.3%, and 12.5% of subjects in the high-dose varenicline, low- dose varenicline, and placebo groups, respectively. The most
common AEs were nausea, headache, vomiting, and dizziness. Psychiatric AEs that were considered treatment related included abnormal dream

Medical University of South Carolina Hollings Cancer
Center Pilot Research Program and the National
Institutes of Health (K12DA000357, K23DA020482,
R25DA020537, and UL1RR029882).

17685748

Monuteaux, Michael C, MC A randomized, placebo-controlled
clinical trial of bupropion for the
prevention of smoking in children
and adolescents with attentiondeficit/hyperactivity disorder.

IV

RCT

low

n= 57

Patients were nonsmoking youth, bupropion (n=28) or placebo, subjects were assessed weekly
of both sexes, between 9 and 18 for 8 weeks, biweekly for 4 weeks, and monthly thereafter for
years of age, with DSM-IV ADHD. up to 6.5 years (mean 12 months). Also, patients received
treatment with psychostimulants for ADHD symptoms as
needed.

Placebo (n=29)

16567056

Durkin, Sarah, S

IV

RCT

very low

n= 718

youth aged 14–16 years

compared to those exposed
to
both the cessation control
(Quitline messages) and noncessation control (sun
protection messages)
conditions

Looking for boomerang effects: a
pre-post experimental study of the
effects of exposure of youth to
television advertising for nicotine
replacement therapy and Zyban.

four television ads promoting either: NRT; Zyban R ; nonpharmaceutical cessation services (telephone Quitline); or
non-cessation messages on sun protection

min. = 4 weeks, max=168 tatistical separation between bupropion and pla- cebo in the rate of smoking initiation or continued smoking was not demonstrated. However,
weeks
second- ary post hoc analyses revealed that concurrent stimulant treatment was significantly associated with a lower rate of smoking onset
(hazard ratio [HR] = 0.2, 95% CI = 0.08 to 0.89; z = –2.2, p= .03) and a lower rate of continued smoking (HR = 0.3, 95% CI = 0.11 to 0.85; z
= –2.3, p= .02)

no effects of advertising exposure on perceived health effects of smoking or intentions to smoke. Compared with the sun protection ads, but
not the Quitline ads, those exposed to NRT ads reported stronger perceptions about the ease of quitting, but non-susceptible non-smokers
primarily drove this difference.

This project was supported in part by grant R01
DA12531-02 from the National Institute of Drug
Abuse, Bethesda, Md. (Dr. Biederman). Medications
and partial funding were also provided by
GlaxoSmithKline Dr. Spencer receives grant/research
support from Shire, Eli Lilly, GlaxoSmithKline, Pfizer,
McNeil, Novartis, and the National Institute of Mental
Health; serves on speakers boards for
GlaxoSmithKline, Eli Lilly, Novartis, Wyeth-Ayerst,
Shire, and McNeil; and serves on advisory boards for
Shire, Eli Lilly, GlaxoSmithKline, Pfizer, McNeil, and
Novartis. Dr. Faraone has been a consultant for
Shire, Eli Lilly, McNeil, and Cephalon; has received
grant/research support from Eli Lilly and McNeil; and
has served on speakers/advisory boards for Shire, Eli
Lilly, McNeil, Cephalon, and Novartis. Dr. Biederman
has received grant/research support from, has served
on speakers boards for, or has served on advisory
boards for Shire, Eli Lilly, Pfizer, McNeil, Abbott,
Bristol-Myers Squibb, New River, Cephalon,
Janssen, Novartis, UCB Pharma, AstraZeneca,
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Funding

10-week, intensive, depression-focused intervention (cognitive time and contact control
behavioral analysis system of psychotherapy; CBASP)
focused on health and
wellness (HW)

6 months

At 6 months posttreatment, women with higher levels of baseline depressive symptoms treated with CBASP were abstinent significantly more
often, F(1, 253)

This article was supported by National Institute on
Drug Abuse Grant R01 DA14301 to Paul M.
Cinciripini and Janice A. Blalock.

n = 250;
female prisoners
control: n = 289

waitlist control group
10-week group intervention combined with nicotine
replacement therapy (combined behavioral and pharmacologic
intervention)

3, 6, and 12 months

The intervention was efficacious compared with the waitlist control group. Point prevalence quit rates for the intervention group were 18% at
end of treatment, 17% at 3-month follow-up, 14% at 6-month follow-up, and 12% at 12- month follow-up, quit rates that are consistent with
outcomes from community smoking-cessation interventions.

This study was funded by the National Institute on
Drug Abuse of the National Institutes of Health (grant
K23DA15774). Product support was provided by
Glaxo- SmithKline.

medium

n=5704 (24
studies)

males and females

hypnosis based smoking cesession treatment

ranging from 1 up to 36
months (across the 12
studies)

small but significant effect for males being more sucessful in quitting smoking relative to females

meta analysis

medium

n = 4754 (12
studies)

males and females

hypnosis based smoking treatment

ranging from 1 up to 36
months (across the 12
studies)

males were more likely to report smoking anstinance than female participantsfollowing hypnosis based smoking tratment. odds of achieving
smoking abstinance was 1,37 times greater for males.

RCT

high

n = 217

women

moderate-intensity exercise for smoking cessation. randomly
assigned to an 8-week cognitive–behavioral smoking
cessation program plus moderate-intensity exercise
(CBT+EX) or to the same cessation program plus equal
contact (CBT). A subsample received nicotine replacement
therapy.

3 and 12 months

Results indicated that the CBT+EX and CBT groups were equally likely to attain smoking cessation at the end of treatment, as measured by
cotinine-verified 7-day point- prevalence abstinence (20.2% for CBT+EX vs. 18.5% for CBT). The CBT+EX group was more likely to report
smoking cessation, as measured by 7-day point prevalence at the 3-month follow-up (11.9% vs. 4.6%, p,.05), compared with the CBT group.
No group differences were found at 12 months by either 7-day point prevalence (7.3% for CBT+EX vs. 8.3% for CBT) or continuous
abstinence (0.9% for CBT+EX vs. 0.9% for CBT). Additionally, among participants in the CBT+EX group, those with higher adherence to the
exercise prescription were significantly more likely to achieve smoking cessation at the end of treatment than were participants reporting
lower adherence to exercise.

20099949

Cinciripini, Paul M, PM

Effects of an intensive depressionfocused intervention for smoking
cessation in pregnancy.

Ib

RCT

high

n = 257

18703440

Cropsey, Karen, K

Smoking cessation intervention for
female prisoners: addressing an
urgent public health need.

IIb

RCT

medium

18246857

Green, Joseph P, JP

Gender-related differences in
hypnosis-based treatments for
smoking: a follow-up meta-analysis.

IIa

meta analysis

16581692

Green, Joseph P, JP

A meta-analysis of gender, smoking
cessation, and hypnosis:a brief
communication.

IIa

16298722

Marcus, Bess H, BH

The efficacy of moderate-intensity
exercise as an aid for smoking
cessation in women: a randomized
controlled trial.

Ib

Pregnant smokers

same cessation program
plus equal contact (CBT)

grants from the National Cancer Institute (CA77249)
and the National Heart, Lung, and Blood Institute
(HL64342, HL68422).

Comments

This study was funded by grants from
the National Institutes on Health and Bristol-Myers
Squibb Better Health for Women Program

15925449

Copeland, Amy L, AL

Smoking cessation for weightconcerned women: group vs.
individually tailored, dietary, and
weight-control follow-up sessions.

IIb

?

medium

n=79

weight-concerned women

multidisciplinary treatment combining psychological, dietary,
and exercise components followed a 2-week smoking
cessation program (structured cognitive–behavioral protocol
of educational information (health consequences, nicotine
addiction, and withdrawal), environmental management of
smoking cues, relapse prevention, and cognitive restructuring
beliefs about smoking. An 8-week regimen of the nicotine
transdermal patch was distributed in 2-week supplies.
Participants attended an orientation meeting 1 week prior to
the first treatment session during which they were informed of
their quit date and their first patches were distributed. CO
level and nicotine patch use were monitored throughout the
cessation program)

3 and 6 months

As predicted, abstinence rates were significantly higher among the individually tailored follow-up participants than among those assigned to
the group follow-up condition at 3 and 6 months posttreatment. Differences between conditions in postcessation weight gain were not
significant.

22324357

Torchalla, Iris, I

Smoking cessation programs
targeted to women: a systematic
review.

Ia

SR

very high

n=13.921 (39
studies)

women

If medication can support smoking cessation in women and
how it interacts with non-pharmacological treatment also
warrant further research. Most of the 39 studies compared
standard women-only treatment (i.e., general evidence-based
smoking cessation interventions that were delivered to
individual or groups of women) to enhanced womenonly
treatment in which women-specific components, such as
weight control or mood management strategies, were added
to the standard treatment. The majority focused on cessation
counseling strategies with or without additional medication,
and had more than one intervention component

The majority of studies
had a follow-up period
that was 12 months or
longer (ranging from 1
week up to 30 months
across the 39 studies)

Offering interventions for women specifically may reduce barriers to treatment entry and better meet individual preferences of smokers.
Developing approaches that fully account for the multiple challenges treatment-seeking women face is still an area of research.

20154055

Reitzel, Lorraine R, LR

Preventing postpartum smoking
relapse among diverse low-income
women: a randomized clinical trial.

Ib

RCT

high

n = 251

women

Pregnant women were randomly assigned to MAPS/ MAPS+
or Usual Care (UC). Continuation ratio logit models were used
to examine differences in biochemically confirmed continuous
abstinence at Weeks 8 and 26 postpartum by treat- ment
group and moderators of the treatment effect.

8 and 26 weeks

MAPS/MAPS+ was more efficacious than UC in the prevention of postpartum relapse (p = .05). An interaction be- tween treatment and the
number of cigarettes smoked per day before quitting approached significance (p = .09), suggesting that the MAPS/MAPS+ treatment effect
was stronger among women who smoked more cigarettes per day.

20123776

Winickoff, Jonathan P, JP

Using the postpartum hospital stay
to address mothers\' and fathers\'
smoking: the NEWS study.

IIb

18629735

Perkins, Kenneth A, KA

Sex differences in long-term
smoking cessation rates due to
nicotine patch.

Ia

very high

n = 6.250

both men and women

meta-analysis of the 14 placebo-controlled nicotine patch
trials for which long-term (6 months) clinical outcome results
could be determined separately by sex

6 months

Pooled absolute quit rates at 6 months for nicotine and placebo patch, respectively, were 20.1% and 10.8% in men, and 14.7% and 10.1% in
women. The odds ratio for quitting due to nicotine vs. placebo patch was lower in women (OR51.61) than in men (OR52.20), with an
interaction odds ratio of 1.40 (95% CI51.0221.93, p5.04). This sex difference did not vary significantly by whether or not formal counseling
was provided. Poorer outcomes in women vs. men treated with nicotine patch suggests that increasing the quit rates of women smokers may
require supplementing patch treatment or use of other medications.

This research was supported by the National Institute
on Drug Abuse grant DA12655 and by the University
of Pennsylvania Transdisciplinary Tobacco Use
Research Center grant P50 DA/CA84718. John Scott
is supported by the National Institute on Mental
Health grant 5T32MH073451-02. The authors thank
Marcus Munafo` for providing the data from his prior
meta-analysis (Munafo` et al., 2004a).

18188760

Toll, Benjamin A, BA

Message framing for smoking
cessation: the interaction of risk
perceptions and gender.

IV

low

n = 249

males and females

clinical trial of message framing (gain- vs. loss-framed video)
for smoking cessation with bupropion were used to examine
how gender differences in perceptions of the risks associated
with quitting influence the effects of framed interventions using
number of days to smoking relapse as the criterion.

Women reported a higher perceived risk of cessation than men. Participants who anticipated high risks associated with quitting smoking
reported fewer days to relapse. Further, females in the gain-framed condition who reported low perceived risks of cessation had a greater
number of days to relapse, as opposed to females in the loss-framed condition.

NIH grants DA00167, AA014715, DA13334, and
AA15632.

18021150

Levitt, Cheryl, C

IIb
Systematic review of the literature
on postpartum care: effectiveness of
interventions for smoking relapse
prevention, cessation, and reduction
in postpartum women.

SR

medium

n = 2.300

postpartum women

Randomized controlled trials that examined relapse
prevention, smoking cessation, or smoking reduction
interventions in the post- partum period were reviewed in this
report. brief advice and specially designed printed material at
4 visits (2–3 wk and 2, 4, and 6 mo); Nurse-provided, facetoface in-hospital counseling at birth, followed by 8 telephone
counseling sessions for first 3 mo postpartum (125 women);
‘‘Smoke Free Children’’ intervention conducted by trained
child health nurses aimed at increasing self-efficacy
(intervention lasted 7 mo)

18007134

Shaw, Elizabeth, E

Postpartum care--what\'s new?

17978998

Whiteley, Jessica A, JA

Commit to Quit in the YMCAs:
translating an evidence-based quit
smoking program for women into a
community setting.

low

low

n = 77

women

Regular aerobic exercise added to our Commit to Quit
smoking cessation program for women improved cessation
rates compared with the same cessation program plus equal
contact time. the Commit to Quit smoking cessation program,
led by Ph.D.-level psychologists, coupled with the YMCA
Personal Fitness Program, led by YMCA personal trainers.
On quit day in the program 17 women (39.5%) reported a 24hr quit, and by the end of treatment 3 women (7.0%) reported
a 7-day quit.

IV

medium

SR

nicotine vs. placebo patch

minimal intervention: a
package at the hospital,
designed to reduce the risk
of secondhand
smoke; Usual care; care by
control nurses who
had received no special
training

3 or 6 or 12 months

Five papers were published based on three trials for which data were extracted and summarized. Our review of these trials showed no
statistically significant benefits of advice materials and counseling interventions in hospital (Vancouver), pediatricians’ offices (Portland), or
child health centers (Stockholm) on relapse prevention, cessation rates, or smoking reduction in the postpartum period. Although the
interventions had little effect on the major smoking outcomes, some positive attitudinal and knowledge changes were reported.

end of treatment

revealed a decrease in the mean number of cigarettes smoked from 9.9 at baseline (SD55.0) to 4.8 at the end of treatment (SD55.2; t54.7;
p,.001). Self-reported exercise increased from 530.3kcal (SD5587.0) at baseline to 1,256.4kcal (SD51,263.1) at end of treatment (t522.489
p5.017). Participants reported high ratings of satisfaction with the smoking cessation program and Personal Fitness Program.

National Cancer Institute grant CA77249 supplement.

17636688

Rigotti, N A, NA

Interventions for smoking cessation
in hospitalised patients.

Ia

SR

very high

n=14.454 (33
studies)

hospitalised smokers, who were
current smokers or recent
quitters (defined as having quit
more than one month before
hospital admission)

Randomized and quasi-randomized trials
of behavioural, pharmacological or multicomponent
interventions to help patients stop smoking. The intervention
had to start in the hospital but could continue after hospital
discharge. Advice to quit smoking and/or behavioural
counselling was provided
in all 33 studies

17577801

Brown, Richard A, RA

Bupropion and cognitive-behavioral
treatment for depression in smoking
cessation.

Ib

RCT

high

n = 524

adult smokers

cognitive–behavioral mood management treatment (CBTD)
and of bupropion, both singularly and in combination, on
smoking cessation in adult smokers. 12 week treatment

17558827

Schmitz, Joy M, JM

Bupropion and cognitive-behavioral
therapy for smoking cessation in
women.

IV

low

very low

n = 154

female smokers, aged at least 30
years and smoking more than 10
cigarettes/day

independent and interactive effects of medication (bupropion
300mg/day vs. placebo) and psychotherapy (cognitivebehavioral therapy [CBT] vs. supportive therapy [ST]). In
addition to testing the hypothesis that bupropion with CBT
would be most effective of all the treatments, we examined
medication compliance and its role in the efficacy of
bupropion. 7 weeks treatment

17204318

Park, Elyse R, ER

Recruiting pregnant smokers into a
clinical trial: using a network-model
managed care organization versus
community-based practices.

Ib

RCT

high

n = 442

pregnant smokers

telephone-delivered smoking counseling from two sources: a
network-model
managed care health plan and community-based practices
(CBP). At the health plan, study recruitment was built on an
existing system that
permitted pregnant smokers to be identified centrally. At the
CBPs, identification and referral systems had to be developed
at each practice specifically for the study.

17133147

Albrecht, Susan A, SA

A randomized controlled trial of a
smoking cessation intervention for
pregnant adolescents.

Ib

RCT

high

n = 142

pregnant adolescent smokers (14- Teen Fresh Start (TFS) vs. Teen
19 years)
Fresh Start Plus Buddy (TFS-B) and

17040543

Singleton, Joanne K, JK

Evidence for smoking cessation:
Implications for gender-specific
strategies.

IIIa

?

low

male and female smokers

counseling, bupropion-sustained release (BSR), and NRT

at least 6 months

2, 6, and 12 months
clinical trial comparing (a)
standard,
cognitive–behavioral smoking
cessation treatment plus
bupropion SR (ST+BUP), (b)
standard,
cognitive–behavioral smoking
cessation treatment plus
placebo (ST+PLAC), (c)
standard cessation treatment
combined with
cognitive–behavioral
treatment for depression plus
bupropion SR (CBTD+BUP),
and (d) standard cessation
treatment combined with
cognitive–behavioral
treatment for depression plus
placebo (CBTD+PLAC)

3-, 6-, 9-, and 12-month

28 weeks pregnancy and
Participants in the control
3 months postpartum
group received a
modified best practice
intervention consisting of a 5min advice to quit call and a
self-help booklet.

Usual Care (UC) control

Thirty-three trials met the inclusion criteria. Intensive counselling interventions that began during the hospital stay and continued with
supportive contacts for at least one month after discharge increased smoking cessation rates after discharge (Odds Ratio (OR) 1.65, 95%
confidence interval (CI) 1.44 to 1.90; 17 trials). No statistically significant benefit was found for less intensive counselling interventions. The
one study that tested a single brief (<=15 minutes) in-hospital intervention did not find it to be effective (OR 1.16, 95% CI 0.80 to 1.67).
Counselling of longer duration during the hospital stay was not associated with a higher quit rate (OR 1.08,95% CI 0.89 to 1.29, eight trials).
Even counselling that began in the hospital but had less than one month of supportive contact after discharge did not show significant benefit
(OR 1.09, 95% CI 0.91 to 1.31, six trials). Adding nicotine replacement therapy (NRT) did not produce a statistically significant increase in
cessation over what was achieved by intensive counselling alone (OR 1.47, 95% CI 0.92 to 2.35, five studies). The one study that tested the
effect of adding bupropion to intensive counselling had a similar nonsignificant effect (OR 1.56, 95% CI 0.79 to 3.06). A similar pattern of results

bupropion, in comparison with placebo, resulted in better smoking outcomes in both intensive group treatments. Adding CBTD to standard
intensive group treatment did not result in improved smoking cessation outcomes. In addition, neither CBTD nor bupropion, either alone or in
combination, was differentially effective for smokers with single-past-episode major depressive disorder (MDD), recurrent MDD, or elevated
depressive symptoms.

National Institutes of Health grants DA08511 to
Richard A. Brown and HL32318 to Raymond Niaura.

Higher abstinence rates at EOT and 3-, 6-, 9-, and 12-month follow-ups were observed when bupropion was delivered concurrently with CBT
(44%, 24%, 30%, 23%, 17%) rather than with ST (18%, 1%, 8%, 5%, 2%). The bupropion-CBT combination, however, was not clearly
superior to placebo, regardless of therapy assignment. Higher rates of medication compliance were positively predictive of abstinence, and
this effect was most evident in the placebo condition. Findings provide only modest support for CBT as the preferred type of intensive therapy
in conjunction with bupropion in women.

National Institute on Drug Abuse grant DA08888.
GlaxoSmithKline provided the bupropion.

The health plan strategy generated referrals nearly twice as fast as the CBP strategy (30.4 vs. 17.0 per month), but because referrals were
not timely, a large proportion of women from the plan were too advanced in pregnancy to be eligible to enroll in the study. As a result, the two
strategies yielded a comparable enrollment rate. Participants from the health plan were older, better educated, less racially diverse, more
likely to be living with the baby's father, and less likely to have smokers in their environment. These differences were largely explained by the
socioeconomic diversity of women recruited from the CBPs. Smoking cessation outcomes did not differ by recruitment source.

grant from the Robert Wood Johnson Foundation's
Smoke Free Families Program (#040667), the
American Cancer Scholar Award (MRSG-005-05CPPB), and by an NHLBI Midcareer Investigator
Award in Patient-Oriented Research (#K24-HL04440).

there were no significant differences among the three groups at baseline in term of the racial distribution, age, gestational age, age of menses
8 weeks
postrandomization, 1 year initiation, number in family household, number of family members who smoked, or tobacco used. A significant difference between the UC
group and the TFS-B group (p = .010) was seen in smoking behaviour measured 8 weeks following treatment initiation. At 1 year following
following study entry
study entry, however, there were no differences between the groups in smoking behaviour.

mostly at least 6 months

Evidence was found that supports the general efficacy of three first-line smoking cessation interventions: counseling, bupropion-sustained
release (BSR), and NRT. What the evidence does not show, however, is which of these interventions may be more effective for women vs.
men in general or specifically in the 40- to 65-year-old age group. Individual, group, and/or proactive telephone counseling are consistently
effective. The effectiveness oft these "person-to-person" counseling interventions increases with length of contact or intensity and is not
influenced by type of smoker (e.g., heavy vs. light smoker).

national institute of health, national institute of
nursing research (No. R01 Nr. 03233)

The search led to the publication:
Treating Tobacco Use and
Dependence. Clinical Practice
Guideline (Fiore et al. 2000). The
Guideline is based on research
evidence that identifies first-line
smoking cessation interventions.
Although the Guideline identifies
counseling and pharmacotherapybupropion and NRT-as first-line
smoking cessation interventions, it
does not offer clinicians the
guidance to select a first-line
intervention based on patient
characteristics such as gender.

17008194

King, Andrea, A

Efficacy of naltrexone in smoking
cessation: a preliminary study and
an examination of sex differences.

IIb

RCT

medium

n = 110

male and female smokers

All subjects received six sessions of behavioral counseling (1 placebo
hr/session for 6 weeks), and 1 month of the nicotine patch (21
mg for the first 2 weeks, 14 mg the third week, 7 mg the fourth
week). Subjects were randomly assigned to the naltrexone or
placebo group. The naltrexone group started at 25 mg daily
for 3 days prior to the quit date, and increased to 50 mg/day
on the quit date and following 8 weeks.

6 months after quit-date

At the end of medication treatment, the naltrexone group had better quit rates versus the placebo group (48% quit on naltrexone vs. 41% on
placebo), but this difference was not statistically significant. However, men and women differed on several measures: in the placebo group,
women had significantly lower quit rates than men (39% vs. 67%, p,.05), but in the naltrexone group, women had quit rates comparable with
those of men (58% vs. 62%, p5ns). Further examination revealed that naltrexone significantly reduced men’s and women’s cessation-related
weight gain and selectively reduced women’s urge to smoke to relieve negative affect and withdrawal.

National Institute on Alcohol Abuse and Alcoholism
grant AA00276 and National Cancer Institute Cancer
Center support grant CCSG P30-CA14599, both to
the first author, as well as NIH Clinical Research
Center grant RR00055 to the University of Chicago.

16859864

Dornelas, Ellen A, EA

Efficacy and cost-effectiveness of a
clinic-based counseling intervention
tested in an ethnically diverse
sample of pregnant smokers.

IIb

RCT

medium

n = 105

Pregnant smokers. Low income,
predominantly Hispanic, pregnant
patients in an urban prenatal
clinic.

Usual care (standard
Usual care (standard cessation advice from the health care
cessation advice from the
provider) or an intervention conducted in the prenatal clinic
health care provider)
consisting of 1.5 h of counseling plus telephone follow-up
delivered by a masters prepared mental health counselor. The
intervention of one 90-min
psychotherapy session was provided at the clinic, followed by
bi-monthly prenatal telephone calls from the therapist during
pregnancy, and monthly telephone calls after delivery. The
goal of the intervention was to use techniques of brief
psychotherapy to assist women in recognizing the link
between psychological distress and inability to quit smoking
when pregnant

at end of pregnancy and
6 months post-partum

At follow-up, 28.3% and 9.4% of participants in the experimental intervention and 9.6% and 3.8% of patients in usual care were abstinent at
end of pregnancy ( p = .015) and 6 months post-partum, respectively ( p = .251). Cost of the intervention was $56 per patient and cost to
produce a non-smoker at end of pregnancy was $299.

grants from the Patrick and Catherine Weldon
Donaghue Medical Research Founda- tion and
Hartford Hospital Research Endowment Funds.

16765526

Oncken, Cheryl, C

Transdermal nicotine for smoking
cessation in postmenopausal
women.

IIb

RCT

medium

n = 152 (n=57 postmenopausal women
nicotine patch,
n=95 placebo
patch)

12 months

Subjects who received transdermal nicotine were significantly more likely than placebo-treated subjects to remain abstinent from smoking
during treatment, but not at the 1-year follow-up. The majority of subjects (N50%) in both groups accurately identified their treatment
assignment. History of depression was associated with a decreased likelihood to abstain from smoking throughout the study. HRT did not
moderate smoking outcomes. These data indicate that transdermal nicotine may provide short-term benefits for smoking cessation in
postmenopausal women.

The Patrick and Catherine Weldon Donaghue
Foundation, The University of Connecticut Center on
Aging, and NIH grants R01 DA13334, and M01
RR06192 (University of Connecticut General Clinical
Research Center) and P50AA15632. GlaxoSmithKline Pharmaceuticals donated nicotine and
placebo patches

16581692

Green, Joseph P, JP

A meta-analysis of gender, smoking
cessation, and hypnosis:a brief
communication.

IIIa

meta analysis

16524854

Anderson, Debra, D

IIIb
The effects of a multimodal
intervention trial to promote lifestyle
factors associated with the
prevention of cardiovascular disease
in menopausal and postmenopausal
Australian women.

16431031

Thyrian, Jochen René, JR Postpartum return to smoking:
identifying different groups to tailor
interventions.

16398793

Yilmaz, G, G

Brief intervention on maternal
smoking: a randomized controlled
trial.

male and female smokers

intensive smoking cessation counseling and were randomly
assigned to use either a 21- mg nicotine patch for 3 months,
with a 1-month taper, or a placebo patch. The primary
outcome was biochemically validated 7-day point prevalence
smoking abstinence during treatment (i.e., 1, 2, 6, and 12
weeks after the quit date) and 1 year after study medication
was discontinued.

placebo patch

hypnosis based treatment

males were more likely to report smoking abstinance than female smokers following hypnosis based treatments for smoking.

Analysis of covariance indicated that the intervention was ef- fective in improving women’s aerobic exercise activity and decreas- ing smoking.
The data from all five biophysical outcome measures supported the efficacy of the intervention, with significant decreasesseen in the women’s
WHR, BMI, blood pressure, and measured weight. Study implications suggest that this type of intervention may provide an effective, clinically
manageable therapy for women who prefer a self-directed approach to preventing and decreasing cardiovascular risk factors.

RCT

medium

n = 90

menopausal and postmenopausal Women in the intervention group were provided with a
Australian female smokers
consultation with a registered nurse at which time biophysical
car- diovascular risk measures were taken and health
education was provided in both verbal and written form.
Women were encouraged to review their smoking, nutrition,
and water intakes and to commence an exercise program that
included aerobic fitness exer- cises. In the area of nutrition,
participants were asked to increase water intake (6–8
glasses/day), minimise saturated fats and increase
monounsaturated and polyunsaturated fats, increase fruit and
vegetable intake (5–7/day), increase calcium (1500 mg/day),
and increase phytoestrogen dietary intake (40 mg/day).

Women in the control group
continued their normal
activities.

IV

RCT

low

n = 317

female postpartum smokers

Data about the acquisition stages of change to restart
smoking, the perceived advantages of nonsmoking and the
self-efficacy to remain smoke free on grounds of the
Transtheoretical Model of Behavior Change was assessed.

control group received usual
care and
self-help booklets

6, 12, 18 and 24 months

The acquisition stages of change do not fit the situation of nonsmoking women postpartum in Germany, but four different clusters of exsmoking women postpartum were identified on grounds of the other TTM-constructs. These are: the protected, the high risk, the premature
and the ambivalent group. The clusters are associated with relapse after 12 months, none of the other variables controlled for was statistically
significant.

Ib

RCT

high

n = 363

maternal smokers

mothers were randomly assigned to a smoking cessation
intervention either aimed at their children’s health (n = 111) or
their own health (n = 131), or

to a control group receiving
no smoking cessation advice
(n = 121).

contacted by phone at 6
months
post intervention for
follow-up by personnel
blinded to their group
assignment

Provision to mothers of both groups of
Research Collaboration in Early Substance Use
health risks of tobacco smoke resulted in significantly higher rate of cessation of smoking and smoking location change than those of the
Intervention (EARLINT) has been funded by the
control group, with child intervention group having significantly higher rate of cessation of smoking and smoking location change than those of German Ministry of Education and Research (Grant
the maternal intervention group (P<0.05). Post-intervention knowledge scores differed significantly for all groups; however, child intervention
nos. 01EB0120, 01EB0420) and the Social Ministry
group was the only significantly better group than the others (P<0.05). According to the multivariate analysis results, intervention grouping
of the State of Mecklenburg-West Pomerania (Grant
and presence of smoking friends were independent factors determining smoking cessation (P<0.05). Intervention grouping, post-intervention
no. 406.68.43.05).
knowledge, presence of other household members who smoked and family income were independent factors determining smoking location
change (P<0.05). Family income, intervention grouping and presence of smoking friends were significant independent factors influencing postintervention knowledge (P<0.05). Conclusion Discussion during short paediatric visits on effects of smoking on child’s or maternal health may
result in a significant smoking cessation, smoking location change rate or knowledge change. Those who cannot give up smoking usually change

Research Collaboration in Early Substance Use
Intervention (EARLINT) has been funded by the
German Ministry of Education and Research (Grant
nos. 01EB0120, 01EB0420) and the Social Ministry
of the State of Mecklenburg-West Pomerania (Grant
no. 406.68.43.05).

6 and 12 months

Participation did not vary by baseline motivation to quit. Compared with control subjects, counseling participants were more likely to seek
additional treatment services and had a higher 7-day point-prevalence abstinence rate at 6 months (20% MEC vs. 12% UC, p,.05). MEC
impact was sustained at 12 months, but abstinence increased among the UC group (18% MEC vs. 20% UC, p5ns). There was no difference
in repeated point-prevalence abstinence at 6 and 12 months (11% MEC vs. 10% UC, p5ns). Outcomes were similar in a subgroup of 229
women who, at baseline, were interested in quitting in the next 6 months.

National Cancer Institute grant CA84603, with
additional support from CA74517 and from National
Institute on Drug Abuse grant DA11194.

moderate-intensity exercise for smoking cessation among
female smokers. Healthy, sedentary female smokers (N5217)
were randomly assigned to an 8-week cognitive–behavioral
smoking cessation program plus moderate-intensity exercise
(CBT+EX) or to the same cessation program plus equal
contact (CBT). A subsample received nicotine replacement
therapy.

same cessation program plus 3 and 12 months
equal contact (CBT)

Results indicated that the CBT+EX and CBT groups were equally likely to attain smoking cessation at the end of treatment, as measured by
cotinine-verified 7-day point- prevalence abstinence (20.2% for CBT+EX vs. 18.5% for CBT). The CBT+EX group was more likely to report
smoking cessation, as measured by 7-day point prevalence at the 3-month follow-up (11.9% vs. 4.6%, p,.05), compared with the CBT group.
No group differences were found at 12 months by either 7-day point prevalence (7.3% for CBT+EX vs. 8.3% for CBT) or continuous
abstinence (0.9% for CBT+EX vs. 0.9% for CBT). Additionally, among participants in the CBT+EX group, those with higher adherence to the
exercise prescription were significantly more likely to achieve smoking cessation at the end of treatment than were participants reporting
lower adherence to exercise.

grants from the National Cancer Institute (CA77249)
and the National Heart, Lung, and Blood Institute
(HL64342, HL68422).

n = 332

female smokers 19 years or older either UC (physican advice and nicotine replacement therapy)
or UC plus an eight- session group SM training program
(smoking skills development relevant to smoking specific and
generic stressors). UC intervention, consisting of physician
counseling and optional NRT or a UC plus SM Intervention,
consisting oft he same counseling and NRT as UC plus a
group-based eight-session SM training program.

2 and 12 months

on an intent to treat basis, the addition of SM to UC had no incremental effect on 2 or 12 month abstinance rates. Abstinace rates at 2
months were 26,2% versus 31,7% in the UC and SM groups respectively (p = .59). At 12 months the rates were 18,5% vs. 20,7% (p = .86).
When quit rates were compared including only participants, who demonstrated adequate adherence to the intervention protocol, there was a
significant difference between SM and UC groups at 2 months (34,9% vs 48,7%, adjusted odd ratio 1.88. 95% confidence interval. 1.04-3.42
(p = .04) but not at 12 months (23.0% vs. 26.8%, adjusted odds ratio 1.24. 95% confidence interval, .64- 2.41 (p = .53). There was a
significant reduction in percived stress from preintervention to postintervention; however this decrease was not moderated by group
assignment.

medium

n = 94

postmenopausal female smokers. smokers evaluated the effect of nicotine replacement therapy placebo patch
(NRT) and hormone therapy (HT) on change in weight, energy
intake, and physical activity during 2 weeks of smoking
abstinence. Women, stratified by current use of HT, were
randomized to nicotine or placebo patch.

medium

n=79

weight-concerned women

multidisciplinary treatment combining psychological, dietary,
and exercise components followed a 2-week smoking
cessation program (structured cognitive–behavioral protocol
of educational information (health consequences, nicotine
addiction, and withdrawal), environmental management of
smoking cues, relapse prevention, and cognitive restructuring
beliefs about smoking. An 8-week regimen of the nicotine
transdermal patch was distributed in 2-week supplies.
Participants attended an orientation meeting 1 week prior to
the first treatment session during which they were informed of
their quit date and their first patches were distributed. CO
level and nicotine patch use were monitored throughout the
cessation program)

RCT

moderate

n = 44

female smokers between 18 and
65

we hypothesized that Naltrexone, that has successfully used
to treat opioid and alcohol dependence, when combined with
nicotin replacement therapy (NRT) and psychosocial therapy
(PT) may enhance smoking cessation in women. Naltrexone
50mg + NRT patch + psychological therapy (N+NRT+PT) n =
12 or placebo + NRT patch and psychological therapy
(P+N+PT) n = 12 for 12 weeks. Subjects in both groups
received psychosocial therapy (PT) and NRT transdermal
patches for the duration of the study.

RCT

medium

n = 439

female smokers

This study assessed the efficacy of two forms of
pharmacotherapy [nicotine and phenylpropanolamine (PPA)
gums] in addition to a 13-week cognitive behavioral smoking
cessation program targeted for women(PPA gum, nicotine
gum, or placebo gum). All participants attended a 13-week
cognitive behavioral smoking cessation program and were
given specific instructions on gum chewingAnalyses to
determine potential differences between treatment groups on
weight change and cessation rates were performed

16298723

McClure, Jennifer B, JB

IIb
Proactive, motivationally enhanced
smoking cessation counseling
among women with elevated cervical
cancer risk.

RCT

medium

n = 275

women with elevated cervical
cancer risk.

The present study assessed the acceptability and impact of a Usual care control
proactively delivered, motivationally tailored phone counseling
program targeted to women with elevated risk for cervical
cancer. Female smokers with a recent abnormal pap exam or
a colposcopy were contacted and invited to participate,
regardless of their interest in quitting smoking. Participants
were randomly assigned to usual care (UC) or UC plus
motivationally enhanced phone counseling (MEC). The
intervention was well received: 79% of eligible women enrolled
(n5275), and 90% completed at least three of four calls.

16298722

Marcus, Bess H, BH

The efficacy of moderate-intensity
exercise as an aid for smoking
cessation in women: a randomized
controlled trial.

IIb

RCT

medium

n = 217

female smokers

16295704

Slovinec D\'Angelo,
Monika E, ME

Is stress management training a
useful addition to physician advice
and nicotine replacement therapy
during smoking cessation in
women? Results of a randomized
trial.

IIb

RCT

medium

16022925

Allen, Sharon S, SS

Effect of nicotine replacement
therapy on post-cessation weight
gain and nutrient intake: a
randomized controlled trial of
postmenopausal female smokers.

IIb

RCT

15925449

Copeland, Amy L, AL

Smoking cessation for weightconcerned women: group vs.
individually tailored, dietary, and
weight-control follow-up sessions.

IIIa

15784523

Byars, Joanne A, JA

Naltrexone augments the effects of
nicotine replacement therapy in
female smokers.

IIb

15561449

Cooper, Theodore V, TV

IIb
A placebo controlled randomized
trial of the effects of
phenylpropanolamine and nicotine
gum on cessation rates and
postcessation weight gain in women.

3 and 6 months

12 weeks of treatment with
either
naltrexone 50 mg per day or
placebo

6 and 12 months

After 2 weeks of abstinence, women on nicotine patch had significantly larger increases in total caloric and fat intake than women on placebo
patch and a trend toward larger increases in carbohydrates (total and sweet). Conversely, the nicotine group had less weight gain, 0.47 kg,
than the placebo group, 1.02 kg (F=10.31, p=0.002). No effects were observed for hormone therapy. It appears that in short-term smoking
abstinence, postmenopausal women on NRT gain less weight than do women on placebo, in spite of consuming more calories.

NIDA grant 2-R01-DA08075-04A1.

As predicted, abstinence rates were significantly higher among the individually tailored follow-up participants than among those assigned to
the group follow-up condition at 3 and 6 months posttreatment. Differences between conditions in postcessation weight gain were not
significant. However, the postcessation weight gain that did occur was significantly associated with subsequent smoking relapse in the group
follow-up condition only.

grants from the National Institutes on Health and
Bristol-Myers Squibb Better Health for Women
Program.

12 weeks of treatment was completed by 54,5%. Smoking cessation among females who completed the 12 weeks for N+NRT+PT was 91,7%
(11/12) and for P+NRT+PT was 50% (6/12)

American psychiatric Association program for
minority research training in psychiatry

Results indicated that neither change in body weight nor cessation rates significantly differed between groups. Attendance to sessions did
appear to consistently increase the likelihood of quitting smoking at posttest and at each of the follow-ups. These results suggest that
although the pharmacological interventions had no effect on cessation rates and postcessation weight gain, the behavioral component of the
intervention was effective in increasing the odds of quitting smoking in weight-concerned women. Future effortsshould focus on increasing
adherence to behavioral program components, particularly session attendance.

Ib

RCT

high

n = 264

female smokers

We sought to test a selective antagonist of the glycine coagGW468816 and placebo
onist site on the glutamate N-methyl-D-aspartate receptor,
GW468816, for prevention of relapse in recently abstinent
smokers. To do so, we enrolled 264 healthy female smokers
in an open 8-week smoking cessation inter- vention with
behavioral therapy and a standard dose of transdermal nicotine replacement therapy with taper and additional gum or
lozenge as needed for nicotine withdrawal symptoms.
Participants initiated open-label NRT patch of 21 mg/d for 4
weeks, 14 mg/d for 2 weeks, and 7 mg/d for 2 weeks plus prn
nicotine gum or lozenge for craving at a dose of up to 10 mg/d
for the first 4 weeks, 6 mg/d for the next 2 weeks, and 4 mg/d
for the final 2 weeks and weekly 15-minute individual,
manualized, supportive behavioral interventions designed to
encourage smoking cessation and to prevent relapse.
Behavioral visits focused on proper use of NRT, strategies for
the quit date and for coping with urges to smoke, and
education on withdrawal symptoms. Participants were asked
to stop smoking and start NRT 1 week after the baseline visit. Pa

?

medium

n = 31

young female smokers

Placebo
Matching Familiar Figures Test (MFFT), Tower of London
Test and Continuous Performance Task (CPT) in a doubleblind, within-between subject design, placebo or nicotine (4
mg as gum) serving as the within factor and genetic profile as
the between factor. Repeated measures ANCOVA controlling
for attention deficit symptomatology, substance abuse and
nicotine dependence showed better performance under
nicotine among participants with higher levels of attention
deficit symptoms (MFFT errors: P 1 ⁄4 0.04; CPT commissions:
P 1⁄4 0.01) and nicotine dependence (CPT stability of
response: P 1⁄4 0.04) and greater consumption of caffeine
(CPT stability of response: P 1 ⁄4 0.04). An interactive effect of
genetic profile was demonstrated for SNP rs2337980 in
CHRNA7

These findings suggest that nicotine may have stronger short-term facilitating effects on attention in women who have more attention deficit
symptoms and consume more nicotine and caffeine. This effect may be modified by a specific genetic make-up. Such individuals may be at
increased risk for nicotine addiction and for greater difficulties in smoking cessation.

grant from the Professor Milton Rosenbaum
Endowment Fund for Research in the Psychiatric
Sciences (to YP).

IIc

RCT

moderate

pregnant female smokers

Three services with the highest number of successful fourweek quitters reported for the 2003/4 monitoring year were
identified from Department of Health (DH) monitoring records,
and three services were nominated from those known in the
field as examples of best practice. There was no overlap
between the two groups. All six services provided in-depth
interviews.

All three highest ranking services that reported close to 100 per cent success rates included unaided quitters identified from hospital wards,
rather then smokers actually treated. They had only minimal or average genuine treatment provision for pregnant smokers in place. The three
beacon services far exceeded the national throughput and outcome average identified in the previous survey, and provided a wealth of useful
information. Although they differed in staffing levels and other aspects of their activities, they all shared several key elements, including a
systematic training of midwives in how to refer pregnant smokers, offering nicotine replacement treatment to almost all clients and having an
efficient system of providing the prescriptions, offering flexible home visits, and providing intensive multi-session treatment delivered by a
small number of dedicated staff.

grant from the Health Development Agency.

Gender differences in affective
response to acute nicotine
administration and deprivation.

IV

RCT

low

n=115 (63
men, 42
women)

male and female smokers

Manipulations of pre-session nicotine deprivation and withinsession nicotine administration to evaluate affective response
using startle eyeblink amplitude and self-report. Male and
female adult smokers were exposed to four sessions crossing
two nicotine deprivation conditions (12-h deprived vs.
nondeprived) with two drug conditions (nicotine vs. placebo
nasal spray). Acoustic probes elicited startle eyeblink
responses while viewing affective and cigarette-related slides.
In-session mood ratings were collected to gauge self-reported
negative affect, positive affect, and craving. Nicotine nasal
spray reduced startle amplitude in both men and women
following 12-h deprivation compared with smoking
nondeprivation.

placebo nasal spray

During nondeprivation, nicotine nasal spray increased startle amplitude in women compared with placebo spray, whereas no difference was
found for men. The startle results suggest that both men and women are responsive to the hedonic properties of nicotine.

grants from the Texas Tobacco Settlement, the
National Cancer Institute (1R21CA81649) and the
National Institute on Drug Abuse (R01DA1182-01) to
Dr. Cinciripini, and a M. D. Anderson Education
Program in Cancer Prevention Postdoctoral
Fellowship Grant (R25CA57730) to Dr. Robinson.
Pharmacia and Upjohn, Inc. provided the nicotine and
placebo nasal spray

Predictors of smoking relapse in a
sample of Dutch adult smokers; the
roles of gender and action plans.

IV

RCT

very low

n = 223

Dutch adult smokers. Males and
females

to investigate the influence of gender and the additional
protective quality of action plans on the occurrence of relapse
in smokers after a pharmacy-based minimal intervention
strategy. Respondents received a written baseline
questionnaire, based on the I-Change Model, and were
contacted 3 months after baseline by telephone. experimental
group (these smokers received the computer-generated
tailored advice) or

the control group (these
smokers received
a thank you letter only).

A total of 223 respondents were included in relapse analyses. Relapse was predicted by intention, the use of pharmacotherapy and action
plans. Predictors differed for men and women. Relapse: Respondents were more likely to relapse if they had quit more often in the past and if
they were more motivated to quit at baseline. Using bupropion during the quit attempt predicted against relapse. The preference for the action
plan to remove all smoking materials from the home was a borderline significant predictor for relapse. The proposed model explained 20% of
the variance.Gender differences: For men only, relapse could be predicted by a higher intention to quit smoking at baseline. A smoking
partner also increased the risk of a relapse. The preference for the action plan to quit immediately was a borderline significant predictor
against relapse. The proposed model explained 34% of the variance. Women were more likely to relapse if they had a higher addiction level
and a lower score on negative outcome self-efficacy. A higher intention to quit smoking was a borderline significant predictor of relapse. The
proposed model explained 28% of the variance.

grant of the Dutch Organisation for Health Research
and Development (ZonMw).

21869693

Evins, A Eden, AE

A double-blind, placebo-controlled
trial of the NMDA glycine site
antagonist, GW468816, for
prevention of relapse to smoking in
females.

20231857

Rigbi, A, A

Why do young women smoke? VI. A IIb
controlled study of nicotine effects
on attention: pharmacogenetic
interactions.

17004407

Lee, Michelle, M

Best practice in smoking cessation
services for pregnant women:
results of a survey of three services
reporting the highest national
returns, and three beacon services.

16842931

Robinson, Jason D, JD

16242246

Hoving, E F, EF

Evidenztabelle für die Empfehlung Schwangere

60 days

3 months

There was no effect of treatment on abstinence rates at the end of treatment (W2 [1,n=96]=0.168,P=0.838),ontheratesofrelapse(W2
[1,n=98]= 0.031, P = 1.000) or lapse (W2 [1, n = 62] = 0.802, P = 0.423), or on time to relapse (W2 [1, n = 98) = 0.001, P = 0.972). No
significant relationships were detected between plasma GW468816 concentrations and abstinence, time to relapse, or self-reported craving.
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Outcome and effect size
At 6 months posttreatment, women with higher levels of baseline depressive symptoms treated with CBASP were abstinent significantly more
often, F (1, 253) 5.61, p .02, and had less depression, F (1, 2620) 10.49, p .001, than those treated with HW; those with low baseline
depression fared better in HW. Differences in abstinence were not retained at 6 months postpartum
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20099949

Cinciripini, Paul M, PM

Effects of an intensive depressionfocused intervention for smoking
cessation in pregnancy.

Ib

RCT

high

n= 257

pregnant smokers; . Of the
sample, 54% were African
American, and 37% met criteria
for major depression. Mean age
was 25 years ( SD 5.9), and
women averaged 19.5 weeks (
SD 8.5) gestation at study entry.

a 10-week, intensive, depression-focused intervention
(cognitive behavioral analysis system of psychotherapy;
CBASP)

3 and 6 months
or to a time and contact
control focused on health and postpartum
wellness (HW); both included
equivalent amounts of
behavioral and motivational
smoking cessation counseling

16643698

Aveyard, Paul, P

A randomized controlled trial of
smoking cessation for pregnant
women to test the effect of a
transtheoretical model-based
intervention on movement in stage
and interaction with baseline stage.

IIb

RCT

medium

n= 918

Pregnant women currently
smoking at 12 weeks gestation

Arm A, Controls; Arm B, Manuals; and Arm C, Computer.
pragmatic three-arm trial of TTM-based interventions to help
them stop smoking. One arm constituted standard midwifery
advice and a self-help leaflet on stopping smoking, which is
generally appropriate for women in preparation. Two arms
were TTM-based. Arm B: stage-based self-help manual
intervention, manuals explained the concepts of stage of
change, helped participants to stage themselves, and
contained quizzes and exercises to engage the stageappropriate processes of change

Arm A, Controls (standard
midwifery advice and a selfhelp leaflet on stopping
smoking,); Arm B, Manuals;
and Arm C, Computer.

30 weeks of gestation, 10 Women in the TTM-based arms were statistically significantly more likely to move forward in stage than were women in the control arm.
days postpartum
Contrary to the TTM- derived hypothesis, the greater relative benefit of the TTM-based intervention was seen for women in preparation stage
at baseline, rather than women in precontemplation and contemplation.

This trial was funded by the National Health Service
and was a pragmatic trial (Roland & Torgerson, 1998),

16053527

Aveyard, Paul, P

The influence of in-pregnancy
smoking cessation programmes on
partner quitting and women\'s social
support mobilization: a randomized
controlled trial [ISRCTN89131885].

IIb

RCT

medium

n= 918

women smoking at booking for
antenatal care

three interventions Arm A, Controls; Arm B, Manuals; and
Arm C,
Computer: standard care, self -help manual and enhanced
stage-based counselling, or self-help manual, enhanced stagebased counselli ng and use of an interactive computer
program.

The intervention in Arm A
was intended
to be standard smoking
cessation advice given
by midwives. Midwives in
Arm A received half
a day's training on the
research protocol only.
They were asked to deliver
smoking cessation advice as
they would normally do.
Midwives gave women the
Health Education Authority
(of England) leaflet Thinking
about Stopping.

30 weeks of gestation
and 10 days portpartum

Few pregnant women's partners stopped smok ing (4.1% at 30 weeks of gestation and 5.8% at 10 days postpartum) and the probability of
quitting did not differ si gnificantly by trial arm. Women's scores on the Inventory of Socially S upportive Behaviors showed a slight decline
from booking to 30 weeks gestation, and a slight increa se to 10 days postpartum , but these changes did not differ significantly by trial arm

This trial was funded by the health authorities of the
West Midlands. The interventions described are copy
right of Pro-Chang

22375972

Coleman, Tim, T

A randomized trial of nicotinereplacement therapy patches in
pregnancy.

Ib

RCT

high

n= 1050

16 to 50 years of age with
pregnancies of 12 to 24 weeks’
gestation and who smoked five or
more cigarettes per day.

Participants received behavioral cessation support and were
randomly assigned to 8 weeks of treatment with active
nicotine patches (15 mg per 16 hours) or matched placebo
patches

matched placebo patches

1 month and delivery

there was no significant difference in the rate of abstinence from the quit date until delivery between the nicotine-replacement and placebo
groups (9.4% and 7.6%, respectively; unadjusted odds ratio with nicotine-replacement therapy, 1.26; 95% confidence interval, 0.82 to 1.96),
although the rate was higher at 1 month in the nicotine-replacement group than in the placebo group (21.3% vs. 11.7%). Compliance was
low; only 7.2% of women assigned to nicotine-replacement therapy and 2.8% assigned to placebo used patches for more than 1 month.
Rates of adverse preg - nancy and birth outcomes were similar in the two groups

Supported by a grant from the NIHR Health
Technology As - sessment Programme (06/07/01)

21859215

Heppner, Whitney L, WL

The role of prepartum motivation in
the maintenance of postpartum
smoking abstinence.

IIb

RCT

medium

n= 251

pregnant women who quit
smoking during pregnancy

three intervention groups: Usual Care (UC), Motivation And
Problem Solving (MAPS), or an enhanced Motivation And
Problem Solving (MAPS+).

8 and 26 weeks
postpartum

Direct relationships among multiple measures of motivation were significant, and ranged in strength from weak to moderate. All motivation
measures individually predicted continuous smoking abstinence, after controlling for treatment group, demographics, and prequit tobacco
use. When tested simultaneously, a global motivation measure and parenthood motives for quitting remained significant predictors of
abstinence. Backward selection modeling procedures resulted in a reduced model of prepartum predictors of postpartum abstinence including
global motivation, parenthood motives, and stage of change.

21501542

Wong, Suzanne, S

Substance use in pregnancy.

IIa

SR & RCT
(Clinical
Practice
Guideline)

21273185

Baxter, Susan, S

The effectiveness of interventions to
establish smoke-free homes in
pregnancy and in the neonatal
period: a systematic review.

Ia

SR

very high

n> 4307

depending on study; pregnancy
and the neonatal period

interventions based on counselling, counselling plus
additional aspects, individually adapted smoke-free home
programmes and motivational interviewing.

21182803

Hoedjes, Meeke, M

Effect of postpartum lifestyle
interventions on weight loss,
smoking cessation, and prevention
of smoking relapse: a systematic
review.

Ia

SR

very high

n> 3000

women who had smoked before /
during pregnancy

"well baby” office visits, hospital packet; home counseling
session and 2 telephone counseling sessions, and was based
on the principles of motivational interviewing and motivati onal
stages of change; face-to-face and tele- phone counseling
sessions based on the principles of motivational interviewing
and relapse prevention .....

1 and/or 3, and/or 6
and/or 12 and/or more

4 of 5 smoking cessation interventions, and 4 of 8 smoking relapse prevention interventions were effective. moking relapse prevention
Supported by the Netherlands Organization for Health
interventions (30–34). Of the 4 smoking relapse prevention interventions, 2 showed no significant effect on smoking relapse pre- vention
Research and Development (ZonMw grant
(33,34). One smoking relapse prevention in- tervention was shown to be effective in preventing smoking relapse at 3 and 6 months
6120.0024).
postpartum (30). Smoking abstinence at both 3 and 6 months postpar- tum was 18.2% in the intervention group compared with 5.2% in the
control group. In this study, a prospective 2-group design (not an RCT) was used to evaluate intervention efficacy (30). The other smok- ing
relapse prevention intervention was shown to have a significant intervention effect at 6 months postpartum. Daily smoking was reported in
34% of the intervention group, compared with 48% in the control group (31,32). However, this intervention effect was not sustained at 12
months postpartum (31,32). Five other articles described 4 interventions aimed at both smoking cessation and smoking relapse pre- vention
(35–39). An intervention aimed at both smoking cessation and the prevention of smoking relapse evaluated in 2 studies was shown to be effectiv

21054620

Coleman, Tim, T

Efficacy and safety of nicotine
replacement therapy for smoking
cessation in pregnancy: systematic
review and meta-analysis.

Ia

SR

very high

n= 695

pregnant regular smokers

NRT was used with or without behavioural support to promote
smoking cessation

< 1 year

the pooled risk ratio (RR) and 95% confidence Interval (CI) for smoking cessation in later pregnancy after using NRT was 1.63 (0.85, 3.14).
Subgroup analysis comparing studies at lower risk of bias (placebo- RCTs) with those at higher risk of bias (non-placebo-RCTs) found that
efficacy estimates varied with trial design [RR (95% CI) for cessation in placebo-RCTs 1.17 (0.83, 1.65) versus 7.81 (1.51, 40.35) for nonplacebo-RCTs]. Five of the seven safety outcomes were more positive among infants born to women who had used NRT, but none of the
observed differences between trial groups reached statistical significance.

20978216

Forinash, Alicia B, AB

Nicotine replacement therapy effect
on pregnancy outcomes.

Ia

SR

very high

pregnant women

nicotine gum or patch therapy.

A subsequent search for
observational studies was also
conducted because there are few
RCTs in this field of study.

Data from the included papers tend to indicate inconsistency in findings across intervention types. A particularly effective intervention [25]
adopted a behavioural counselling approach delivered by trained graduate students via a combination of inperson and telephone sessions.
The other behavioural counselling programme [30], however, found no significant difference between intervention and control groups. In
general, these interventions across all study types proved disappointing in terms of reported effectiveness. Our synthesis suggests that
counselling interventions may be effective; however, this is a tentative conclusion as results for all types of intervention were mixed in terms of
effectiveness.

NRT users had an increased risk for any malformation (n = 19, RR 1.61, 95% CI 1.01 to 2.58), but not for major (n = 1 1, RR 1.13, 95% CI
0.62 to 2.07) or musculoskeletal malformation (n = 6, RR 2.05, 95% CI 0.91 to 4.63) NRT during pregnancy has minimal effects on
malformations and preg- nancy outcomes during pregnancy compared to smoking but remains a pregnancy category D medication. Since
nicotine has fetal effects, potential for harm is possible and should be communicated to patients prior to therap.

This work was supported by the National Institute for
Health and Clinical Excellence for the purposes of
informing public health guidance

Funding from the British Heart Foundation, Cancer
Research UK, Economic and Social Research
Council, Medical Research Council and the
Department of Health, under the auspices of the UK
Clinical Research Collaboration is gratefully acknowledged

Analysis and synthesis of the 23 included papers sug - gested 10 aspects of service delivery that may have an influence on the uptake of
interventions. These were whether or not the subject of smoking is broached by a health professional, the content of advice and information
provided, the manner of communication, having service protocols, follow-up discussion, staff confidence in their skills, the impact of time and
resource constraints, staff perceptions of ineffectiveness, differences between professionals, and obstacles to accessing interventions

This review was funded by the NICE for the purposes
of inform - ing public health guidance (Grant number
120080)

women who smoke who are
planning a pregnancy, are
pregnant, or have an infant aged
less than 12 months.

the review examined factors underpinning the delivery of
interventions to this population from the perspective of staff,
users, and potential service users. We considered a broad
definition of smoking cessation interventions to include brief
advice or information provided by health professionals, in
addition to specific programs. This wider definition was used
as contact with a health professional during pregnancy is an
opportunity to give smoking cessation advice

n= 979

Pregnant women of low socioeconomic status.

intervention cohort was offered self-help quit materials in the
context of brief counseling by midwives and peer counselors.

high

n= 251

diverse low-income women who
quit smoking during pregnancy

two versions of MAPS (i.e., MAPS and MAPS+) or Usual Care MAPS/
MAPS+ or Usual Care (UC)
(UC) for the prevention of postpartum smoking relapse.
participants attended three on-site assessment visits were
provided with $40 gift cards and small items of compensation
upon completion of each assessment visit. Participants were
also given bus tokens or parking vouchers. All participants
were given self-help materials and 5–10 min of brief relapse
prevention advice. The MAPS and MAPS+ groups also
received six telephone- based counseling sessions and the
MAPS+ group received two additional in-person counseling
sessions The MAPS and MAPS+ groups covered identical
treatment content, differing only with respect to the two inperson counseling sessions. MAPS/MAPS+ counseling
sessions lasted an average of 22 min with a modal length of
15 min

RCT

medium

n= 101

Parents who were current
smokers (1 cigarette, even a puff,
in past 30 days) or recent quitters
(smoked since 1 month before
conception)

Parents who were assigned to the in- tervention condition
received the fol- lowing: (1) one 15-minute in-person
counseling session delivered by trained study staff working
from adapted materials and messages spe- cifically tailored
for parental smokers (www.ceasetobacco.org) 18,19 ; (2) offer
of enrollment in a proactive state-of-the-art telephone
counseling interven- tion (QuitWorks, the Massachusetts
statewide quitline, which did not offer nicotine replacement
therapy [NRT] at the time of the study); and (3) letters faxed
to the newborn’s pediatrician, parents’ primary care provider,
and mother’s obstetrician indicating the parent’s tobacco use
status and readiness to quit and recommending useful
strategies to facilitate parental cessation, the need for
ongoing support, and medication prescription when
appropriate.

Ib

RCT

high

n= 257

Pregnant smokers; Of the
sample, 54% were African
American, and 37% met criteria
for major depression.

10-week, intensive, depression-focused intervention (cognitive
behavioral analysis system of psychotherapy; CBASP) or to a
time and contact control focused on health and wellness
(HW); both included equivalent amounts of behavioral and
motivational smoking cessation counselin

Ultrasound feedback and
motivational interviewing targeting
smoking cessation in the second
and third trimesters of pregnancy.

Ib

RCT

high

n= 360

pregnant smokers

moking cessation intervention con- sisting of personalized
feedback during ultrasound plus motiva- tional interviewingbased counseling sessions.

End of pregnancy
Best Practice (BP) , Best
Practice plus ultrasound
feedback (BP+US), or
Motivational Interviewingbased counseling plus
ultrasound feedback (MI+US).

Analyses of cotinine-verifi ed self-reported smoking status at EOP indicated that 10.8% of the BP group was not smoking at EOP; 14.2% in
the BP+US condition and 18.3% who received MI+US were abstinent, but differences were not statistically signifi cant. Intervention effects
were found condi- tional upon level of baseline smoking, however. Nearly 34% of light smokers ( ≤ 10 cigarettes/day) in the MI+US condition
were abstinent at EOP, followed by 25.8% and 15.6% in the BP+US and BP conditions, respectively. Heavy smokers (>10 cigarettes/ day)
were notably unaffected by the intervention.

This study was funded by a grant from the Robert
Wood Johnson Foundation. This study also received
support from the General Clinical Research Center,
funded by National Institutes of Health grant
MO1RR02558 .

Nicotine gum for pregnant smokers:
a randomized controlled trial.

IIb

RCT

medium

n= 194

Pregnant women who smoked
daily

6-week treatment with 2 mg nicotine gum (n=100) or placebo
(n=94), followed by a 6-week taper period. Women who did
not quit smoking were instructed to reduce the number of
cigarettes smoked by substituting with gum.

Placebo

6 weeks after treatment

Biochemically-validated smoking cessation rates were not significantly higher with nicotine replacement therapy compared with placebo (after
6 weeks of treatment: 13% vs. 9.6%, p= .45; at 32-34 weeks of gestation: 18% vs 14.9%, p= .56). Using a completer analysis, nicotine
replacement therapy significantly reduced the number of cigarettes smoked per day [nicotine replacement therapy: -5.7 (SD=6.0); placebo: 3.5 (SD=5.7); p=.035], and cotinine concentration [nicotine replacement therapy: -249 ng/mL (SD=397); placebo: -112 ng/m; (SD=333);
p=.04]. Birth weights were significantly greater with nicotine replacement therapy vs. placebo [3287 g (SD=566 and 2950 g (SD=653,
respectively; p<.0001]. Gestational age was also greater with NRT than placebo (38.9 wk [SD=1.7] and 38.0 wk [SD=3.3], respectively;
p=.014)

Supported by NIH grants R01 DA15167, GCRC grant
M01 RR006192, P50 DA013334, P50 AA015632.
Nicotine Gum was provided free of charge from GlaxoSmith Klin

Thyrian, Jochen René, JR Population-based smoking cessation IIb
in women post partum: adherence to
motivational interviewing in relation
to client characteristics and
behavioural outcomes.

RCT

medium

n= 869

women who indicated that they
had smoked and who gave their
informed consent to take part in
the study

control group vs. intervention
The intervention was based on MI ( Miller and Rollnick, 2002
), and the four counsellors/interviewers were trained experts in group
MI; weekly meetings were held to enforce information
exchange between the counsellors, to maintaadherence to the
principles of the intervention, and to ensure adherence to the
study protocol.

6 months

38.1% of sessions showed good adherence to MI. Receiving a good MI session was not related to any demographic or behavioural variables.
The relationship between adherence and intervention outcome after six months was not statistically significant ( w 2 ¼ 0.355, p ¼ 0.551).

This study, as part of the Research Collaboration in
Early Substance Use Intervention (EARLINT), was
funded by the German Ministry of Education and
Research (Grant no. 01EB0120, 01EB0420) and the
Social Ministry of the State of Mecklenburg, West
Pomerania (Grant no. 406.68.43.05)

20472696

Baxter, Susan, S

Factors relating to the uptake of
interventions for smoking cessation
among pregnant women: a
systematic review and qualitative
synthesis.

Ia

SR

very high

20302533

Everett-Murphy,
Katherine, K

The effectiveness of adapted, best
practice guidelines for smoking
cessation counseling with
disadvantaged, pregnant smokers
attending public sector antenatal
clinics in Cape Town, South Africa.

IIb

RCT

medium

20154055

Reitzel, Lorraine R, LR

Preventing postpartum smoking
relapse among diverse low-income
women: a randomized clinical trial.

Ib

RCT

20123776

Winickoff, Jonathan P, JP

Using the postpartum hospital stay
to address mothers\' and fathers\'
smoking: the NEWS study.

IIb

20099949

Cinciripini, Paul M, PM

Effects of an intensive depressionfocused intervention for smoking
cessation in pregnancy.

19553282

Stotts, Angela L, AL

18827129

Oncken, Cheryl, C

18653261

the natural history cohort
received usual care

Parents who were assigned
to the con- trol condition had
no contact between the
baseline and follow-up
surveys.

the two cohorts were comparable at baseline. The difference in quit rates between the two cohorts in late pregnancy was 5.3% (95% CI: 3.2 –
i) at baseline, less than
7.4%, p < 0.0001) in an intention to treat analysis. There was also a signi fi cant difference in reduction of smoking of 11.8% (95% CI: 5.0 –
24 weeks gestation, (ii)
mid-pregnancy at 28 – 35 18.4%, p = 0.0006).
weeks, and (iii) late
pregnancy at 36 – 39
weeks

This work was carried out with the aid of a grant from
the Research for International Tobacco Control
(RITC), an international secretariat housed at the
International Development Research Centre (IDRC)
in Ottawa, Canada.

Weeks 8 and 26
postpartum

MAPS/MAPS+ was more efficacious than UC in the prevention of postpartum relapse ( p = .05). An interaction between treatment and the
number of cigarettes smoked per day before quitting approached significance ( p = .09), suggesting that the MAPS/MAPS+ treatment effect
was stronger among women who smoked more cigarettes per day.

This manuscript was supported by grants from the
National Cancer Institute (R01CA89350 to DWW;
R25TCA57730 to MSB and DEK) and the CDC
(K01DP001120 to LRR; K01DP000086 to JIV)

3 months

In an intention-to-treat analysis that included both current smokers and re- cent quitters, self-reported 7-day abstinence decreased from 31%
to 25% among intervention parents versus 38% to 23% among control subjects (effect size 9.4%; nonsignificant). Among current smokers at
baseline who were reached at follow-up ( n 36), self-reported 24- hour quit attempts were higher in the intervention group versus control group
(64% vs 18%; P .005), whereas the cotinine-confirmed 7-day abstinence rates at follow-up were 9% in the intervention group and 3% in the
control group (nonsignificant).

6 months posttreatment
At 6 months posttreatment, women with higher levels of baseline depressive symptoms treated with CBASP were abstinent significantly more
and 6 months postpartum often, F (1, 253) 5.61, p .02, and had less depression, F (1, 2620) 10.49, p .001, than those treated with HW; those with low baseline
depression fared better in HW. Differences in abstinence were not retained at 6 months postpartum

This article was supported by National Institute on
Drug Abuse Grant R01 DA14301 to Paul M.
Cinciripini and Janice A. Blalock

SR & MA

very high

n= 4721
(primary
analysis) and
n= 1487
(Secondary
analysis)

pregnant women aged 16 years
and over

self-help smoking cessation interventions for pregnant
smokers without significant cessation counselling

usual care vs. self-help

mean gestation between
20 weeks and 6 weeks
postpartum (there was
some variation in followup time-points and length
of time between baseline
and follow-up, which may
reduce the comparability
of the trials)

The primary meta- analysis pooled 12 trials comparing usual care (median quit rate 4.9%) with self-help (median quit rate 13.2%) and yielded
a pooled odds ratio (OR) of 1.83 [95% confidence interval (CI) 1.23–2.73], indicating that self-help interven- tions on average nearly double
the odds of quitting compared with standard care. However, a further meta-analysis failed to find evidence that intervention materials of
greater intensity increase quitting significantly over materials of lesser intensity (pooled OR = 1.25, 95% CI 0.81–1.94). There was insufficient
evidence to determine whether the tailoring of materials or levels of one-to-one contact were related to intervention efficacy.

This work was supported by Cancer Research UK
(CR-UK) grant number C1345/A5809.

RCT

low

n= 308

pregnant smokers enrolled in a
randomized controlled trial of
telephone counseling for smoking
cessation that did not include
medication.

Telephone counceling for smoking cessation: intervention
group received multiple telephone calls during pregnancy,
during which cognitive-behavioral smoking cessation
counseling was provided. Patients were asked whether any
obstetric provider discussed cessation medication and
whether they had used medication

control group received one
short counseling call

end-of-pregnancy and 3month postpartum

At end of pregnancy, 29.3% of respondents reported discussing a cessation medication with their obstetric providers, more often nicotine
replacement (26.5%) than bupropion (12.2%) ( P .001). Ten percent of trial respondents used a medication while pregnant (7.4% nicotine
replacement, 3.4% bupropion, P .023). Obste- tricians discussed medication with 29.4% of smokers at the postpartum visit; 14.3% of
postpartum smokers used medication. Contrary to guidelines, women who smoked more cigarettes per day or had already tried quitting
during pregnancy were not more likely to use medication or to discuss medication with their provider. Medication use was associated with
older age, more education, living with a partner, a previous birth, having an obstetric provider who discussed medication, and having private
health insurance in a state whose Medicaid program did not cover cessation medications (all P < .05).

Supported by the Robert Wood Johnson
Foundation’s SmokeFree Families Program. Dr.
Rigotti received clinical research grants from and
served as a consultant to Pfizer (New York, NY),
Sanofi-Aventis (Bridgewater, NJ), and Nabi Biopharmaceuticals (Boca Raton, FL) for the development of
smoking cessation medications. The other authors
have no potential conflicts to disclose

SR

medium

n< 800

woman in postpartum period

Randomized controlled trials that examined relapse
prevention, smoking cessation, or smoking reduction
interventions in the post- partum period were reviewed

women were given minimal
intervention:
a package at the hospital,
designed to reduce the risk
of secondhand smoke or
Usual care or mothers
received care by control
nurses who had received no
special training

3 or 6 or 12 months

Five papers were published based on three trials for which data were extracted and summarized. Our review of these trials showed no
statistically significant benefits of advice materials and coun seling interventions in hospital (Vancouver), pediatricians’ offices (Portland), or
child health ce nters (Stockholm) on relapse prevention, cessation rates, or smoking reduction in the postpartum peri od. Although the
interventions had little effect on the major smoking outcomes, some positive at titudinal and knowledge changes were reported.

the source of funding for this study was the Bureau of
Reproductive and Child Health, Health Canada,
Ottawa, Canada

n= 844

North Caliornia Health
professionals

A mailed survey assessed implementation of the “5 A’s” of
best practice ( Ask about smoking; Advise patients to quit;
Assess willingness to quit; Assist with a cessation plan; and
Arrange follow-up), practice charac- teristics, intervention
training, resources, barriers, and attitudes toward
reimbursement.

Of 1,138 eligible North Carolina health profes- sionals, 844 responded (74%); 549 were providing prena- tal care and returned completed
surveys. Most asked about smoking (98%) and advised cessation (100%). Across provider type, one third (31%) consistently imple- mented
all “5 A’s” of best practice. Most providers (90%) had at least one material resource (eg, pamphlets), which correlated with nearly 10 times
the adjusted odds of best practice (odds ratio [OR] 9.6, 95% confidence interval [CI] 1.3–72.9). Seventy percent had at least one counseling
resource. Having a counseling resource (OR 2.5, 95% CI 1.4–4.4) and a written protocol to identify staff responsibilities (OR 2.5, 95% CI
1.5–4.3) were equally associated with best practice. More than one half of providers endorsed reimbursement as influential on best practice.

Funding received from the American College of
Obstetricians and Gynecologists, the North Carolina
Association of Certified Nurse Midwives, and the
American Academy of Family Physicians. In-kind
support received from Smoke-Free Families National
Dissemination Office

medium

n= 181

pregnant smokers

adding nicotine replacement therapy (NRT) to cognitive–
behavioral therapy (CBT)

CBT-only versus CBT NRT
(choice of patch, gum, or
lozenge; 1:2 randomization)

7 weeks postrandomization, 38 weeks
gestation, and 3 months
postpartum

Women in the CBT NRT arm were almost three times more likely than women in the CBT-only arm to have biochemically validated cessation
at both pregnancy time points (after 7 weeks: 24% vs 8%, p 0.02; at 38 weeks gestation: 18% vs 7%, p 0.04), but not at 3 months
postpartum (20% vs 14%, p 0.55). Recruitment was suspended early by an Independent Data and Safety Monitoring Board when an interim
analysis found a higher rate of negative birth outcomes in the CBT NRT arm than in the CBT-only arm. In the final analysis, the difference
between the arms in rate of negative birth outcomes was 0.09 ( p 0.26), when adjusted for previous history of preterm birth

This work was supported by the National Cancer
Institute (grant R01CA089053 and operated under
IND #67,259). We want to thank GlaxoSmithKline for
donating the nicotine replacement ther- apy.

RCT

?

n= 302

low-income pregnant women

a motivational intervention for smoking cessation and relapse
prevention versus

usual care (UC).

The cost-effectiveness of MI for relapse prevention compared to UC was estimated to be $851/LY saved and $628/QALY saved. Including
1 month after the
savings in maternal medical costs in sensitivity analyses resulted in cost savings for MI for relapse prevention compared to UC. For smoking
intervention,
and 6 months postpartum cessation, MI cost more but did not provide additional benefit compared to UC. In one-way sensitivity analyses, the incremental costeffectiveness of MI versus UC would have been $117,100/LY saved and $86,300/QALY saved if 8% of smokers had quit. In two-way
sensitivity analyses, MI was still relatively cost-effective for relapse prevention ($17,300/QALY saved) even if it cost as much as
$2000/participant and was less effective. For smoking cessation, however, a higher level of effectiveness (9/110) and higher cost
($400/participant) resulted in higher incremental cost- effectiveness ratios ($112,000/QALY)

This work was supported by a grant from the National
Cancer Institute (grant 5R01CA07324x4). Dr. Ruger
is supported by a Career Development Award from
the National Institute on Drug Abuse (grant
1K01DA01635810

Ib

RCT

high

n= 442

pregnant smokers

telephone-delivered smoking counseling from two sources: a
network-model managed care health plan and communitybased practices (CBP). At the health plan, study recruitment
was built on an existing system that permitted pregnant
smokers to be identified centrally. At the CBPs, identification
and referral systems had to be developed at each practice
specifically for the study.

Participants in the control
group received a modified
best practice intervention
consisting of a 5-min advice
to quit call and a self-help
booklet.

28 weeks pregnancy and
3 months postpartum

This study was funded by a grant from the Robert
Wood Johnson Foundation's Smoke Free Families
Program (#040667), the American Cancer Society's
Mentored Research Scholar Award (MRSG-005-05CPPB), and by an NHLBI Midcareer Investigator
Award in Patient-Oriented Research (#K24-HL04440).

A randomized controlled trial of a
smoking cessation intervention for
pregnant adolescents.

Ib

RCT

high

n= 142

pregnant adolescent smokers (14- Teen Fresh Start (TFS) vs. Teen Fresh Start Plus Buddy
19 years)
(TFS-B) and

Usual Care (UC) control

A significant difference between the UC-group and the TFS-B group (p<.) was seen in smoking behaviors measured 8 weeks following
8 weeks
postrandomization, 1 year treatment iniciation. At 1 year following study entry, however, there were no differences in smoking behavior between the groups.
following study entry

This research was funded by the National Institute for
health, National Institute for Nursing Research (No
R01 Nr03233)

Dornelas, Ellen A, EA

Efficacy and cost-effectiveness of a
clinic-based counseling intervention
tested in an ethnically diverse
sample of pregnant smokers.

IIb

RCT

medium

n= 105

Low income, predominantly
Hispanic, pregnant patients in an
urban prenatal clinic. S

Usual care (standard
Usual care (standard cessation advice from the health care
cessation advice from the
provider) or an intervention conducted in the prenatal clinic
health care provider)
consisting of 1.5 h of counseling plus telephone follow-up
delivered by a masters prepared mental health counselor. The
intervention of one 90-min
psychotherapy session was provided at the clinic, followed by
bi-monthly prenatal telephone calls from the therapist during
pregnancy, and monthly telephone calls after delivery. The
goal of the intervention was to use techniques of brief
psychotherapy to assist women in recognizing the link
between psychological distress and inability to quit smoking
when pregnant

at end of pregnancy and
6 months post-partum

This study was funded in part by grants from the
Patrick and Catherine Weldon Donaghue Medical
Research Founda- tion and Hartford Hospital
Research Endowment Funds

Jordan, Timothy R, TR

Best practices for smoking
cessation in pregnancy: do
obstetrician/gynecologists use them
in practice?

IV

?

very low

n=125

statewide random sample of
obstetrician/gynecologists

use of the 5As method of smoking
cessation (ask, advise, assess, assist, and arrange) with
pregnant patients who smoke

18339103

Naughton, Felix, F

Ia
Self-help smoking cessation
interventions in pregnancy: a
systematic review and meta-analysis.

18238972

Rigotti, Nancy A, NA

Smoking Cessation Medication Use
Among Pregnant and Postpartum
Smokers

18021150

Levitt, Cheryl, C

IIb
Systematic review of the literature
on postpartum care: effectiveness of
interventions for smoking relapse
prevention, cessation, and reduction
in postpartum women.

17906007

Hartmann, Katherine E, KE Best practice smoking cessation
intervention and resource needs of
prenatal care providers.

17888856

Pollak, Kathryn I, KI

Nicotine replacement and behavioral IIb
therapy for smoking cessation in
pregnancy.

RCT

17854434

Ruger, Jennifer Prah, JP

Cost-effectiveness of motivational
interviewing for smoking cessation
and relapse prevention among lowincome pregnant women: a
randomized controlled trial.

?

17204318

Park, Elyse R, ER

Recruiting pregnant smokers into a
clinical trial: using a network-model
managed care organization versus
community-based practices.

17133147

Albrecht, Susan A, SA

16859864

16724888

IIIb

the health plan strategy generated referrals nearly twice as fast as the CBP strategy (30.4 vs. 17.0 per month), but because referrals were
not timely, a large proportion of women from the plan were too advanced in pregnancy to be eligible to enroll in the study. As a result, the two
strategies yielded a comparable enrollment rate. Participants from the health plan were older, better educated, less racially diverse, more lik
ely to be living with the baby's father, and less likely to have smokers in their environment. These differences were largely explained by the
socioeconomic diversity of women recruited from the CBPs. Smoking cessation outcomes did not differ by recruitment source

At follow-up, 28.3% and 9.4% of participants in the experimental intervention and 9.6% and 3.8% of patients in usual care were abstinent at
end of pregnancy ( p = .015) and 6 months post-partum, respectively ( p = .251). Cost of the intervention was $56 per patient and cost to
produce a non-smoker at end of pregnancy was $299

Regarding the 5As method of smoking cessation, almost all (98%) asked their preg- nant patients about smoking, but fewer respondents
engaged in advising (66%), assessing (42%), assisting (29%), and arranging for follow-up visits or referrals (6%). Higher efficacy expectations were associated with greater use of the 5As method ( r 0.52, p 0.001). A major- ity believed that two cessation activities would
result in smoking cessation in pregnant smok- ers: explaining the dangers of smoking (65%) and referring pregnant smokers to smoking
cessation programs (57%). However, 26% of physicians reported that they were “slightly confident” or “not confident at all” in their ability to
refer pregnant smokers to such programs, and 6% of physicians reported always providing smoking cessation referrals. A significant
proportion of respondents believed that prenatal smoking would not cause severe effects for the unborn child but would likely lead to
moderate (46%) or minor (3%) health effects

30 weeks of gestation
and 10 days post-partum

Midwives in the experimental group provided brief health
counseling, self-help materials on smoking cessation during
pregnancy and early postpartum, and a partner booklet.

Controls received routine
care.

6 weeks post-intervention Multi-level analysis revealed significant differences between both conditions at T1 and T2 using intention-to-treat analysis. Nineteen percent
of the experimental group reported 7-day abstinence compared to 7% of the control group at T1, and 21 and 12%, respectively, at T2. For
(T1) and 6 weeks
continuous abstinence these percentages were 12% in the experimental group and 3% in the control group. The partner intervention was not
postpartum (T2)
successful

Midwives provided standard health promotion including
information on smoking and pregnancy from a health
education book given to all pregnant women in Scotland
(www.hebs.com/ readysteadybaby). Women in the
intervention group were offered two to five additional home
visits of about 30 minutes’ duration from the same study
midwife

All women received standard 12 weeks after treatment
health promotion information. onset
Women in the intervention
group were offered
motivational interviewing at
home

17/351 (4.8%) women in the intervention group stopped smoking (according to self report and serum cotinine concentration < 13.7 ng/ml)
compared with 19/411(4.6%) in the control group. Fifteen (4.2%) women in the intervention group cut down (self report and cotinine
concentration less than half that at booking) compared with 26 (6.3%) in the control group. Fewer women in the intervention group reported
smoking more (18 (5.1%) v 44 (10.7%); relative risk 0.48, 95% confidence interval 0.28 to 0.81). Birth weight did not differ significantly (mean
3078 g v 3048 g)

Funding: Chief Scientist at the Scottish Executive,
the Scottish Cot Death Trust, and the BUPA
Foundation.

30 weeks gestation and
standard care, self -help
manual and enhanced stage- 10 days postpa rtum
based counselling, or selfhelp manual, enhanced stagebased counselli ng and use
of an interactive computer
progra

Few pregnant women's partners stopped smok ing (4.1% at 30 weeks of gestation and 5.8% at 10 days postpartum) and the probability of
quitting did not differ si gnificantly by trial arm. Women's scores on the Inventory of Socially S upportive Behaviors showed a slight decline
from booking to 30 weeks gestation, and a slight increa se to 10 days postpartum , but these changes did not differ significantly by trial arm

This trial was funded by the health authorities of the
West Midlands. The interventions described are copy
right of Pro-Change

free nicotine patches vs.
counselling only

: within 48 h of delivery;
at 6 weeks and 3 months

Three women in the patch group were abstinent at delivery compared with none in the control group. Notable features of the study were the
low interest in participation and the high withdrawal rate. Nicotine patches may not be highly useful for pregnant women.

This pilot study was supported by the Health
Promotion Branch of the (then) South Australian
Health Commission, now the Department of Health
(SA). The WCH Perinatal Pathology Fund funded
cotinine tests, performed using a competitive microplate immuno-assay (COTININE MICRO-PLATE EIA)

supportive counselling
Nicotine-replacement therapy (NRT) in
offered to control women
the form of patches to test its acceptability for pregnant
women. All participants were given pregnancy-specific
cessation counselling, and the 20 women in the treatment arm
were offered nicotine patches (15mg/16hr), with the option of
weaning to lower strength patches if desired

within 48hrs after birth,
and at 6 weeks and 3
months post-partum

as has been found in the general population, ‘quit’ rates with NRTuse were low. Only three of the participants in this study, who became
abstinent with patch use during pregnancy, were still abstinent at birth. The circumstances of two of these women, and a third woman who
used patches to ‘control’ her smoking despite researcher advice, are detailed here. Only one of the two women ‘abstinent at delivery’ was still
abstinent 3 months after birth, the last contact point of the y

This pilot study was supported by the Health
Promotion Branch of the (then) South Australian
Health Commission, now the Department of Health
(SA).

standard care
139 experimental (E) and 126 control (C). The C group
received standard care, which at the time consisted of
smoking cessation advice from staff and various self-help
materials. The E group received the intervention and materials
( Guide , video, clinic reinforcement, and counseling). All
participants received modest ma - ternity-related incentives
(i.e., diapers and baby wipes)

end-of-pregnancy followup

Qualitative investigation of patient and provider responses in the pilot phase pro - duced valuable information that helped shape and guide the
intervention tested in the subsequent trial. Information from focus groups, individual interviews, and field notes was triangulated within and
among multiple sites. Review of where data converged, diverged, or indicated a need for elaboration provided insight useful for refining
materials and methods, enhancing receptiveness of study participants to the intervention, and encouraging provider enthusiasm for their role.

This study was supported by funding from the
Division of Epidemiology and Clinical Applications,
National Heart, Lung, and Blood Institute, National
Insti - tutes of Health, Grant HL R01 56010 02.

18 months postpartum

When combined together, there was a slight and not significant ben- efit for both TTM arms compared to the control, with an odds ratio (OR)
95% confidence interval (CI) of 1.20 (0.29–4.88) for continuous abstinence. For point prevalence abstinence, the OR (95%CI) was 1.15
(0.66–2.03). Seven of the 54 (13%) women who had quit at the end of pregnancy were still quit 18 months later, and there was no evidence
that the TTM-based interventions w ere superior in preventing relapse

The follow-up of women at 18 months postpartum
was undertaken by the University of Birmingham staff
named, who received funding from the Department of
Health. The views expressed in the publication are
those of the authors and not necessarily those of the
Depart- ment of Health. The trial and in-pregnancy
follow-up was funded by the health authorities of the
West Midlands. The interventions were produced by
and the copyright is o wned by Pro-Change.

Nicotine concentrations decreased from baseline smoking concentrations in all groups ( p ¼ 0.002). Percent change in cotinine concentration
differed across groups (reduction ¼ 77% with placebo, 70% with nasal spray, and 48% with patch; p ¼ 0.029). Maternal heart rate decreased
in the placebo and nasal spray groups compared with the patch group ( p ¼ 0.021). The baseline fetal heart rate decreased in the placebo
group throughout the second monitoring session, but increased slightly in the patch and nasal spray groups. The treatment by time
interaction was marginally significant ( p ¼ 0.052). Daily, cigarette craving decreased more in the patch versus the other groups ( p ¼ 0.025

Supported by NIH grants R01 DA15167, K24
AA13736, and M01 RR06192 (University of
Connecticut General Clinical Research Center).
Pharmacia and Upjohn Consumer Healthcare
(Helsingborg, Sweden) donated nicotine and placebo
patches and nasal spray. Dr. Oncken has received
consulting fees and honoraria from Pfizer (New York,
NY). She has received at no cost nicotine and/or
placebo products from Glaxo-SmithKline (Philadelphia, PA) for smoking cessation studies. She has
received grant funding from Pfizer and from Nabi
Biopharmaceuticals (Boca Raton, FL). Dr. Kranzler
has received research support from Ortho-McNeil
Pharmaceuticals and Bristol-Myers Squibb Co. He
has received consulting fees from Ortho-McNeil
Pharmaceuticals, H. Lundbeck A/S, Forest Pharmaceuticals, elbion NV, Sanofi-Aventis, Solvay Pharmaceuticals,andAlkermes,Inc.Hehasreceivedhonoraria
from Forest Pharmaceuticals and Alkermes, In

Aveyard, Paul, P

A randomized controlled trial of
smoking cessation for pregnant
women to test the effect of a
transtheoretical model-based
intervention on movement in stage
and interaction with baseline stage.

IIIb

RCT

low

n= 918

Pregnant women currently
smoking at 12 weeks gestation

16406475

de Vries, Hein, H

The effects of smoking cessation
counseling by midwives on Dutch
pregnant women and their partners.
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RCT

high

n= 318

pregnant women who smoke

16096304

Tappin, D M, DM

Randomised controlled trial of home
based motivational interviewing by
midwives to help pregnant smokers
quit or cut down.

Ib

RCT

high

n= 762

pregnant women who were
regular smokers at antenatal
booking

16053527

Aveyard, Paul, P

The influence of in-pregnancy
smoking cessation programmes on
partner quitting and women\'s social
support mobilization: a randomized
controlled trial [ISRCTN89131885].

IIb

RCT

medium

n= 918

women smoking at booking for
antenatal care

15985339

Hotham, Elizabeth D, ED

A randomised-controlled pilot study IV
using nicotine patches with pregnant
women.

RCT

very low

n= 40

pregnant women who smoke

Women in the treatment arm were offered nicotine patches
(15 mg/16 h) with use instructions, for a maximum of 12
weeks, with optional d weaning T to lower strengths.

15967546

Hotham, Elizabeth D, ED

Case studies of three pregnant
smokers and their use of nicotine
replacement therapy.

IV

RCT

very low

n= 40

‘high-risk’ pregnant smokers who
expressed interest in stopping
smoking

15855073

Crawford, Myra A, MA

Using formative evaluation to
improve a smoking cessation
intervention for pregnant women.

IV

RCT

very low

n= 265

Medicaid-insured maternity
smokers

15598198

Lawrence, Terry, T

IIb
Does stage-based smoking
cessation advice in pregnancy result
in long-term quitters? 18-month
postpartum follow-up of a
randomized controlled trial.

RCT

medium

n= 918 (393 at pregnant smokers
follow-up)

One hundred general practices were
randomized into the three trial arms. Midwives in these
practices delivered three interventions: A (standard care), B
(TTM-based self-help manuals) and C (TTM-based self-help
man uals plus sessions with an interactive computer program
giving individualized smoking cessation advice)

Arm A: Controls (standard
care)

22289397

Fitzgerald, Elizabeth
Moran, EM

Evidence-based tobacco cessation
strategies with pregnant Latina
women.

19526424

Oncken, Cheryl, C

IIc
Effects of nicotine patch or nasal
spray on nicotine and cotinine
concentrations in pregnant smokers.

RCT

medium

n= 21

nicotine patch or nasal spray

placebo

Women in the TTM-based arms were statistically significantly more likely to move forward in stage than were women in the control arm.
Contrary to the TTM- derived hypothesis, the greater relative benefit of the TTM-based intervention was seen for women in preparation stage
at baseline, rather than women in precontemplation and contemplation.

The trial was funded by the health authorities of the
West Midlands. The interventions described were
developed by and the copyright is owned by ProChange. H

One arm constituted
standard midwifery advice
and a self-help leaflet on
stopping smoking, which is
generally appropriate for
women in preparation. Two
arms were Transtheoretical
model (TTM) -based

16643698

This study was financed by means of a grant from the
Dutch Cancer Society, the Dutch Heart Foundation
and the Prevention Fund

IIIa

pregnant smokers

17004407

Lee, Michelle, M

Best practice in smoking cessation
services for pregnant women:
results of a survey of three services
reporting the highest national
returns, and three beacon services.

IIc

RCT

medium

pregnant female smokers

All three highest ranking services
that reported close to 100 per cent success rates included unaided quitters identified from hospital wards, rather then smokers actually
treated. They had only minimal or average genuine treatment provision for pregnant smokers in place. The three beacon services far
exceeded the national throughput and outcome average identified in the previous survey, and provided a wealth of useful information.
Although they differed in staffing levels and other aspects of their activities, they all shared several key elements, including a systematic
training of midwives in how to refer pregnant smokers, offering nicotine replacement treatment to almost all clients and having an efficient
system of providing the prescriptions, offering flexible home visits, and providing intensive multi-session treatment delivered by a small
number of dedicated staff.

Three services with the highest number of successful fourweek quitters reported for the 2003/4 monitoring year were
identified from Department of Health (DH) monitoring records,
and three services were nominated from those known in the
field as examples of best practice. There was no overlap
between the two groups. All six services provided in-depth
interviews.

grant from the Health Development Agency.

Evidenztabelle für die Empfehlung Ältere

22209349

Zbikowski, Susan M, SM

A review of smoking cessation
interventions for smokers aged 50
and older.

Ia

SR

Study
quality
very high

n= 24288

smokers 50 years and older

cessation interventions with smokers aged 50 or older

7 weeks -18 months

Nearly all the cessation treatments combined counseling with other strategies. Eight studies provided smoking cessation medications. None
of the studies used newer forms of technology such as web- or text-based interventions. Nine of the 13 studies reported a significant
intervention effect at one or more time points, with three studies reporting sustained treatment effects at 12 mos or longer. In general, more
intensive interventions and those with combined approaches including medications and follow-up counseling achieved the best outcomes.

This systematic review was not supported by any
funding source

18324565

Hall, Sharon M, SM

Older versus younger treatmentseeking smokers: differences in
smoking behavior, drug and alcohol
use, and psychosocial and physical
functioning.

IIIb

RCT

low

n= 810

smokers age 50 years and older
(50 + ) and those younger than
age 50 (<50)

In Study 1, the protocol consisted of a 12-week course of
behavioral group and pharmacological intervention (nicotine
gum and sustained release bupropion). Participants were
randomly assigned to one of four treatment conditions for the
remaining 40 weeks of follow-up treatment. In Study 2 the
protocol consisted of a 12-week behavioral group treatment
and pharmacological intervention (nicotine patch and
sustained release bupropion). Participants were randomly
assigned to one of five treatment conditions for the remaining
40 weeks of follow-up treatmen

40 weeks

As predicted, smokers age 50 + were more tobacco dependent, had better psychological functioning, and poorer physical functioning than
those <50. Contrary to predictions, there were no differences in motivation to quit cigarette smoking or in alcohol use. Women age 50 + were
less likely to report marijuana use than women <50, and less likely to receive a positive diagnosis for alcohol abuse then men. Despite higher
scores on measures of tobacco dependence, older smokers were less likely to be diagnosed as tobacco dependent or having tobacco
withdrawal using DSM-IV criteria. Rates of DSM-IV alcohol abuse and dependence were high in both age groups but were higher for smokers
<50. There were no striking differences between studies in reasons for exclusion, but in both, the proportion of individuals excluded due to
current antidepressant use was

This research was supported by grants from the
National Institute on Drug Abuse K05 DA016752,
K23 DA018691, R01 DA02538, R01 DA015732, and
P50 DA09253

15673353

Ackermann, Ronald T, RT Prompting primary providers to
increase community exercise
referrals for older adults: a
randomized trial.

IIb

RCT

medium

n= 336

patients aged 50 and older; n=31
physicians and nurse
practitioners were randomized to
a physical activity counseling
intervention or control condition
(counseling about tobacco
cessation). n=336 patients aged
50 and
older and visiting a study provider
were enrolled

Intervention providers were trained to offer referrals to
community exercise programs for patients who reported
before their clinic visit that they were ‘‘con- templative’’ about
regular exercise

4 months

At baseline, 172 intervention patients and 164 controls were similar with respect to sex, age, comorbidity score, and exercise motivation level.
Forty-five percent of all intervention patients and 35% of controls reported receiving exercise advice ( P 5 .07). Intervention patients who were
contemplative about exercise were even more likely to receive exercise advice than contemplative controls (59% vs 38%; P 5 .02). After 4
months, 35% of all inter- vention patients reported regular exercise, compared with 28% of controls ( P 5 .06)

We would like to thank the RobertWood Johnson
Foundation and the Department of Veterans Affairs
for their generous support of this project

17050788

Burstein, Aaron H, AH

Pharmacokinetics, safety, and
tolerability after single and multiple
oral doses of varenicline in elderly
smokers.

IV

RCT

very low

n= 24

elderly smokers; aged 65 to 75
years

placebo
Twenty-four elderly smokers with normal renal function for
their age (estimated creatinine clearance ≥ 70 mL/min)
received varenicline 1 mg once daily (n = 8) or placebo (n = 4)
for 7 days, or 1 mg twice daily (n = 8) or placebo (n = 4) for 6
days with a single dose on day 7 in a double-blind, parallel
group and placebo-controlled design

There was no evidence of concentration- or time-dependent changes in varenicline pharmacokinetics upon repeat dosing. Once- and twicedaily dosing was associated with an approximate 2-fold and 3-fold increase, respectively, in systemic exposure to varenicline. Varenicline was
well tolerated; all adverse events reported were mild to moderate in intensity. Thus, no dose adjustment is necessary based on age alone.

Financial disclosure: This study was funded by Pfizer
Inc. Aaron H. Burstein, Terence Fullerton, David J.
Clark, and Hélène M. Faessel are employees of
Pfizer Global Research and Developement

16827625

Barth, Jürgen, J

Efficacy of psychosocial
interventions for smoking cessation
in patients with coronary heart
disease: a systematic review and
meta-analysis.

Ia

SR

very high

n= 2548

older male patients with CHD,
predominantly myocardial
infarction

Interventions consist of behavioral therapeutic approaches,
telephone support, and self-help material.

. Overall results found a positive effect of interventions on abstinence after 6 to 12 months (OR = 1.66, 95% CI = 1.24–2.21), but substantial
heterogeneity between trials. Clustering the trials by type of in - tervention reduced heterogeneity, although many trials used more than one
type of intervention. Trials involving behavioral therapies or telephone contact were little different from self-help techniques (OR = 1.65, 95%
CI = 1.28–2.13 for behavioral therapies; OR = 1.58, 95% CI = 1.26–1.98 for telephone support; OR = 1.47, 95% CI = 1.10–1.97 for self-help).
Treatment intensity was associated with study outcome. More intense interventions showed increased quit rates (OR = 1.95, 95% CI =
1.61–2.35) whereas interventions of low intensity did not appear effective (OR = 0.92, 95% CI = 0.70–1.22). Studies with validated
assessment of smoking status at follow-up had lower efficacy than nonvalidated trial

This work is funded by the Department of
Rehabilitation Psychology (University Freiburg, Head
Professor Jürgen Bengel). Julia Critchley is funded by
the Department for International Development, UK.
We thank all members of the Cochrane Heart Group
for their support in lit - erature search.
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14454

The effect of a minimal intervention
IIb
strategy in addition to nicotine replacement
therapy to support smoking cessation in
cardiovascular outpatients: a randomized
clinical trial.

RCT

medium

randomized: n = outpatients with atherosclerotic disease NRT + C-Mis or NRT alone C-MIS = minimal intervention strategy
385 experimental
group: n=193
control group:
n=191

Ranney, Leah, L

Systematic review: smoking cessation
Ia
intervention strategies for adults and adults
in special populations.

Metaanalysis of
RCT from 102
reviews and 28
studies

very high

> 10000 all
included RCT had
a minimum of 30
patients all
experimental and
observational
trials included had
a minimumof 100
patients

22323747

Zesiewicz, T A, TA

A randomized trial of varenicline (Chantix) Ib
for the treatment of spinocerebellar ataxia
type 3.

double-blind RCT

high

20, data from 18 patients with spinocerebellar ataxia 3
patients analyzed

varenicline (4 weeks for titration and 4 weeks at a dose of 1 mg twice
daily) or placebo

varenicline vs. placebo
measurements: SARA-Score, 9-hole
peg test, 25-foot walk, SF-36 score,
Beck´s Anxiety inventory, Beck´s
depression inventory

83 days, including wash-out
period

National Ataxia Foundation, United States and the
At study endpoint, the mean varenicline dose was 1.67 0.50 mg/day (because 2 patients decreased their dose as a consequence of AEs). Significant improvements in the SARA subsection scores for gait ( p 0.04), stance ( p 0.03), rapid alternating movements ( p 0.003), and timed 25-foot walk ( p 0.05) and in the Bobby Allison Ataxia Research Center (BAARC),
BDI score ( p 0.03) were noted at study endpoint relative to baseline for pa- tients taking varenicline compared with those taking placebo (table 2). There was a trendUnited States
toward improve- ment in the SARA total score in the varenicline group ( p 0.06). There were no significant differ- ences from baseline to endpoint between groups for
CGI, PGI, BAI, or SF-36 scores. Overall, the total number of AEs reported was similar in the varenicline and placebo groups (table 3). Nausea (n 6), vivid dreaming (n
2), and leg tingling (n 2) were the most commonly encoun- tered side effects in the varenicline group and were considered mild.In this double-blind, placebo- controlled
study, patients with SCA3 who were treated with varenicline had significant improvements in scores on several subsections of the SARA rating scale (gait, rapid
alternating movements, and stance) and the timed 25-foot walk compared with patients who received pla- cebo, with a trend toward improvement in the total SARA

22269590

Rodondi, Nicolas, N

Impact of carotid plaque screening on
smoking cessation and other
cardiovascular risk factors: a randomized
controlled trial.

Ib

RCT

high

536 smokers

smokers with preexisting CVRF

carotid plaque screening, individual counseling and NRT

Ultrasound group (received carotid
plaque screening, counseling and
NRT) versus Control group (received
counseling and NRT)

12 months

At baseline, participants (mean age, 51.1 years; 45.0% women) smoked an average of 20 cigarettes per day with a median duration of 32 years. The US group had re- search grant 3200B0-116097 from the Swiss
patients with manifest cardiovascular
a high prevalence of carotid plaques (57.9%). At 12 months, smoking cessation rates were high, but did not differ between the US and control groups (24.9% vs
National Sci- ence Foundation, by the Swiss Heart
diseases were excluded
22.1%; P = .45). In the US group, cessation rates did not differ according to the presence or absence of plaques. Control of cardiovascular risk factors (ie, blood
Foundation, by the Lausanne University Hospital
pressure and low-density lipoprotein cholesterol and hemoglobin A(1c) levels in diabetic patients) and mean absolute risk change in Framingham risk score did not Strategic Plan, and by grant FPT 08.002282 from the
differ between the groups. The mean absolute risk change in Framingham risk score was +0.6 in the US group vs +0.3 in the control group (P = .56).In smokers, Swiss Tobacco Prevention Funds, Federal Office of
carotid plaque screening performed in addition to thorough smoking cessation counseling is not associated with increased rates of smoking cessation or control of Public Health.
cardiovascular risk factors.

22123795

Joseph, Anne M, AM

Chronic disease management for tobacco Ib
dependence: a randomized, controlled trial.

RCT

high

443

smokers (at least 5 cigarettes per day) 443 smokers each received 5 telephone counseling calls and nicotine UC versus LC
and interested to make a quit attempt replacement therapy by mail for 4 weeks. They were then randomized to
within the next 14 days
UC (2 additional calls) or LC (continued counseling and nicotine
replacement therapy for an additional 48 weeks). telephone-based
chronic disease management (1 year; longitudinal care [LC]) evidencebased treatment (8 weeks; usual care [UC])

18 months

The primary outcome was 6 months of prolonged abstinence measured at 18 months of follow-up. At 18 months, 30.2% of LC participants reported 6 months of
grant P50 DA013333 (National Cancer
side effects not described
abstinence from smoking, compared with 23.5% in UC (unadjusted, P = .13). Multivariate analysis showed that LC (adjusted odds ratio, 1.74; 95% CI, 1.08-2.80), quit
Institute/National Insti- tute on Drug Abuse) from the
attempts in past year (1.75; 1.06-2.89), baseline cigarettes per day (0.95; 0.92-0.99), and smoking in the 14- to 21-day interval post-quit (0.23; 0.14-0.38) predicted Transdisciplinary To- bacco Use Research Center on
prolonged abstinence at 18 months. The LC participants who did not quit reduced smoking more than UC participants (significant only at 12 months). The LC
Tobacco Exposure Re- duction.
participants received more counseling calls than UC participants (mean, 16.5 vs 5.8 calls; P < .001), longer total duration of counseling (283 vs 117 minutes; P <
.001), and more nicotine replacement therapy (4.7 vs 2.4 boxes of patches; P < .001).A chronic disease management approach increases both short- and long-term
abstinence from smoking.

22118418

Chan, Sophia S C, SS

A randomized controlled trial of stagematched intervention for smoking
cessation in cardiac out-patients.

RCT

high

1860

Chinese smokers with cardiac diseases counseling (matched with readiness to quit) at baseline, after 1 week,
after 1 month

Ib

hospitalised current smokers or
behavioural, pharmacological or multicomponent interventions to help
recently quitters (quit > 1 month before patiients stop smoking
hospital admission)

Length of follow-Up

metaanalysis of 33 very high
RCT

NRT + C-mis versus NRT alone

up to 12 months

Intensive counselling interventions that began during the hospital stay and continued with supportive contacts for at least one month after discharge increased
Department of Primary Health Care, Oxford
smoking cessation rates after discharge (Odds Ratio (OR) 1.65, 95% confidence interval (CI) 1.44 to 1.90; 17 trials). No statistically significant benefit was found for University, UK. NHS Research and Development
less intensive counselling interventions. The one study that tested a single brief (<=15 minutes) in-hospital intervention did not find it to be effective (OR 1.16, 95% CI
Programme, UK. NIH / NHLBI Mid-career Investigator
0.80 to 1.67). Counselling of longer duration during the hospital stay was not associated with a higher quit rate (OR 1.08,95% CI 0.89 to 1.29, eight trials). Even
Award in Patient Oriented Research (#K24-044440),
counselling that began in the hospital but had less than one month of supportive contact after discharge did not show significant benefit (OR 1.09, 95% CI 0.91 to USA metaa
1.31, six trials). Adding nicotine replacement therapy (NRT) did not produce a statistically significant increase in cessation overwhat was achievedby intensive
counselling alone (OR 1.47, 95% CI 0.92 to 2.35, five studies). The one study thattestedthe effectof adding bupropion to intensive counselling hada similar nonsig
nificant effect (OR 1.56, 95% CI 0.79 to 3.06). A similar pattern of results was observed in smokers admitted to hospital because of cardiovascular disease (CVD). I

Cochrane report, the results support
the use of smoking cessation
counselling interventions that begin
during the hospitalisation period and
include at leastone month of follow-up
supportive contact after discharge.
There is no evidence that less intensive
counselling interventions, particularly
those that do not continue after hospital
discharge, are effective in promoting
smoking cessation. The efficacy of the
counselling intervention does not clearly
vary by a smoker’s a dmitting diagnosis,
and it is appropriate to offer the
intervention o hospitalised smokers
regardless of their admitting diagnosis.
Although adding nicotine replacement
therapy (NRT) or bupropion to the
intensive counselling intervention did
not produce a statistically significant
increase in cessation rates, there was
a trend toward statistical significance in
the NRT group, and the results are
compatible with data which show the
effectiveness of NRT and bupropion in
other settings. The totality of evidence
clearly shows that pharmacotherapy
should be part of the in-hospital interven

12 months

Including patients with incomplete follow-up as smokers, abstinence was reported by 19% of the NRT + C-MIS group and 14% of the NRT group [absolute risk
reduction (ARR) = 0.05; 95% confidence interval (CI) = -0.02; 0.12]. According to biochemical markers, abstinence rates were 28 and 24%, respectively (ARR =
0.04, 95% CI = -0.06; 0.14). Hence, no significant differences between groups were found. The number of cigarettes smoked a day decreased significantly at 12
months: from 21 to 15 a day in the experimental group, and from 21 to 14 in the control group (P<0.001), but did not differ between groups (P=0.32). The
effectiveness of a minimal contact intervention was investigated in order to reach as many cardiovascular patients as possible in the setting of outpatient
departments. This intervention was not found to be effective.

Novartis Consumer Health BV, Breda, The
Netherlands

No interaction effects of treatment and
patients’ characteristics on abstinence
were found When taking self-reported
smoking status as a reference, 3%
(9/269) were false positive, whereas
10% (26/269) were false negative. One
of these misclassified (false- negative)
patients reported using NRT at 12
months’ follow-up. To gain insight into
the unexpectedly high percentage of
misclassified patients, we decided to
analyse saliva (when available) from
discrepant cases. Of the 35
misclassified patients, 25 saliva
samples were available. Abstinence
obtained from the saliva test [22]
corresponded in 12% of the cases
(3/25) with the urine test, and with selfreported abstinence in 88% of the
cases (19/25). Only three false positive
cases remained. In case of
reclassification of the 25 misclassified
patients on the basis of their saliva, 7%
(20/269) misclassifications remained
(Table 3). Keine Kontrollgruppe ohne
NRT

Although self-help strategies alone marginally affect quit rates, individual and combined pharmacotherapies and coun- seling either alone or in combination can
significantly increase ces- sation. Using effective smoking treatments is strongly encouraged for all populations, especially those with high and heavy rates of
smoking, such as psychiatric and substance abuse populations.

Agency for Healthcare Research and Quality to the
main focus different intervention
RTI International-University of North Carolina Evstrategys, no analysis of outcome
idence-based Practice Center (contract 290-02-0016) depending on coexisting medical
disorders.

mostly hospitalized patients with
self-help, counseling, pharmaceutical agents, combination of counseling single intervention vs. combined
6 months and up
smokin-related disorders,
and pharmaceutical therapy
intervention Findings from systematic
cardivascular disease, peripheral
reviews were summa- rized and
vascular disease, diabetes, maycardial
compared with findings from original
infarction, unstable angina, care after
research published beyond date
coronary bypass surgery, coexisting
ranges included in the reviews.
psychiatric disorders, substance abuse

intervention group versus contro group 12 months
(brief counseling on healthy diet at
baseline)

small number of patients

By intention-to-treat analysis, the intervention and control groups showed no significant difference in self-reported 7-day PP (point prevalence) abstinence
Competitive Earmarked Research Grant
stage of readiness to quit smoking was
(intervention: 26.5% versus control: 25.5%; P = 0.60) and 30-day PP (intervention: 25.4% versus control: 24.2%; P = 0.55), biochemically validated abstinence
HKU7224/01M, the Research Grants Council (RGC), assessed according to an algorithm
(intervention: 6.6% versus control: 4.9%; P = 0.14) and overall quit attempts of least 24 hours (intervention: 40.3% versus control: 34.3%; P = 0.007) at the 12-monthHong Kong.
adapted from DiClemente et al . (1991)
follow-up, adjusted for the baseline stage of readiness to quit smoking.
based on the quit attempt in the past
year and intention to quit in the near
future

21835552

Steinberg, Michael B, MB

Tobacco dependence treatment for
hospitalized smokers: a randomized,
controlled, pilot trial using varenicline.

IIc

double-blind RCT

moderate

79

hospitalized smokers Subjects were
admitted for various diagnoses:
cardiovascular 57%; orthopedic 14%;
pulmonary 13%; and other 16%. Their
medical history included heart disease
(22%); hypertension (46%); chronic
obstruc- tive pulmonary disease
(COPD) (25%); asthma (20%);
diabetes (22%); any cancer (8%);
depression (39%); and hyperlipidemia
(14%)

21534846

Schnoll, Robert A, RA

Predictors of smoking cessation among
cancer patients enrolled in a smoking
cessation program.

IIb

RCT

medium

246

cancer patients se to one third of the
behavioral counseling and transdermal nicotine patch plus bupropion or bupropion versus placebo in addition
sample had tobacco-related cancers
behavioral counseling and trans- dermal nicotine patch plus placebo.
to counseling and NRT
(head and neck or lung) vs. nontobacco-related can- cers (breast,
prostate, lymphoma, colorectal, kidney,
pancreas, liver, genitourinary, or
esophageal).

21403011

Planer, David, D

Bupropion for smoking cessation in
patients with acute coronary syndrome.

Ib

double-blind RCT

high

151

hospitalized patients with acute
coronary syndrome

21144971

Hennrikus, Deborah, D

Effectiveness of a smoking cessation
program for peripheral artery disease
patients: a randomized controlled trial.

Ib

RCT

high

124

20855414

Thomsen, Thordis, T

Brief smoking cessation intervention in
relation to breast cancer surgery: a
randomized controlled trial.

Ib

RCT

high

20621564

Bredie, Sebastian J H, SJ

Effectiveness of Nurse Based Motivational Ib
Interviewing for smoking cessation in high
risk cardiovascular outpatients: a
randomized trial.

RCT

high

20331572

Borrelli, Belinda, B

Risk perception and smoking behavior in IIb
medically ill smokers: a prospective study.

20223623

Black, James H, JH

Evidence base and strategies for
successful smoking cessation.

20204491

Hayes, Rashelle B, RB

The influence of quality of life and
depressed mood on smoking cessation
among medically ill smokers.

varenicline or placebo following randomization, and continued daily for a varenicline versus placebo; effects of
total of 12 weeks as per the usual titration recommendations (0.5 mg
behavirol therapy after discharge on
daily for 3 days, then 0.5 mg twice daily for 4 days, then 1 mg twice
nicotine abstinence
daily). Following discharge, subjects were given a 4-week supply of study
medications (varenicline or placebo) until they were seen for their 4week follow- up session at which point they were given the second 4week supply, and subsequently, their 3rd 4-week supply, behavioral
therapy after discharge individually planned - participants decided on
whether to make use of it or not

24 weeks after hospital
discharge

Overall abstinence at 24 weeks was 27% with no difference between varenicline and placebo treatment groups (23% vs. 31%). There were no significant differencesgrant from the Robert Wood Johnson Foundation — small number of participants
in motivation to stop smoking or withdrawal symptoms. Over 40% of all subjects utilized post-discharge behavioral treatment with significantly higher abstinence rates
Physician Faculty Scholars Program. Study
compared with those who did not (53.1% vs. 8.5%, p<0.01). Overall adverse events were similar in both treatment groups with the only significant difference being medications and placebo as well as funding to support
more nausea in the varenicline group (25% vs. 5%; p<0.01). Twenty-three subjects were re-hospitalized with no significant differences between treatment groups (13
other research staff salary were provided by a grant
varenicline vs. 10 placebo).
from P fi zer.

6 months

multivariate analysis indicated that, for end-of-treatment (12 weeks) abstinence, patients were significantly more likely to have quit smoking if they were older (OR = grant R01 CA95678 from the National Cancer
1.06, 95% CI: 1.03-1.10, p < 0.05) and were diagnosed with a non-tobacco related cancer (OR = 2.54, 95% CI: 1.24-5.20, p < 0.05). Likewise, for six-month
Institute. Transdermal nicotine patches were provided
abstinence, patients were significantly more likely to have quit smoking if they were older (OR = 1.04, 95% CI: 1.01-1.08, p < 0.05) and were significantly less likely to
free-of-charge by Glaxo- SmithKline.
have quit smoking if they were female (OR = 0.47, 95% CI: 0.22-0.97, p < 0.05). Patients with tobacco-related cancers and female patients reported significantly
higher levels of depression symptoms (p < 0.05), which proved predictive of smoking relapse.

The primary results of this trial indicated
that bupropion was not effective for
promoting abstinence but that
depression symptoms were a strong
predictor of cessation outcomes
[Schnoll RA, Martinez E, Tatum KL,
Weber DM, Kuzla N, [29] Glass M, et
al. A bupropion smoking cessation
clinical trial for cancer patients. Cancer
Causes Control 2010;21:811 – 20. ].
For the present study, we examined
demographic (e.g. age, gender),
disease-related (e.g. cancer stage,
cancer site), smoking-related (e.g.
nicotine dependence), and
psychological (i.e. smoking to alleviate
psychological distress) characteristics
assessed at trial entry as predictors of
smoking cessation at the end-oftreatment and at a six-month follow-up
assessment

8 weeks of treatment with bupropion slow-release plus nurse counseling bupropion versus placebo comparison 1 year efficacy outcome:
of safety and efficacy
smoking bstinence after 1
year primary safety outcome:
clinical events after 1 year

Abstinence rates at 3 months were 45% and 44% in the bupropion SR and placebo groups, respectively (P = .99); 37% vs 42% (P = .61) at 6 months; and 31% vs a non- restricted educational grant from
33% (P = .86) at 1 year. On multivariate analysis, an invasive procedure performed during index hospitalization was an independent predictor for smoking abstinence
GlaxoSmithKline
at 1 year (odds ratio [OR], 4.2; 95% confidence interval [CI], 1.22-14.19). Presence of adverse effects attributed to treatment was a negative predictor for smoking
cessation (OR, 0.23; 95% CI, 0.07-0.78). Treatment with bupropion SR was not associated with an increase in clinical events or change in blood pressure or body
mass index, but dizziness was more common compared with placebo (14% vs 1.4%; P = .005). In hospitalized patients with ACS who received continuous, intensive
nurse counseling about smoking cessation, bupropion did not increase the rates of smoking abstinence.

Bupropion was found to be safe when
compared with pla- cebo as an aid for
smoking cessation in the acute care of
patients hospitalized for ACS. But did
not lead to a higher rate of abstinence.

outpatients with PAD

intensive tailored PAD-specific counseling intervention, minimal
intervention

6 months

Participants were receptive to counselor contact: the median number of sessions was 8.5 (range 0 to 18). Participants randomly assigned to the intensive
funds from ClearWay Minnesota, Bloomington,
intervention group were significantly more likely to be confirmed abstinent at 6-month follow-up: 21.3% versus 6.8% in the minimal intervention group (chi-square = Minnesota (Grant No. RC-2005-0039). Dr. Duval has
5.21, p = 0.023).
received a research grant from Abbott Vascular.

130

women with breast cancer before
surgery

brief smoking intervention as one-session counseling of 45 –90 min
brief smoking intervention versus
duration with trained smoking cessation counselors 2 days before to 10 stndard care
days after surgery

12 months

The overall postoperative complication rate (including seroma requiring aspiration) was 61% in both groups risk ratio (RR) 1.00 (95% CI 0.75-1.33). The wound
The Lundbeck Foundation, Doctor Fritz Karner and
complication rate was 44% versus 45%. The effect on perioperative smoking cessation was modest, 28% intervention versus 11% control group patients, RR 2.49 wife Edith Karner’s Foundation, Aase og Einar
(95% CI 1.10-5.60). There was no effect on smoking cessation at 12 months, 13% versus 9%.
Danielsen’s Foundation, The Research Council at
Herlev University Hospital, Civil Engi - neer Bent Bøgh
and Wife Inge Bøgh’s Foundation, and The Tryg
Foundation. McNeil Denmark ApS donated Nicotine
Re - placement Therapy

112

outpatients with cardiovascular disease nurse based motivational interviewing (NBMI)

usual care versus usual care and
NBMI

3 months

After 3 months of follow-up, the abstinence rate in the control group was 7%, and another 15% diminished the number of cigarettes, whereas 26% of intervention grant of the Dutch prevention program ZonMw and an
educational grant of the Radboud University
patients quit smoking (p<0.017) and another 31% diminished smoking. On average, each completed motivational interviewing session took 63.5 min. Per quitter, time
investment was 3.8 h and NNT appeared 5.9.

prospective,
moderate
longitudinale study

237

adult smokers in home health care
cessation counseling within the context of their medical care
Medicalconditionswerelungdisease(32.
6%) hypertension (34.7%),
cardiovascular disease (39.4%),
diabetes (28.8%), lung cancer (2.1%),
other cancers (9.7%), depression
(2.7%) and other mental health
problems (14%

none

2, 6, 12 months

Principal components analysis supported the theoretical discriminability of the risk perception measures, and intercorrelations provided evidence for concurrent and NCIgrantR01CA74553 to B. Borrelli
predictive validity. Elevated risk perception was associated with a variety of socio-demographic and psychosocial characteristics. Optimistic bias was associated
significantly with older age and ethnic minority status. Smokers in pre-contemplation had lower perceived vulnerability and precaution effectiveness and greater
optimistic bias than those in contemplation and preparation. Smokers in preparation had higher perceived vulnerability and lower optimistic bias than those in earlier
stages. Change in perceived vulnerability predicted smoking cessation at follow-up. Optimistic bias predicted a lower likelihood of cessation and precaution
effectiveness predicted a greater likelihood of smoking cessation, but only among those with a smoking-related illness.

no anylisis separately for diseases

IIIa

review of 85
citations

low

85 citations

patients with pad or abdominal aortic nicotine gum, nicotine patch, nicotine inhaler, nicotine nasal spray,
aneurysma diseases of participants
bupropion, varenicline, counseling and behavioural intervention
not stated for all summarized citatiions

from 8 weeks to 6 months

Tobacco-related deaths number 400,000 annually in the United States and 8.6 million suffer tobacco-induced illness, and there are 4.8 million deaths worldwide, thus
n.a.
making tobacco use the world’s leading cause of prevent- able death. Interventions to promote smoking and tobacco product cessation should be considered a
standard of good practice. Tobacco dependence is a chronic condition, but the evidence suggests safe and effective medications are available to help aid patients in
their quit attempts. Every patient who uses tobacco should be offered at least one of these treatments in the setting of a brief clinical encounter, whether as an
inpatient or outpatient. Counseling should provide strategies to address withdrawal symptoms and educate to prevent relapses, while being provided in suffi- cient
intensity and follow-up over time. Vascular specialists should engage in a comprehensive approach to promote smoking cessation in their patients. Now is the time to
engage our patients, as the current era presents a unique intersection of new medications and increased availability of stop-smoking resources in the wake of the
Master Set- tlement with the tobacco industry

wide range of interventions described in relation to that very small number of
articles!

Ib

RCT

high

273 total 237 for
analysis (due to
death cases)

home health care patients who were
smoking cessation counseling by nurses
previously hospitalized and currently
receiving home health care nursing
services 34.3% lung dis- ease, 40.7%
cardiovascular disease, 29.2%
diabetes, 35.2% hypertension, 2.1%
lung cancer, and 10.2% other cancers

intensive versus minimal intervention

motivational intervention by counseling 2, 6, 12 months
versus standard care changes in
physical quality of life by smoking
cessation in dependence of
depressed mood was measured

the interaction between PQoL and depressed mood significantly predicted 1) 7-day point prevalence abstinence rates at both 2 and 12 months post-treatment [2 NCI grant R01 CA 7455301 to B. Borrelli
months: adjusted OR = 1.005, 95%CI 1.001-1.009, p < .05; 12 months: adjusted OR = 1.007, 95%CI 1.002-1.011, p < .005)] and 2) continuous abstinence rates at
both 2 and 12 months post-treatment [2 months: adjusted OR = 1.011, 95%CI 1.004-1.019, p < .005; 12 months: adjusted OR = 1.006, 95%CI 1.001-1.011, p < .05]
even after controlling for important covariates. The odds of quitting smoking increased for every one-unit decrease in PQoL, but only among those with little to no
depressed mood. Medically ill smokers with poor quality of life may need more intensive smoking cessation interventions that include mood management to help them
quit smoking.

20151052

Eisenberg, Mark J, MJ

The efficacy of smoking cessation
therapies in cardiac patients: a metaanalysis of randomized controlled trials.

20132540

Roig, Lydia, L

20087643

Ia

metaanalysis of 11 high
RCT
examiningcounselin
g 4 RCT
examining
pharmacotherapy

Eleven RCTs
comparing the
efficacy of
behavioural
therapy with that
of usual care in
cardiac patients
were identified
(Figure 1 and
Table 1). These
RCTs enrolled a
total of 2105
patients. Si

RCTs published between 1970 and
Behavioural therapy pharmacotherapy: bupropion, nicotine patch,
August 2007. patient with
nicotine gum
cardiovascular dis - ease (CVD), MI,
angina, congestive heart failure,
arrhythmia or CAD, or any patient who
had undergone a cardiac procedure
such as coro - nary artery bypass graft
surgery or percutaneous coronary
intervention

Cluster randomized trial in smoking
IIb
cessation with intensive advice in diabetic
patients in primary care. ITADI Study.

Cluster
randomized trial,
controlled and
multicentric

medium

546

diabetic smokers older than 14 years
of age

Schnoll, Robert A, RA

A bupropion smoking cessation clinical trial Ib
for cancer patients.

double-blind RCT

high

246

cancer patients Close to one-third of
bupropion (only intervention group), nicotine patch (all)
the sample had stage 3 or 4 cancer.
Close to one-third of the sample had
tobacco-related tumors (head and neck
or lung), 21% had breast cancer, 15%
had prostate cancer, 9% had
lymphoma, 5% had colorectal cancer;
4% had kidney, pancreas, or liver
tumors; 3% had genitourinary cancer;
3% had esophageal cancer; and 5%
had other tumor types or multiple
primaries 7% of the sample were
awaiting treatment, 23% were
undergoing treatment; 10% were
recovering from treat- ment, and 60%
had completed treatment

20078928

Huttunen-Lenz, M, M

Are psychoeducational smoking cessation Ia
interventions for coronary heart disease
patients effective? Meta-analysis of
interventions.

SR

very high

between 50 and
388

patients with coronary heart disease

psychoeducational smoking cessation interventions behaviour change
techniques used in interventions and their suitability to change
behavioural determinants

20048210

Rigotti, Nancy A, NA

Efficacy and safety of varenicline for
Ib
smoking cessation in patients with
cardiovascular disease: a randomized trial.

double-blind RCT

high

714

patients with cardiovascular disease

varenicline (1mg twice daily) for 12 weeks plus smoking cessation
counseling

19726173

Martucci, Paola, P

Smoking cessation in patients requiring
bronchoscopy: the Bronchoscopy
AntiSmoking Study (BASIS).

RCT

medium

233

smokers requiring bronchoscopy Co- brief advice or longer support
Morbidities: Coronary artery disease 6
Chronic obstructive pulmonary disease
36 Asthma 3 Diabetes mellitus 6
Hypertension 26 Cancer 3 History of
peptic ulcer 25 Interstitial lung diseases
2 Obstructive sleep apnea syndrome 1
Bronchiectasis 2 Main cause requiring
bronchoscopy: Suspected cancer 65
Pneumonia 16 Suspected tuberculosis
3 Interstitial lung diseases 2 Pleural
effusion 3 Lymphoadenopathy 3 Coin
lesions 3 Other reasons 5

20192107

Cooley, Mary E, ME

Smoking cessation interventions in cancer IIa
care: opportunities for oncology nurses
and nurse scientists.

SR

medium

19 primary studies participants with cancer

18629732

Lacasse, Yves, Y

Randomized trial of a smoking cessation
intervention in hospitalized patients.

RCT

medium

196

IIb

IIb

behavioural therapy RCTs:
behavioural therapy versus standard
care pharmacotherapy RCTs: ?

Brief motivational interview for diabetic smokers at the preintervention group versus non
contemplation and contemplation stage, intensive motivational interview intervention group
with pharmacotherapy for diabetic smokers in the preparation-action
stage and reinforcing intevention in the maintenance stage

6 or 12 months or both

12 months

bupropion versus placebo stratifying 6 months
by pre-treatment depression symptoms

There was no main effect of bupropion vs. placebo on abstinence (Odds Ratio [OR] = 1.36, 95% CI: 0.38-4.81, p = .64). Patients with depression symptoms reportedThis study was funded by grant R01 CA95678 from
significantly lower abstinence rates vs. patients without depression symptoms (OR = .14, 95% CI: 0.02-0.80, p = .03). Bupropion increased abstinence rates, vs.
the National Cancer Institute. Transdermal nicotine
placebo, more for participants with depression vs. those without depression symptoms. For patients with depression symptoms, bupropion reduced withdrawal
patches were provided free-of-charge by
symptoms and improved quality of life vs. placebo.
GlaxoSmithKline.

Psychoeducational interventions statistically significantly increased point prevalent (RR 1.44, 95% CI, 1.20-1.73) and continuous (RR 1.51, 95% CI, 1.18-1.93)
n.a.
smoking cessation, and statistically non-significantly decreased total mortality (RR 0.73, 95% CI, 0.46-1.15). Included studies used a mixture of theories in
intervention planning. Despite superficial differences, interventions appear to deploy similar behaviour change techniques, targeted mainly at motivation and goals,
beliefs about capacity, knowledge, and skills.

varenicline versus placebo

52 weeks

The continuous abstinence rate was higher for varenicline than placebo during weeks 9 through 12 (47.0% versus 13.9%; odds ratio, 6.11; 95% confidence interval This study was funded by Pfizer Inc. Editorial support
[CI], 4.18 to 8.93) and weeks 9 through 52 (19.2% versus 7.2%; odds ratio, 3.14; 95% CI, 1.93 to 5.11). The varenicline and placebo groups did not differ
for the development of this manuscript was provided
significantly in cardiovascular mortality (0.3% versus 0.6%; difference, -0.3%; 95% CI, -1.3 to 0.7), all-cause mortality (0.6% versus 1.4%; difference, -0.8%; 95% CI,by Alexandra Bruce, PhD, of UBC Scientific Solutions
-2.3 to 0.6), cardiovascular events (7.1% versus 5.7%; difference, 1.4%; 95% CI, -2.3 to 5.0), or serious adverse events (6.5% and 6.0%; difference, 0.5%; 95% CI, and was funded by Pfizer Inc.
-3.1 to 4.1). As a result of adverse events, 9.6% of varenicline and 4.3% of placebo participants discontinued study drug.

both smoking cessation interventions
with each other

6 and 12 months

Surprisingly, 45% of participants were in the action stage at baseline; these 105 subjects had quit in the week immediately prior to the bronchoscopy. At 6- and 12- n.a.
months follow-up visits, respectively 41% and 29% of participants in the intervention group and 27% and 13% in the control group objectively showed a 1-week point
prevalence abstinence. The difference was significant at 6 months (p<0.05) but not at 1-year visit (p=0.052), even if there was a trend towards greater cessation rate
in the intervention group. In multivariable logistic models, at the final visit being a quitter was positively associated with having been in the action stage at baseline and
negatively with the Fagerstrom score and the presence of smokers in household. We conclude that the time of bronchoscopy may possibly predispose smokers to
quit. Further efforts are needed to clear whether more protracted support might achieve higher long-term smoking cessation rates.

High intensity interventions, targeting multiple behaviors, and/or using a multicomponent intervention that included pharmacotherapy, behavioral counseling, and social
n.a.
support were characteristics of the most successful treatments for tobacco dependence. The majority of interventions were conducted in adults with smoking-related
malignancies during acute phases of illness. The most striking finding was that more than one half of the studies tested the efficacy of nurse-delivered interventions.
Conceptual and methodological issues that can be improved in future studies include: using theoretical frameworks to specify how the intervention will affect
outcomes, ensuring adequate sample sizes, using biochemical verification to monitor smoking outcomes, and using standardized outcome measures of abstinence.
Although effective interventions are available for healthy populations, further research is needed to determine if tailored cessation interventions are needed for
patients with cancer. To provide optimal quality care it is imperative that delivery of evidence-based smoking cessation interventions be integrated into the cancer
treatment trajectory. Multiple barriers, including patient and nurse attitudes toward smoking and lack of knowledge related to tobacco treatment, prevent translating

control group (received usual care)
versus intervention group

12 months

positive metaanalysis

financial help from an Evaluation of Sanitary
results not published yet
Technologies and Health Services grant (Evaluación
de Tecnologías Sanitarias y Servicios de Salud),
given by the Carlos III Health Institute (PI08/90345) in
2008

6 months to 66 months

High intensity interventions, targeting multiple behaviors, and/or using a
multicomponent intervention that included pharmacotherapy, behavioral
counseling, and social support

hospitalized smokers. Admitted for
smoking cessation intervention of moderate intensity consisting of
Cardiology, Acute myocardial
education and psychological support, with or without pharmacological
infarction,, Unstable angina, Heart
therapy, associated with follow-up phone calls.
failure, Other heart disease,
Respiratory medicine, Obstructive lung
disease, Pneumonia, Other lung
diseases, Other

Eleven behavioural therapy RCTs that enrolled 2105 patients and four pharmacotherapy RCTs that enrolled 1542 patients were identified. RCTs differed in the typen.a.
of behavioural therapy administered as well as the total length and duration of the intervention. RCTs differed in the type of pharmacotherapy administered (one
nicotine patch RCT, one nicotine gum RCT and two bupropion RCTs). Behavioural therapy was associated with a significantly higher proportion of smoking
abstinence than usual care (OR 1.97 [95% CI 1.37 to 2.85]). Pharmacotherapies were more efficacious than placebo (pooled OR 1.72 [95% CI 1.15 to 2.57]).

Although the smoking cessation rates at 12-month follow-up were higher than expected, we found no significant difference between the study groups (intervention: n.a.
30.3%; control: 27.8%). Similar results were obtained in patients whose smoking status was validated by urinary cotinine assay. Length of stay and dependence to
nicotine were the only significant predictors of smoking cessation. A smoking cessation intervention of moderate intensity delivered in a tertiary cardio-pulmonary
center did not increase the smoking cessation rate at 1-year follow-up. The results of this trial should not divert those who deliver care to inpatients from delivering a
brief smoking cessation intervention.

all included studies have a rather small
number of participants

full text article not provided in this table

18227366

Thorndike, Anne N, AN

Depressive symptoms and smoking
cessation after hospitalization for
cardiovascular disease.

IIIb

secondary
analysis of a
double-blind RCT

low

245

hospitalied smokers for acute CVD:
smoking counseling during hospital stay and for 12 weeks after
acute coronary syn- dromes
discharge, bupropion - in original trial. Now analysis of data for effect of
(myocardial infarction or unstable
depressive symptoms on smoking cessation
angina), coronary artery bypass graft
surgery, or other cardiovascular
conditions in subjects with documented
coronary artery disease. effect of
depressive symptoms on smoking
cessation was assessed using multiple
logistic regression and survival
analyses

18207229

Wolfenden, Luke, L

Helping hospital patients quit: what the
evidence supports and what guidelines
recommend.

Ia

review

very high

7 reviews Three
of the seven Cochrane reviews
conducted
specific metaanalyses of
interven- tions for
patients prior to
or during
hospitalisation.

1 review: hospitalized smokers 1
review: smokers with COPD 5 reviews:
smokers or recent quitters from any
setting

18089265

Fingeret, Michelle Cororve,
MC

The association between body image and
smoking cessation among individuals living
with HIV/AIDS.

secondary data
analysis of a RCT

high

95 follow-up: 77

individuals participating in a smoking
usual care intervention (i.e., brief physician advice plus targeted written
cessation trial at a primary care clinic materials) or a cell phone intervention (usual care components, 2
within a large, inner-city HIV/AIDS
months proactive cellular phone counseling, hotline access)
center secondary data analysis to
examine the association between body
image and smoking cessation

Data from the two intervention groups 3 months
were combined to evaluate the
relationship between body image,
smoking and other psychosocial
variables as there were no significant
group differences in BIS scores (BIS=
body image score)

Across both intervention groups, the total smoking abstinence rate at 3-month follow-up was 23.4%. As can be seen in Figure 1, which depicts quit rates based on n.a.
BIS scores, the highest quit rates were found for those reporting moderate levels of body image concerns (i.e., scoring in the 2nd and 3rd quartiles). Using simple
logistic regression models, quit rates were not specifically affected by weight gain or weight loss concerns at baseline or 3 month follow-up (all p values >0.35). We
performed logistic regression analyses to examine the differences in smoking status based on BIS scores. Analyses comparing quit rates based on BIS scores
separated into quartiles were non-significant. Because of the elevated quit rates found for participants reporting moderate levels of body image concerns compared
to participants reporting either high or low levels of body image concerns, we conducted a direct comparison between these two groups (moderate vs. high/low BIS
scores). We found a significant effect of body image on smoking status at 3-month follow-up, OR BIS_moderate=3.54, 95% CI 1.12–11.21, p=.03. This association
remained significant even after controlling for depression, anxiety, social support, perceived stress, and treatment group (OR=7.13, 95% CI 1.54–33.15).

18066659

Ingersoll, Karen S, KS

A test of motivational plus nicotine
IV
replacement interventions for HIV positive
smokers.

RCT

medium

40

participants with HIV, current smokers two combination motivational plus pharmacological interventions
but interested in smoking reduction

self-guided reading plus nicotine patch 1 month and 3 months
(n = 18) versus motivational
interviewing plus nicotine patch (n = 22

Participants were randomly assigned to self-guided reading plus nicotine patch (n = 18) or motivational interviewing plus nicotine patch (n = 22). Groups did not differ
upport for this study was provided by NIH
very small number of participants,
at 3 months on biochemically-verified abstinence. The sample reduced cigarettes per day by half a pack and the percent of smoking days by 41%, and 22% were K01MH10688, NIH K23DA15774, and VCU’s Institute evidence level not correct - but not
abstinent at 3-month follow-up. Compliance with the nicotine patch was poor and declined over time, but patch use was unrelated to carbon monoxide level at 3-month
for Drug and Alcohol Studies. Glaxo Smith Kline
editable for correction
follow-up. Smoking cessation interventions for people with HIV can be helpful and should include components that encourage some smoke-free days, increase self-provided nicotine patches for the study at no charge to
efficacy, and attend to adherence to nicotine replacement treatment.
the investigators.

17923653

Wister, Andrew, A

One-year follow-up of a therapeutic
lifestyle intervention targeting
cardiovascular disease risk.

RCT

high

total: 611 follow- participants with cardiovascular risk
up (total): 532
profile according to the literature for
primary
primary and secondary prevention.
prevention group:
315 follow-up:
278 secondary
prevention group:
296 follow-up: 254

17636688

Rigotti, N A, NA

Interventions for smoking cessation in
hospitalised patients.

SR

very high

33 trials

Randomized and quasi-randomized
behavioural, pharmacological or multicomponent interventions
trials of behavioural, pharmacological
or multicomponent interventions to help
patients stop smoking, conducted with
hospitalised patients who were current
smokers or recent quitters

17336026

Reid, Robert D, RD

Interactive voice response telephony to
IIb
promote smoking cessation in patients with
heart disease: a pilot study.

RCT

medium

99

hospitalized smokers with CHD

bedside counseling, NRT, IVR = interactive voice response IVR group: usual care versus IVR
automated telephone follow-up calls 3, 14 and 30 days after discharge
inquiring about their smoking status and confidence in remaining smokefree. When deemed necessary, they were offered additional counseling

52 weeks after hospital
discharge

he 52-week point prevalence abstinence rate in the IVR group was 46.0% compared to 34.7% in the UC group (OR=1.60, 95% CI: 0.71-3.60; P=.25). After
n.a.
adjustment for education, age, reason for hospitalization, length of hospitalization, and quit attempts in the past year, the odds of quitting in the IVR group compared to
the UC group were 2.34 (95% CI: 0.92-5.92; P=.07).

17296646

Mohiuddin, Syed M, SM

Intensive smoking cessation intervention Ib
reduces mortality in high-risk smokers with
cardiovascular disease.

RCT

high

209

hospitalized high-risk smokers with
acute cardiovascular disease.

Usual care consisted only of counseling and printed educational materialintensive intervention versus usual
provided prior to hospital discharge. Intensive treatment consisted of a care
minimum of 12 weeks of behavior modification counseling and
individualized pharmacotherapy provided at no cost to the participant.

3,6,12,24 months after
randomization

At each follow-up interval, point prevalence and continuous abstinence smoking cessation rates were significantly greater in the intensive-treatment group comparedn.a.
to the usual-care group. At 24 months, continuous abstinence smoking cessation rates were 33% in the intensive-treatment group and 9% in the usual-care group (p
< 0.0001). Over the 2-year follow-up period, 41 patients in the usual-care group were hospitalized compared to 25 patients in the intensive-treatment group (relative
risk reduction [RRR], 44%; 95% confidence interval [CI], 16 to 63%; p = 0.007). The all-cause mortality rate was 2.8% in the intensive-treatment group and 12.0% in
the usual-care group (RRR, 77%; 95% CI, 27 to 93%; p = 0.014). The absolute risk reduction in mortality was 9.2% with a number needed to treat of

17145253

Rigotti, Nancy A, NA

Bupropion for smokers hospitalized with
acute cardiovascular disease.

RCT

high

248

smokers admitted to hospital for acute sustained-release bupropion (300mg), counseling during hospital stay
cardiovascular disease, primarily
and for 12 weeks after discharge
myocardial infarction and unstable
angina

3 months (0 end of
treatment), 1 year

Validated tobacco abstinence rates in bupropion and placebo groups were 37.1% vs 26.8% (OR 1.61, 95% CI, 0.94-2.76; P=.08) at 3 months and 25.0% vs 21.3%
(OR, 1.23, 95% CI, 0.68-2.23, P=.49) at 1 year. The adjusted odds ratio, after controlling for cigarettes per day, depression symptoms, prior bupropion use,
hypertension, and length of stay, was 1.91 (95% CI, 1.06-3.40, P=.03) at 3 months and 1.51 (95% CI, 0.81-2.83) at 1 year. Bupropion and placebo groups did not
differ in cardiovascular mortality at 1 year (0% vs 2%), in blood pressure at follow-up, or in cardiovascular events at end-of-treatment (16% vs 14%, incidence rate
ratio [IRR]1.22 (95% CI: 0.64-2.33) or 1 year (26% vs 18%, IRR 1.56, 95% CI 0.91-2.69).

Ia

Ib

2 weeks, 12 weeks, 1 year

Twenty-two percent of smokers had moderate to severe depressive symptoms (BDI >or= 16) during hospitalization. These smokers were more likely to resume
smoking by 4 weeks after discharge (P= .007; incidence rate ratio, 2.40; 95% confidence interval, 1.48-3.78) than were smokers with lower BDI scores. Smokers
with low BDI scores were more likely to remain abstinent than were those with high BDI scores at 3-month follow-up (37% vs 15%; adjusted odds ratio, 3.02; 95%
confidence interval, 1.28-7.09) and 1-year follow-up (27% vs 10%; adjusted odds ratio, 3.77; 95% confidence interval, 1.31-10.82). We estimate that 27% of the
effect of the BDI score on smoking cessation was mediated by nicotine withdrawal symptoms.

grants R01- HL-61779 and K24-HL04440 from the
National Heart, Lung, and Blood Institute (NHLBI);
grant M01-RR- 01066 from the National Institutes of
Health General Clinical Research Centers Program;
and an unrestricted research grant from
GlaxoSmithKline PLC, which also provided free drug
and placebo and an unrestricted re- search grant to
permit completion of data collection af- ter NHLBI
funds were exhausted.

the review found that evidence from meta-analyses restricted to hospital studies was insufficient to evaluate a number of specific intervention strategies and at timessupport of Hunter New Engl- and Population Health,
conflicted with the findings of meta-analyses without such restrictions. The majority of guidelines recommended the provision of brief advice, counseling, nicotine the Hunter Medical Research Institute and the
replacement therapy despite the absence of clear supporting evidence.
University of Newcastle

the patients were divided into 2 groups on the basis of risk: the primary primary prevention group versus
prevention group, with a Framingham risk score of 10% or higher
secondary prevention group
(intervention, n = 157; control, n = 158), and the secondary prevention
group, who had a diagnosis of coronary artery disease (intervention, n =
153; control, n = 143). intervention: health report card with counselling
(from a Telehealth nurse) on smoking, exercise, nutrition and stress
control: usual care

1 year

This study was funded by the Canadian Institutes of
Within the primary prevention group, there were statistically significant changes for the treatment group relative to the controls, from baseline to year 1, in
Framingham score (intervention, -3.10 [95% confidence interval (CI) -3.98 to -2.22]; control, -1.30 [95% CI -2.18 to -0.42]; p < 0.01) and scores for total cholesterol Health Research, Community Alliance for Health
Research Program, project 43267
(intervention, -0.41 [95% CI -0.59 to -0.23]; control, -0.14 [95% CI -0.32 to 0.04]; p < 0.05), systolic blood pressure (intervention, -7.49 [95% CI -9.97 to -5.01];
control, -3.58 [95% CI -6.08 to -1.08]; p < 0.05), nutrition level (intervention, 0.30 [95% CI 0.13 to 0.47]; control, -0.05 [95% CI -0.22 to 0.12]; p < 0.01), and health
confidence (intervention, 0.20 [95% CI 0.09 to 0.31]; control, 0.04 [95% CI -0.07 to 0.15]; p < 0.05), with adjustment for covariates. No significant changes in
outcome variables were found for the secondary prevention group.

n.a.
Intensive counselling interventions that began during the hospital stay and continued with supportive contacts for at least one month after discharge increased
smoking cessation rates after discharge (Odds Ratio (OR) 1.65, 95% confidence interval (CI) 1.44 to 1.90; 17 trials). No statistically significant benefit was found for
less intensive counselling interventions. The one study that tested a single brief (<=15 minutes) in-hospital intervention did not find it to be effective (OR 1.16, 95% CI
0.80 to 1.67). Counselling of longer duration during the hospital stay was not associated with a higher quit rate (OR 1.08, 95% CI 0.89 to 1.29, eight trials). Even
counselling that began in the hospital but had less than one month of supportive contact after discharge did not show significant benefit (OR 1.09, 95% CI 0.91 to
1.31, six trials). Adding nicotine replacement therapy (NRT) did not produce a statistically significant increase in cessation over what was achieved by intensive
counselling alone (OR 1.47, 95% CI 0.92 to 2.35, five studies). The one study that tested the effect of adding bupropion to intensive counselling had a similar
nonsignificant effect (OR 1.56, 95% CI 0.79 to 3.06). A similar pattern of results was observed in smokers admitted to hospital because of cardiovascular disease (C

bupropion versus placebo

grants from NHLBI (#R01 HL 61779 and #K24HL04440), the NIH General Clinical Re- search
Centers Program (#M01-RR-01066) and an
unrestricted research grant from GlaxoSmithKline, Inc
(GSK). GSK provided free drug and placebo and an
unrestricted research grant to permit data collection to
be completed when NHLBI funds were exhausted

reduction of mortality due to smoking
cessation through intensive intervention

17143125

Wiggers, Louise C W, LC

The effect of a minimal intervention
Ib
strategy in addition to nicotine replacement
therapy to support smoking cessation in
cardiovascular outpatients: a randomized
clinical trial.

RCT

high

385

17119047

Duffy, Sonia A, SA

A tailored smoking, alcohol, and
IIb
depression intervention for head and neck
cancer patients.

RCT

medium

184 intervention: Patients with head and neck cancer
cognitive behavioral therapy and medications
93, control group with at least one of these disorders:
(usual care): 91 Smoking, alcohol use, depression 80 %
of the participants in the intervention
roup were smokers

usual care versus nurse-administered
intervention consisting of cognitive
behavioral therapy and medications

16873594

Hokanson, Jennifer M, JM

Integrated tobacco cessation counseling in IIb
a diabetes self-management training
program: a randomized trial of diabetes
and reduction of tobacco.

RCT

medium

114 intervention
57 control 57

subjects recruited from an ongoing type face-to-face motivational interviewing plus telephone counseling and
2 diabetes adult education program
offering of medication

intervention group versus standard
care group

16524854

Anderson, Debra, D

The effects of a multimodal intervention
IIIb
trial to promote lifestyle factors associated
with the prevention of cardiovascular
disease in menopausal and
postmenopausal Australian women.

RCT

low

90

women, aged 50-65

16377603

Strecher, Victor J, VJ

A randomized controlled trial of multiple
tailored messages for smoking cessation
among callers to the cancer information
service.

IIb

RCT

medium

1978

smokers calling the National Cancer
adding different types of behavioral smoking cessation materials to brief SU, ST, MT, MRT
Institute\'s (NCI\'s) Cancer Information telephone-based cessation counseling: a single, untailored smoking
Service (CIS) for help in quitting
cessation guide (SU); a single, tailored smoking cessation guide (ST); a
smoking majority female: 70%
series of four (multiple) printed materials tailored only to baseline data
(MT); and a series of four (multiple) printed materials tailored to baseline
as well as retailored using 5-month interim progress data (MRT).

12 months

At 12-month follow-up, using intent-to-treat, imputed, and per-protocol analyses, no differences were found among the four experimental conditions (linear trend), orgran t fro m th e Nationa l Cance r Institut e (CA57586when the ST, MT, and MRT groups were compared with the control (SU) group. Participants in the two multiple message group conditions combined (MT + MRT), 04) .
however, had significantly higher abstinence rates than participants in the two single message group conditions combined (SU + ST). Moreover, among subjects who
reported quitting at the 5-month follow-up, participants receiving the MRT materials reported higher abstinence rates at 12 months than the other three groups
combined (SU + ST + MT). The results of this study support the effectiveness, over and above a single telecounseling interaction, of multiple tailored print material
contacts on cessation. These effects, however may be due to tailoring, or the longitudinal nature of the two multiple tailored conditions, or both. The strongest
evidence for tailoring occurred in the MRT condition for relapse prevention, suggesting that print materials tailored to interim progress may be especially effective in
this context. The qualities of specific psychosocial and communication elements in tailored materials should receive attention in future research.

16330293

Marsh, Howard S, HS

Safety profile of a nicotine lozenge
IIb
compared with that of nicotine gum in adult
smokers with underlying medical
conditions: a 12-week, randomized, openlabel study.

RCT

medium

901

patients with heart disease,
hypertension not controlled by
medication and/ or diabetes majority
were women (52,7%)

2, 4, 6, 12 weeks after start

221 (49.4%) of those using the lozenge
The most common adverse events were nausea (17.2% and 16.1%; 95% CI, -3.7 to 6.0), hiccups (10.7% and 6.6%; 95% CI, 0.5 to 7.8), and headache (8.7% and Drs. Choi, Marsh, and Strahs and Mr. Gamble are
9.9%; 95% Cl, -5.0 to 2.6). Serious adverse events were reported in 11 and 13 patients in the respective groups. Fewer than 6% of patients in either group were
employed by GlaxoSmithKline Consumer Healthcare, and 229 (50.4%) of those using the
and Dr. Dresler was employed by GlaxoSmithKline
gum did not complete the 12-week
considered by the investigator to have a worsening of their overall disease condition during the study. The majority of patients (>60%) experienced no change in their
Consumer Healthcare at the time of the study. Mr.
study; a respective 58 (13.0%) and 43
disease status from baseline.
Targett is a paid consultant to GlaxoSmithKline Con- (9.5%) patients discontinued due to
sumer Healthcare providing statistical support. Drs.
AEs. Five patients had protocol
Dresler, Choi, Marsh, and Strahs received equity inter- deviations (3 in the lozenge group, 2 in
est in GlaxoSmithKline as part of their executive com- the gum group) that included fail- ure to
pensation package during the time of their contrimaintain the entry criteria (2 patients),
bution to the study. Mr. Gamble receives stock in
insuf- ficient use of study product (2
GlaxoSmithKline as part of his employee retirement
patients), and con- comitant use of
program. Mr. Targett has no stock or other equity
bupropion (1 patient).
ownership in GlaxoSmithKline.

16236919

Hatsukami, Dorothy K, DK

Effects of cigarette reduction on
cardiovascular risk factors and subjective
measures.

IIb

RCT

medium

151

smokers who wanted to reduce smoking12 weeks of smoking reduction assisted by NRT, assignement to 6week wait list

16097900

Schnoll, Robert A, RA

A randomized pilot study of cognitivebehavioral therapy versus basic health
education for smoking cessation among
cancer patients.

IIb

RCT

medium

109

cancer patients

cognitive-behavioral therapy (CBT) general health education (GHE) NRTCBT versus GHE

Contrary to our expectation, National Institutes of Health grants CA88610 and CA95678 provided support for this study.
no significant difference in 30day point-prevalence
abstinence between the CBT
and GHE conditions was
detected at either a 1-month
(44.9 vs. 47.3%, respectively)
or 3-month (43.2% vs. 39.2%,
respectively) follow-up
evaluation. Higher quit
motivation and lower cons of
quitting were related to
smoking cessation.
CONCLUSIONS: Implications
for the implementation of
smoking cessation behavioral
treatments in the oncologic
context are discussed, as are
directions for future research
in this area

16027567

Chouinard, Maud-Christine,
MC

The effectiveness of a nursing inpatient
smoking cessation program in individuals
with cardiovascular disease.

IIb

RCT

medium

168

inpatients with cardiovascular or
peripheral vascular disease

nurse-delivered inpatient smoking cessation program based on the
Transtheoretical Model with telephone follow-up tailored to levels of
readiness to quit smoking

2 and 6 months after
discharge

cardiovascular outpatients

C-MIS, NRT

C-MIS plus NRT versus NRT alone

12 months

The mean age was 57 years. Most participants were male (84%) and White (90%). About half (52%) were married, 46% had a high school education or less, and The Department of Veterans Affairs IIR98-500,
52% were recruited from Veterans Affairs sites. The sample was fairly evenly distributed across three major head and neck cancer sites and over half (61%) had GlaxoSmithKline through the Managed Care Forum,
stage III/IV cancers. Significant differences in 6-month smoking cessation rates were noted with 47% quitting in the intervention compared with 31% in usual care (Pand the NIH through the University of Michigan’s Head
< 0.05). Alcohol and depression rates improved in both groups, with no significant differences in 6-month depression and alcohol outcomes.
and Neck Specialized Programs of Research
Excellence grant 1P50 CA97248.

6 months

multimodal intervention (women´s Wellness Program) Women in the
intervention group versus control group 12 weeks
intervention group were provided with a consultation with a registered
nurse at which time biophysical cardiovascular risk measures were
taken and health education was provided in both verbal and written form.
Women were encouraged to review their smoking, nutrition, and water
intakes and to commence an exercise program that included aerobic
fitness exercises. Women in the control group continued their normal
activities

4 mg nicotine lozenge 4 mg nicotine gum

lozenge versus gum

Cardiovascular biomarkers (eg, WBC week 4, 6 and 12
count, cholesterol concentrations, BP,
heart rate) during smoking
(participants on waiting list) versus
during reduction

inpatient counseling with telephone
follow-up versus inpatient-counseling
alone versus usual care

Including patients with incomplete follow-up as smokers, abstinence was reported by 19% of the NRT + C-MIS group and 14% of the NRT group [absolute risk
Financial support for this study was provided entirely
reduction (ARR) = 0.05; 95% confidence interval (CI) = -0.02; 0.12]. According to biochemical markers, abstinence rates were 28 and 24%, respectively (ARR =
by a grant from The Netherlands Heart Foundation
0.04, 95% CI = -0.06; 0.14). Hence, no significant differences between groups were found. The number of cigarettes smoked a day decreased significantly at 12
(grant 2000/B216)
months: from 21 to 15 a day in the experimental group, and from 21 to 14 in the control group (P<0.001), but did not differ between groups (P=0.32).
CONCLUSIONS: The effectiveness of a minimal contact intervention was investigated in order to reach as many cardiovascular patients as possible in the setting of
outpatient departments. This intervention was not found to be effective.

Intensive intervention using motivational interviewing integrated into a standard DSMT program resulted in a trend toward greater abstinence at 3 months of follow-up
this research was funded by a grant from the
in those receiving the intervention. However, this same trend was not observed at 6 months. The addition of this structured smoking cessation intervention did not Minnesota Partnership for Action Against Tobacco
negatively affect either diabetes education or other measures of diabetes management, including A1C values.

Pre- and post-intervention assessment utilized seven measures of cardiovascular risk factors: waist-to-hip ratio (WHR), body mass index (BMI), blood pressure,
n.a.
heart rate, weight, exercise levels, and smoking. Analysis of covariance indicated that the intervention was effective in improving women\'s aerobic exercise activity
and decreasing smoking. The data from all five biophysical outcome measures supported the efficacy of the intervention, with significant decreases seen in the
women\'s WHR, BMI, blood pressure, and measured weight. Study implications suggest that this type of intervention may provide an effective, clinically manageable
therapy for women who prefer a self-directed approach to preventing and decreasing cardiovascular risk factors.

During ad libitum smoking, cardiovascular biomarkers remained relatively stable with correlation coefficients across the various time measurements, ranging from
0.44 to 1.00 (p < 0.01 for all measures). Among successful nonabstinent reducers (64 of 151 subjects), significant improvements were found in many biomarkers
(eg, hemoglobin, hematocrit, RBC and WBC counts, lipids, BP, heart rate, respiratory symptoms, all p < 0.0167).

This study was supported by National Institutes of
Health grant P50DA 13333.

n.a.

Assuming that surviving patients lost to follow-up were smokers, the 6-month smoking abstinence rate was 41.5% in the inpatient counseling with telephone follow-up
n.a.
group, compared with 30.2% and 20% in the inpatient counseling and usual care groups, respectively (p = .05). Progress to ulterior stages of change was 43.3%,
32.1%, and 18.2%, respectively (p = .02). Stage of change at baseline and intervention predicted smoking status at 6 months.

shows effectiveness of smoking
reduction on approving cardiovascular
risk factors.

15991780

Nagle, Amanda L, AL

A randomised controlled trial to evaluate
the efficacy of a nurse-provided
intervention for hospitalised smokers.

Ib

RCT

high

1422

15990735

Ludvig, Jason, J

Smoking cessation in patients with
coronary artery disease.

IIIa

systemic review

medium

15896835

Prochaska, James O, JO

Stage-based expert systems to guide a
IIb
population of primary care patients to quit
smoking, eat healthier, prevent skin
cancer, and receive regular mammograms.

RCT

15850883

Wiggers, L C W, LC

Cognitive changes in cardiovascular
patients following a tailored behavioral
smoking cessation intervention.

IIb

RCT

15813828

Johnson, G J, GJ

Review article: smoking cessation as
primary therapy to modify the course of
Crohn\'s disease.

IIIa

15533536

Hennrikus, Deborah J, DJ

The TEAM project: the effectiveness of
smoking cessation intervention with
hospital patients.

IIb

17922880

Pan, Alan X, AX

16920656

Wiggers, Louise C W, LC

smokers, recruited in a tertiary
teaching hospital

brief nurse-delivered intervention incorporated: tailored information,
assessment of withdrawal, offer of nicotine replacement therapy,
booklets, and a discharge letter

intervention group versus control group 3 and 12 months

There were no significant differences between groups in self-reported abstinence at three or 12 months post intervention, based on an intention to treat analysis. At the National Health and Medical Research Council
three months, self-reported abstinence was 27.3% (I) and 27.5% (C); at 12 months was 18.5% (I) and 20.6% (C). There were no differences in validation of selfreport between intervention and control groups at 12 months.

randomized
patients with coronary heart disease
controlled trials
examining the
efficacy and
safety of smoking
cessation aids
from the years
1970 to 2004.
We then pooled
the trial results
for 6- and 12month rates of
continuous
smoking
abstinence

nicotine patch, nicotine gum, nicotine inhaler, bupropion, behavioral
therapy, placebo

smoking abstinence after 6 and 12
6 and 12 months
months depending on intervention type

The 4 principal mechanisms of cardiovascular damage caused by cigarette smoking are induction of a hypercoagulable state, reduction of oxygen delivery because n.a.
of carbon monoxide, coronary vasoconstriction, and nicotine-induced hemodynamic effects. Our review of clinical trials suggests that each smoking cessation aid
improved continuous smoking abstinence rates at both 6 and 12 months compared with placebo. The 12-month abstinence rates for the active versus placebo
treatments were the following: nicotine patch 11.1% versus 5.5%, nicotine gum 27.3% versus 16.5%, nicotine inhaler 16.9% versus 9.1%, bupropion 18.5% versus
6.6%, and behavioral therapy 20.0% versus 13.9%.

medium

5407 total 1211
smokers

primary care patients

Expert System intervention versus the
The Expert System Intervention [25] Group ( N = 2667) was mailed
three computer reports at 0, 6, and 12 months for each at-risk behavior. Assessment Only condition
The three- to five-page reports per behavior were divided into five
sections. First, stage of change and readiness to change the behavior
was reported. Second, the pros and cons of changing were discussed
withfeedback, when necessary, about under-evaluating the pros of
changing and/or over-evaluating the cons. Third, feed- back was given
on the participants’ use of up to six change processes relevant to their
stage of change. Participants were compared normatively on each
process to peers in their same stage who were successful selfchangers. In the last two reports, they also were compared ipsatively to
their prior assessment. The fourth section focused on feedback on how
to enhance self-efficacy in the most tempting situa- tions. The last
section consisted of strategies for taking small steps to progress to the
next stage. The reports also referred participants to sections of an
integrated multiple risk behavior stage-matched self-help manual that we

medium

315

smoking outpatients with
cardiovascular disease

NRT, C-MIS

systematic review low
of Embase and
Medline databases

87 citations

patients with Crohn´s disease

randomized
interventional trial

moderate

2094 hospitalized reason for hospitalization not stated,
smokers
about 30% suffered from smokerelated diseases - not further detailed

three smoking cessation interventions: (1) modified usual care (UC); (2) the three interventions compared to
brief advice (A); and (3) brief advice plus more extended counseling
each other
during and after hospitalization (A + C).

Effects of smoking cessation, acute reexposure and nicotine replacement in
smokers on AIR inhaled insulin
pharmacokinetics and glucodynamics.

RCT

very low

24

nondiabetic smokers with normal
pulmonary function

first phase: glucose clamps following AIR Insulin dosing, shortly after
smoking, 8-12 h after smoking, or following subcutaneous insulin lispro
shortly after smoking second phase: one cigarette shortly before final
AIR Insulin dosing and glucose clamp

Smoking cessation may not improve quality IV
of life in atherosclerotic patients.

randomized clinical very low
trial

346

smoking outpatients with
atherosclerotic disease

NRT, behavioral therapy

The Expert System
Significant treatment effects were found for each of the four behaviors, with 25.4% of intervention patients in action or maintenance for smoking, 28.8% for diet, and Grants CA 50087 and CA 27821 from the National
Intervention Group: 0, 6, and 23.4% for sun exposure. The treatment group had less relapse from regular mammography than the control group (6% vs. 10%). CONCLUSION: Proactive, home- Cancer Institute supported this research
12 The Assessment Only
based, and stage-matched expert systems can produce relatively high population impacts on multiple behavior risks for cancer and other chronic diseases.
Control Group: 12, and 24
months

Nicotine Replacement Therapy (NRT) 1 year
versus NRT + C-MIS.

many of the studies cited here used a
behavioral cointervention; the effects of
which are difficult to assess. Although
certain studies offered basic counseling
at baseline, others incorporated
intensive counseling with extensive
follow-up. Behavioral coin- terventions
require a more extensive analysis,
describing both the specific type of
counseling used (telephone, group,
individual, etc) as well as the duration of
follow- up sessions. Further research is
needed to assess the efficacy of
behavioral therapy when it is used
concom- itantly with other smoking
cessation aids

control group generated through
randomization of participating practices
into control pratices and intervention
practices

Comparing treatments, the C-MIS did not affect pros of quitting, pros of smoking and social influence. We did find small effects of the C-MIS on intention to quit and Financial support for this study was provided entirely
self-efficacy, although only for higher-educated patients.
by a grant from the Netherlands Heart Foundation
(grant 2000/ 216). Novartis Consumer Health BV,
Breda, The Netherlands, for the provision of Nicotinell
TTS patches for prime cost

Smoking causes opposing effects on ulcerative colitis and Crohn\'s disease. The odds ratio of developing ulcerative colitis for smokers compared with lifetime non- n.a.
smokers is 0.41. Conversely, smokers with Crohn\'s disease have a more aggressive disease requiring more therapeutic intervention. Smoking cessation is
associated with a 65% reduction in the risk of a relapse as compared with continued smokers, a similar magnitude to that obtained with immunosuppressive therapy.
Although difficult to achieve smoking cessation can best be encouraged by accessing appropriate counselling services, nicotine replacement therapy and bupropion.
Using a combination of these treatments there is an improved chance of success of up to 20% compared with an unassisted quit attempt. Smoking cessation
unequivocally improves the course of Crohn\'s disease and should be a primary therapeutic aim in smokers with Crohn\'s disease

7 days and 12 months

At 7-day follow-up, 24.2% of participants reported abstinence in the previous 7 days. There were no differences between conditions. At 12-month follow-up, selfreported abstinence was significantly higher in the A + C condition (UC (15.0%) vs. A (15.2%) vs. A + C (19.8%)). There was no significant difference among
conditions in cotinine-validated abstinence, however (UC (8.8%) vs. A (10.0%) vs. A + C (9.9%)).

by grant HL54132 from the National Institutes of
Health.

AIR Insulin PK and GD were again
4 weeks
assessed during and after a 4-week
smoking-cessation period with or
without NRT effect of acute smoking
re-exposure on inhaled insulin PK and
GD PK=pharmacokinetics
GD=glucodynamic

Compared with the preceding active smoking phase, the administration of AIR Insulin in nondiabetic subjects undergoing a 4-week period of smoking abstinence
resulted in a decrease in PK and GD of approximately 25% (P = 0.008 for both), an effect which was greater in subjects using NRT. Following rechallenge with a
single cigarette (without NRT), GD response to AIR Insulin increased significantly (P = 0.006) towards precessation levels, relative to smoking abstinence. In
subjects using NRT, however, the increase in GD was less pronounced.

Eli Lilly and Company in col- laboration with Alkermes very small number of participants only
healthy participants involved - therefore
not really fitting this evidence number

nicotine replacement therapy (NRT) or 1 year
NRT plus a behavioral intervention

At baseline, sociodemographic and clinical characteristics were established. Generic and disease-specific QoL as well as smoking status were assessed at baselineFinancial support for the present study was provided
entirely by a grant from the Netherlands Heart
and with three follow-up measurements. Multilevel modeling showed that generic and disease-specific QoL in atherosclerotic patients improved significantly within the
first year of follow-up. No main differences were found between quitters and smokers in terms of improvement in QoL. In fact, some subgroups reported a poorer Foundation (2000/B216). The authors thank the
pharmaceutical company Novartis Consumer Health
QoL after smoking cessation: More highly educated patients reported lower general QoL (p < .05), and patients suffering from coronary artery disease who had a low
level of education (p < .01) and patients suffering from peripheral arterial disease who had low nicotine dependency (p < .01) reported lower disease-specific QoL. BV, Breda, The Netherlands, for providing Nicotinell
patients’ physical QoL improved significantly at 2, 6, and 12 months (T2, T3, and T4, respectively) after enrolling in the smoking cessation program. With respect to TTS patches for prime cost, the nurse specialists for
smoking status, no main effect on QoL was found. However, we did find the following interaction: More highly educated patients who quit smoking reported a worse application of the interventions, and all medical
physical QoL than did patients with a low level of education. Regarding the influence of other sociodemographic characteristics, older patients gen- erally experienc specialists and others who contributed to this project.

hospitalized patients participated,
diagnoses are not mentioned

smoking status by using abstinence
rates based on patients’ self-report
instead of biochemically verified abstinence rates. However, patients’ QoL
did improve over time, most likely
related to medical treatment at one of
the cardiovascular outpatient
departments.

16827625

Barth, Jürgen, J

Efficacy of psychosocial interventions for
smoking cessation in patients with
coronary heart disease: a systematic
review and meta-analysis.

Ia

metaanalysis of 19 very high
RCT

1,263 patients
were randomized
to the usual care
group, and 1,285
received a
special
psychosocial
intervention

patients suffered predominantly from
myocardial infarction or had coronary
artery bypass surgery, two trials
included patients after PTCA and four
trials had a mixed CHD population.

behavioral therapeutic approaches, self-help interventions, support
through telephone, and multiriskfactor interventions (exer- cise,
nutritional advice additional to smoking cessation advice, etc.)

specific psychosocial intervention
versus usual care

16191133

Stein, Michael D, MD

Respiratory symptom relief related to
reduction in cigarette use.

IIb

RCT

383, follow-up of
319

smokers from 5 methadone
maintenance programs 29.2% had a
history of treatment for asthma and
6.9% for emphysema/COPD.

nicotine replacement, behavioral treatment

nicotine replacement plus behavioral 3 months
treatment versus nicotine replacement
alone for smoking cessation

20685746

Hoogendoorn, Martine, M

Long-term effectiveness and costeffectiveness of smoking cessation
interventions in patients with COPD.

Ib

SR

n > 7000

A systematic review was performed of
randomised controlled trials on
smoking cessation interventions in
patients with COPD reporting 12-month
biochemical validated abstinence rates.

The different interventions were grouped into four categories: usual
A dynamic population model for COPD at least 12 months
care, minimal counselling, intensive counselling and intensive counsellingwas used to project the long-term
+ pharmacotherapy (‘pharmacotherapy’). For each category the
(cost-) effectiveness (25 years) of 1average 12-month continuous abstinence rate and intervention costs
year implementation of the
were estimated.
interventions for 50% of the patients
with COPD who smoked compared
with usual care. Uncertainty and oneway sensitivity analyses were
performed for variations in the
calculation of the abstinence rates, the
type of projection, intervention costs
and discount rates.

20434863

McClure, Jennifer B, JB

Impact of spirometry feedback and brief
Ib
motivational counseling on long-term
smoking outcomes: a comparison of
smokers with and without lung impairment.

RCT

n = 267

smokers with (n = 99) and without (n = Participants in this analysis all received a brief motivational intervention
168) impaired lung function.
for smoking cessation including spirometric testing and feedback (

1 year

Participants with lung impairment reported greater use of self-help cessation materials at 6 months, greater use of non-study-provided counseling services at 6 and non declared
12 months, higher 7-day PPA rates at 6 months, and were more likely to talk with their doctor about their spirometry results. Conclusion: Further research is
warranted to determine if spirometry feedback has a differential treatment effect among smokers with and without lung impairment.

20430565

Hilberink, Sander R, SR

General practice counseling for patients
Ib
with chronic obstructive pulmonary disease
to quit smoking: impact after 1 year of two
complex interventions.

RCT

N = 667

COPD patients

intervention program with counseling and advice about nicotine
replacement therapy (and additional bupropion-SR in one of the
programs) or usual care

1 year

The two intervention groups were treated as one in the analysis because they were equally effective. The intervention resulted in a significantly self-reported higher non declared
success rate (14.5%) compared to usual care (7.4%); odds ratio = 2.1, 95% confidence interval = 1.1–4.1. Biochemically verified quit rates were 7.5% (intervention)
and 3.4% (usual care); odds ratio = 2.3, 95% confidence interval = 0.9–6.0. Conclusion: The program doubled the cessation rates (statistically nonsignificant). Too
few participants used the additional bupropion-SR to prove its effectiveness.

19922576

Van Schayck, Constant P, CP The cost-effectiveness of antidepressants Ib
for smoking cessation in chronic
obstructive pulmonary disease (COPD)
patients.

RCT

N = 255

smokersaged 30–70 years

The smokers received smoking cessation counselling and were
assigned bupropion, nortrip- tyline or placebo randomly for 12 weeks

1 year

This study was funded by grants from the Netherlands
The prolonged abstinence rate was 20.9% with bupropion, 20.0% with nortriptyline and 13.5% with placebo. The differences between bupropion and placebo [relative
risk (RR) = 1.6; 95% confidence interval (CI) 0.8–3.0] and between nortriptyline and placebo (RR = 1.5; 95% CI 0.8–2.9) were not significant. Severity of airway
Asthma foundation (NAF grant no. 3.2.00.21) and the
obstruction did not influence abstinence significantly. Societal costs were€1368 (2.5th–97.5th percentile 193–5260) with bupropion, €1906 (2.5th–97.5th 120–17
Dutch Health Research and Development Council
761) with nortrip- tyline and€1212 (2.5th–97.5th 96–6602) with placebo. Were society willing to pay more than €2000 for a quitter, bupropion was most likely to be (ZON, grant no. 2200.0111).
cost-effective.

19357145

Strassmann, R, R

Smoking cessation interventions in COPD: Ia
a network meta-analysis of randomised
trials.

SR

n=7,372

COPD patients

any nonpharmacological and pharmacological intervention which
assisted patients in preparing a quit smoking attempt and supported
patients during smoking abstinence.

placebo/ usual care

at least 6 months

SCC in combination with NRT had the greatest effect on prolonged abstinence rates versus usual care (OR 5.08, p , 0.0001) versus SCC alone (2.80, p 5 0.001) non declared
and versus SCC combined with an antidepressant (1.53, p 5 0.28). The second most effective intervention was SCC combined with an antidepressant (3.32, p 5
0.002) versus SCC alone (1.83, p 5 0.007), with no difference between antidepressants. SCC alone was of borderline superiority compared with usual care (1.81, p
5 0.07).

19150590

Kotz, Daniel, D

What mediates the effect of
confrontational counselling on smoking
cessation in smokers with COPD?

IIc

RCT

n= 228

smokers from the general population
two equally intensive behavioural treatments by a respiratory nurse
with previously undetected chronic
combined with nortriptyline for smoking cessation: confrontational
obstructive pulmonary disease
counselling with spirometry
(COPD), who were detected with
airflow limitation by means of spirometry

conventional health education and
promotion (excluding confrontation
with spirometry and COPD)

5 weeks

Cotinine validated abstinence rates from smoking at 5 weeks after the target quit date were 43.1% in the confrontational counselling group versus 31.3% in the
control group (OR = 1.67, 95%CI = 0.97–2.87). The effect of confrontational counselling on abstinence was independently mediated by the expectation of getting a
serious smoking related disease in the future (OR = 1.76, 95%CI = 1.03–3.00), self-exempting beliefs (OR = 0.42, 95%CI = 0.21–0.84), and self-efficacy (OR =
1.38, 95%CI = 1.11–1.73)

19129277

Kotz, D, D

Efficacy of confronting smokers with
airflow limitation for smoking cessation.

IIc

RCT

n= 296

smokers with no prior diagnosis of
confrontational counselling by a nurse with nortriptyline for smoking
COPD were detected with mild-tocessation (experimental group);
moderate airflow limitation by means of
spirometry

regular counselling by a nurse with
5, 26 and 52 weeks
nortriptyline (control group 1); or ‘‘care
as usual’’ for smoking cessation by the
general practitioner (control group 2).

17727400

Luker, Karen A, KA

Smoking cessation interventions in chronic IIIa
obstructive pulmonary disease and the role
of the family: a systematic literature review.

SR

medium

very high

somkers with COPD

family-focused cessation intervention

at least 6 months

>6 months

The trials mostly included older male patients with CHD, predominantly myocardial infarction. Overall results found a positive effect of interventions on abstinence Department of Rehabilitation Psychology (University supports results of Cochrane report
after 6 to 12 months (OR = 1.66, 95% CI = 1.24-2.21), but substantial heterogeneity between trials. Clustering the trials by type of intervention reduced heterogeneity,
Freiburg, Head Professor Jürgen Bengel). Julia
although many trials used more than one type of intervention. Trials involving behavioral therapies or telephone contact were little different from self-help techniquesCritchley is funded by the Department for International
(OR = 1.65, 95% CI = 1.28-2.13 for behavioral therapies; OR = 1.58, 95% CI = 1.26-1.98 for telephone support; OR = 1.47, 95% CI = 1.10-1.97 for self-help).
Development, UK.
Treatment intensity was associated with study outcome. More intense interventions showed increased quit rates (OR = 1.95, 95% CI = 1.61-2.35) whereas
interventions of low intensity did not appear effective (OR = 0.92, 95% CI = 0.70-1.22). Studies with validated assessment of smoking status at follow-up had lower
efficacy than nonvalidated trials Smoking cessation interventions are effective in promoting abstinence up to 1 year, provided they are of sufficient intensity with a
minimum length of 1 month.

smoking-related respiratory symptom severity (SRRSS) OUTCOME: Baseline minus 3-month assessment difference in SRRSS score. RESULTS: Follow-up of 319 National Cancer Institute (R01 CA84392). Dr. Stein is
participants (83.3%), mean age 40.4 years, 51.4% male, who smoked 26.4 cigarettes per day, demonstrated a mean reduction of 16.7 cigarettes per day. A
a recipient of a NIDA Mid-Career Inves- tigator Award
reduction in cigarette use was positively and significantly (b=0.29, t=5.16, P<.001) associated with a reduction in smoking-related symptom severity after adjusting for
(K24 DA00512)
age, gender, race, years of regular smoking, baseline nicotine dependence, and history of treatment for asthma or emphysema. A 1 standard deviation reduction in
average daily smoking (about 14.1 cigarettes) was associated with a 0.28 standard deviation decrease in smoking-related symptom severity. Reduction in symptom
severity increases as absolute reduction in daily smoking increases.

Nine studies were selected. The average 12-month continuous abstinence rates were estimated to be 1.4% for usual care, 2.6% for minimal counselling, 6.0% for This study was financially supported by the Dutch
intensive counselling and 12.3% for pharmacotherapy. Compared with usual care, the costs per quality-adjusted life year (QALY) gained for minimal counselling, Government (Ministry of Health).
intensive counselling and pharmacotherapy were€16 900, €8200 and €2400, respectively. The results were most sensitive to variations in the estimation of the
abstinence rates and discount rates.

This study was funded by grants from the Dutch
Asthma Foundation, Partners in Care Solutions for
COPD (an initiative of the School for Primary Care
and Public Health (CAPHRI), Boehringer Ingelheim,
and Pfizer), and Maastricht University Hospital.

There was no difference in cotinine-validated prolonged abstinence rate between the experimental group (11.2%) and control group 1 (11.6%) from week 5–52 (odds
This study was funded by grants from the Dutch
ratio (OR) 0.96, 95% confidence interval (CI) 0.43–2.18). The abstinence rate was approximately twice as high in the experimental group compared with control
Asthma Foundation, Partners in Care Solutions for
group 2 (5.9%), but this difference was not statistically significant (OR 2.02, 95% CI 0.63–6.46).
COPD (an initiative of the School for Primary Care
and Public Health (CAPHRI) Boehringer Ingelheim and
Pfizer), and Maastricht University Medical Centre.

even studies were included. Six studies (11 papers) included data on marital status, smoking status of household members, support for quitting smoking and relatednone declared
variables. In two of the studies, the variable on the family was used to analyse smoking cessation outcomes. One additional study met the inclusion cri- terion of an
evaluation of a smoking cessation intervention, which also included a family focus in the intervention

changes in smoking-related respiratory
symptoms due to smoking cessation. a
small number of participants had a
history of asthma, or COPD but these
comorbidities are not the main focus of
this RCT. Belongs more to E 523

17636688

Rigotti, N A, NA

Interventions for smoking cessation in
hospitalised patients.

17196359

Christenhusz, Lieke, L

16899830

Ia

SR

very high

To determine the effectiveness of interventions for smoking cessation
that are initiated for hospitalised patients.

Prospective determinants of smoking
Ib
cessation in COPD patients within a high
intensity or a brief counseling intervention.

RCT

high

n = 225

moderate to severe COPD patients

One-year cotinine-validated continuous abstinence rates were 9% for
the minimal intervention strategy for lung patients (LMIS) and 19% for
the SmokeStopTherapy (SST).

Tønnesen, Philip, P

Nurse-conducted smoking cessation in
Ib
patients with COPD using nicotine
sublingual tablets and behavioral support.

RCT

high

n = 370

COPD patients

Nicotine sublingual tablet or placebo for 12 weeks combined with either
low support (four visits plus six telephone calls) or high support (seven
visits plus five telephone calls) provided by nurses.

16608935

Mendes, Eliana S, ES

Airway blood flow reactivity in healthy
IV
smokers and in ex-smokers with or without
COPD.

RCT

n = 30

healthy current smokers (n = 10),
healthy ex-smokers (n = 10), exsmokers with COPD (n = 10), and
healthy lifetime nonsmokers

In the ex-smokers with COPD, the albuterol responsiveness
Airway blood flow(Q ̇ aw)
measurement was repeated after 4 weeks of treatment with
fluticasone/salmeterol and after a drug washout period of 4 or 8 weeks.

The mean (+- SE) baseline Q ̇ aw values ranged between40.7 +- 3.9 and 50.9 +- 2.8

16246996

Wagena, E J, EJ

Efficacy of bupropion and nortriptyline for
smoking cessation among people at risk
for or with chronic obstructive pulmonary
disease.

Ib

RCT

high

n = 255

adults at risk for COPD or with COPD

All patients received smoking cessation counseling.

sustained-release bupropion (bupro- 26 weeks
pion SR) (150 mg twice daily) or
nortriptyline (75 mg once daily) for 12
weeks

The use of bupropion SR and nortriptyline sulted in higher prolonged abstinence rates compared with placebo, although only the difference between bupro- pion SRThis study was funded by grant 3.2.00.21 from the
and placebo was statistically significant (differ- ences with placebo, 13.1% [95% confidence interval, 1.2%- 25.1%] for bupropion SR and 10.2% [95% confidence Netherlands Asthma Foundation, Leusden; and by
interval, −1.7% to 22.2%] for nortriptyline). In patients with COPD, bupropion SR and nortriptyline seem efficacious in achieving prolonged abstinence (differences grant 2200.0111 from the Netherlands Organization
with pla- cebo, 18.9% [95% confidence interval, 3.6%-34.2%] for bupropion SR and 12.9% [95% confidence interval,
−0.8% to 26.4%] for nortriptyline). In
for Health Research and Development, The Hague.
participants at risk for COPD, no statistically significant differences with pla- cebo in prolonged abstinence rates were found.
Lundbeck BV, Amsterdam, the Netherlands, pro- vided
the nortriptyline free.

16203030

Hilberink, Sander R, SR

Smoking cessation in patients with COPD Ib
in daily general practice (SMOCC): six
months\' results.

RCT

high

n = 392

patients with COPD

smoking cessation counseling
according to an intensified minimal
intervention strategy with usual care

Significantly more smokers in the experimental group made a quit attempt (44.9% versus 36.5%) and actually quit smoking than in the control group (16.0% versus
8.8%). The motivation to stop smoking at baseline was not associated with smoking cessation.

15710956

Anthonisen, Nicholas R, NR

The effects of a smoking cessation
intervention on 14.5-year mortality: a
randomized clinical trial.

Ib

RCT

high

n = 5887

middle-aged volunteers with
The intervention was a 10-week smoking cessa- tion program that
asymptomatic air- way obstruction.
included a strong physician message and 12 group sessions using
Special intervention participants
behavior modification and nicotine gum, plus either ipratropium or a
received the smoking intervention
placebo inhaler
program and were compared with usual
care participants.

21621992

Tashkin, D P, DP

Lung function and respiratory symptoms in Ib
a 1-year randomized smoking cessation
trial of varenicline in COPD patients.

RCT

high

20864613

Tashkin, Donald P, DP

Effects of varenicline on smoking
Ib
cessation in patients with mild to moderate
COPD: a randomized controlled trial.

RCT

high

n = 540

studies of interventions for smoking
cessation in hospitalised patients,
using terms including (hospital and
patient*) or hospitali* or inpatient* or
admission* or admitted.

at least 6 months

Thirty-three trials met the inclusion criteria. Intensive counselling interventions that began during the hospital stay and continued with supportive contacts for at leastNHS Research and Development Programme, UK.
one month after discharge increased smoking cessation rates after discharge (Odds Ratio (OR) 1.65, 95% confidence interval (CI) 1.44 to 1.90; 17 trials). No
NIH / NHLBI Mid-career Investigator Award in Patient
statistically significant benefit was found for less intensive counselling interventions. The one study that tested a single brief (<=15 minutes) in-hospital intervention did
Oriented Research (#K24-044440), USA. INDEX
not find it to be effective (OR 1.16, 95% CI 0.80 to 1.67). Counselling of longer duration during the hospital stay was not associated with a higher quit rate (OR
TERMS
1.08,95% CI 0.89 to 1.29, eight trials). Even counselling that began in the hospital but had less than one month of supportive contact after discharge did not show
significant benefit (OR 1.09, 95% CI 0.91 to 1.31, six trials). Adding nicotine replacement therapy (NRT) did not produce a statistically significant increase in
cessation over what was achieved by intensive counselling alone (OR 1.47, 95% CI 0.92 to 2.35, five studies). The one study that tested the effect of adding
bupropion to intensive counselling had a similar nonsignificant effect (OR 1.56, 95% CI 0.79 to 3.06). A similar pattern of results was observed in smokers admitted

FortheSSTseparately,noindependentsignificantpredictorremained.FortheLMIS,attitudetowardssmokingcessation(OR:11.8; 95% CI: 1.7–81.5; p = .013) and cotinine The authors wish to thank the Netherlands Asthma
level (OR: 2.1; 95% CI: 1.08–3.93; p = .028) remained significant predictors. Within the LMIS, 31% of the variance in continuous abstinence was explained by theseFoundation (grant code: 3.4.01.67), the
variables ( p = .003).
Comprehensive Cancer Centre Stedendriehoek
Twente for their financial support, and
GlaxoSmithKline for providing Zyban1 free of charge.
Furthermore, we gratefully acknowledge all the
members of the Department of Pulmonary Medicine
atMedisch Spectrum Twente, Slotervaart hospital and
Catharina hospital and the Department of
Communication Studies of the University of Twente.
Additionally, we thank the data manager Betty Rinsma,
Tonny Knuif and Jan Goolkate for their contribution in
the salivary cotinine analysis.

6 and 12 months

Two hundred eighty-eight of 370 patients were evaluable for the final study end points. Smoking cessation rates were statistically significantly superior with sublingual
nicotine vs placebo for all measures of abstinence: 6-month point prevalence, 23% vs 10%; 12-month point prevalence, 17% vs 10%. There was no significant
difference in effect between low vs high behavioral support. The SGRQ score improved significantly in abstainers vs nonabstainers; the changes in mean scores
were –10.9 vs – 2.9 for total score, and – 28.6 vs

This research was supported by an academic
research grant from GlaxoSmithKline.

Lung Health Study III was supported by a cooperative
Vital status was followed up to At 5 years, 21.7% of special intervention participants had stopped smoking since study entry compared with 5.4% of usual care participants. After up to 14.5 years of
14.5 years.
follow-up, 731 patients died: 33% of lung cancer, 22% of cardiovascular disease, 7.8% of respiratory disease other than cancer, and 2.3% of un- known causes. All-agreement with the National Institutes of Health,
cause mortality was significantly lower in the special intervention group than in the usual care group (8.83 per 1000 person-years vs. 10.38 per 1000 person-years; P
National Heart, Lung, and Blood Institute (NHLBI1U10-HL59275).

smokers with mild-to-moderate COPD

varenicline 1 mg b.i.d. or placebo for
12 weeks

52 weeks

Primary endpoints of abstinence were previously reported. Secondary endpoints were mean changes from baseline in post-bronchodilator forced expired volume in This
1
study was funded by Pfizer Inc. (Registry:
s (FEV1) and CCQ scores. Change from baseline in post-bronchodilator FEV1 was significantly improved in continuous abstainers (121.8 mL) vs. continuous
http://www. clinicaltrials.gov; trial identifier:
smokers (37.9 mL) at Week 12 (P Z 0.0069), but not at Weeks 24 or 52. Mean change from baseline at Week 12 in CCQ Total Score was significantly better in
NCT00285012). Paul Enright, M.D., University of
continuous abstainers (␣1.04) vs. continuous smokers (␣0.53; P < 0.0001): this improvement was sustained at Weeks 24 and 52.
Arizona, Tucson, School of Medicine, Tucson, AZ,
USA, provided central quality assur- ance oversight
for spirometry. Editorial support for devel- opment of
this manuscript was provided by Abegale Templar,
PhD, of UBC Scientific Solutions and was funded by
Pfizer Inc.

patients with mild to moderate COPD
(postbronchodilator FEV1/FVC, , 70%;
FEV1 percent predicted normal value,
>= 50%) and without known psychiatric
disturbances

varenicline (n 5 250) or pla- cebo (n 5 40-week nontreatment follow- CAR for weeks 9 to 12 was significantly higher for patients in the varenicline group (42.3%) than for those in the placebo group (8.8%) (OR, 8.40; 95% CI, 4.99Editorial support for the development of this
254) for 12 weeks
up.
14.14; P,.0001). CAR in the patients treated with varenicline remained significantly higher than in those treated with placebo through weeks 9 to 52 (18.6% vs 5.6%)manuscript was provided by Brenda Smith, PhD, and
(OR, 4.04; 95% CI, 2.13-7.67; P,.0001). Nausea, abnormal dreams, upper-respiratory tract infection, and insomnia were the most com- monly reported adverse
administra- tive support was provided by Sue Francis,
events (AEs) for patients in the varenicline group. Serious AEs were infrequent in both treatment groups. Two patients in the varenicline group and one patient in theboth of UBC Scientific Solutions with funding from
placebo group died during the study. Reports of psychiatric AEs were similar for both treatment groups.
Pfizer Inc.
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Outcome and effect size

Funding

medium

n= 1038

smokers, hospitalised smokers

Stepped Care

usual care

min.=end of intervention;
max.=1 year

Little evidence was found to suggest that stepping up non-responders to more intensive therapy improved outcomes, a finding that could
partially be attributed to a lack of power to find significant effects. In one study, the application of a stepped care approach was found to
reduce treatment costs compared with usual care. There was some evidence that the greater differentiation between the intensity of the
interventions offered at each step, the better the outcome.

Smoking cessation treatment among IIc
patients in community-based
substance abuse rehabilitation
programs: exploring predictors of
outcome as clues toward treatment
improvement.

RCT

medium

n= 225

cigarette smokers from five
methadone maintenance
programs and two drug and
alcohol dependence treatment
programs

mod management and cognitive behavioral group counseling
plus transdermal nicotine patch treatment

substance abuse treatment
TAU vs. substance abuse
treatment TAU plus SC
treatment

weeks 13 and 26

Abstinence during treatment was positively associated with younger age, Hispanic or Caucasian ethnicity/race, employment or student
status, fewer cigarettes per day at baseline, and higher methadone doses.

Cooperative agreements from NIDA supported the
design, implemention and analysis within the Clinical
Trials Network

IIb

RCT

medium

n= 254

smokers with ADHD-IN and
ADHD-C

OROS-MPH or placebo as augmentation treatment to nicotine placebo
patch and counseling.

weeks 7 -10

The subtypes were similar in baseline demographic, smoking, and psychiatric history but differed in smoking cessation response to OROSMPH or placebo as a function of nicotine dependence level. The 3-way interaction was significant; c2(1) = 8.22, p < .01. Among highly
dependent smokers, the prolonged abstinence rates were greater with OROS-MPH than with placebo in the ADHD-C group (60% vs. 31.3%,
respectively, p < .05) but higher with placebo than with OROS-MPH in the ADHD-IN group (60% vs. 11.8%, respectively, p < .01). Abstinence
rates did not differ by subtype or treatment among smokers who were less nicotine dependent.

This study was conducted through the Clinical Trials
Network of the National Institute on Drug Abuse with
funding support through the following grants from the
National Institute on Drug Abuse: U10-DA015831
and K24 DA022288 to Harvard University, U10DA013035 and K24 DA022412 to New York State
Psychiatric Institute, U10-DA013046 to New York
University, U10-DA013036 to Oregon Health and
Science University, and U10-DA013732 to the
University of Cincinnati.; LSC received an
Investigator Initiated Research Award from Pfizer,
Inc. in 2009. Since 2007, LA received support for
research from and provided consultation activities to
Abbott Laboratories, Bristol Myers Squibb, Merck,
Novartis, Pfizer, Shire, Eli Lilly, OrthoMcNeill/Johnson
& Johnson, New River Pharmaceuticals, Cephalon,
Chelsea Therapeutics, and additional compensation
for consultancy to Organon and provided consultation
to Cortex Pharmaceutical, Sanofi-Aventis,
Psychogenics, Astra Zeneca, Epi-Q, INC Research,
United BioSource, Otsuka, and the Major League
Baseball Players Association. Other authors reported n

Kalman, David, D

Ib
Incremental efficacy of adding
bupropion to the nicotine patch for
smoking cessation in smokers with a
recent history of alcohol
dependence: results from a
randomized, double-blind, placebocontrolled study.

RCT

high

n= 148

smokers with between 2 and 12
months of alcohol abstinence

combination of nicotine patch and bupropion

nicotine patch and placebo
bupropion

7, 11 and 24 weeks

At follow up, differences between medication conditions were not significant. Seven-day point prevalence quit rates in the patch plus
bupropion vs. patch plus placebo conditions at week 24 were 6% and 11%, respectively. Differences between groups on prolonged
abstinence and time to first smoking lapse were also not significant. However, among participants who received bupropion, those who
accurately“guessed” that they were receiving bupropion were more likely to remain abstinent than those who incorrectly believed they were
receiving placebo.

David Kalman: NIDA R01-DA11713-01, NIDA had no
further role in study design; in the collection, analysis
and interpretation of data; in the writing of the report;
or in the decision to submit the paper for publication.
Peter Monti: NIAAA K05 Senior Scientist Award,
NIAAA had no further role in study design; in the
collection, analysis and interpretation of data; in the
writing of the report; or in the decision to submit the
paper for publication. Marc Mooney: NIDA K01-DA019446, NIAAA had no further role in study design; in
the collection, analysis and interpretation of data; in
the writing of the report; or in the decision to submit
the paper for publication. All other authors declared
nothing.

21475970

Tidey, Jennifer W, JW

Effects of contingency management
and bupropion on cigarette smoking
in smokers with schizophrenia.

Ib

RCT

high

n= 57

non-treatment-seeking
participants with a diagnosis of
schizophrenia or schizoaffective
disorder

300 mg/day bupropion; One week later, participants were
randomized to a contingency management(CM)
interventioninwhich reductionsinurinary cotinine levels were
reinforced,

placebo; non-contingent
reinforce- ment (NR)
condition in which session
attendance was reinforced,
regardless of cotinine level.

weeks 3 and 4

Cotinine and CO levels significantly decreased during the study period in participants randomized to the CM condition, but not the NR
condition. Bupropion did not reduce cotinine levels or increase the efficacy of CM. Cigarette craving and psychiatric symptom levels significantly decreased during the study in all groups

This work was funded by NIH grant R01- DA17566 to
the first author and a Senior Research Career
Scientist Award from the Department of Veterans
Affairs to the second author. This study was
conducted at the Providence Veterans Affairs Medical
Center and the Brown University Center for Alcohol
and Addiction Studies, Providence, RI, USA. Portions
of these data were presented at annual meetings of
the College on Problems of Drug Dependence and
the Society for Research on Nicotine and Tobacco.
The authors thank Laura Dionne for her assistance
with data management, Mihir Parikh, Elizabeth
Cathers, and Amy Adolfo Signore for assistance with
data collection, and the individuals who participated
in this study for their contributions

21404149

Molina-Linde, Juan M, JM

Effectiveness of smoking cessation
programs for seriously mentally ill.

Ib

SR

high

seriously mentally ill (Major
depression, Schizophrenia,
Psychosis)

Most of the interventions with severe mental patients use a
combination of pharmacological treatment together with an
educational approach or cognitive-behavioral treatment, an
approach similar to that used in the nonpsychiatric population.

21221531

Fucito, Lisa M, LM

A preliminary investigation of
varenicline for heavy drinking
smokers.

IIc

RCT

medium

heavy drinking smokers

smoking cessation counseling and were randomly assigned to usual 1 week pretreatment
receive either an extended 4-week pretreatment with
varenicline 2 mg daily

Jaehne, Andreas, A

The efficacy of stepped care models
involving psychosocial treatment of
alcohol use disorders and nicotine
dependence: a systematic review of
the literature.

21854292

Reid, Malcolm S, MS

21652734

Covey, Lirio S, LS

Divergence by ADHD subtype in
smoking cessation response to
OROS-methylphenidate.

21507585

IIa

Study type
SR

22280331

n= 30

Few studies focusing on smoking cessation in severe mental illness were found. In the treatment of smokers who suffer these mental
disorders, it is recommended to increase and prolong the treatment period, to implement joint psychoeducation techniques, cognitivebehavioral techniques and the use of any drug treatment that helps to control and / or reduce the occurrence of relapses in tobacco
consumption or baseline psychiatric symptoms. However, there is great heterogeneity in the recommendations given by the studies.

8 weeks

participants who received varenicline during the first 3 weeks reported significantly greater reductions in alcohol craving and numerically fewer
heavy drinking days compared to those who received placebo, and these differ- ences persisted during the open-label phase. Extended
pretreatment was associated with numerically greater reductions in cigarette smoking over the entire study period. There were no differences,
however, in smoking abstinence rates following the smoking quit date between the two groups

This research was supported in part by NIH grants
P50-AA15632 (SS0), K12-DA000167 (BAT), K05AA014715 (SSO), and P50- AA012870 (SSO), T32AA015496 (LMF), and the State of Connecticut,
Department of Mental Health and Addictions Services

Comments

21139110

McFall, Miles, M

Integrating tobacco cessation into
mental health care for posttraumatic
stress disorder: a randomized
controlled trial.

Ib

RCT

high

n= 943

smokers with military-related
PTSD who were recruited from
outpatient PTSD clinics at 10
Veterans Affairs medical center

Smoking cessation treatment integrated within mental health
care for PTSD delivered by mental health clinicians
(integrated care [IC]) vs referral to Veter- ans Affairs smoking
cessation clinics (SCC). Patients received smoking cessation
treat- ment within 3 months of study enrollment

18 to 48 months

Integrated care was better than SCC on prolonged abstinence (8.9% vs 4.5%; adjusted odds ratio, 2.26; 95% confidence interval [CI], 1.303.91; P =.004). Differ- ences between IC vs SCC were largest at 6 months for 7-day point prevalence abstinence(78/472[16.5%]vs34/471[7.2%], P .001)andremainedsignificantat18months (86/472 [18.2%] vs 51/471 [10.8%], P .001). Number of
counseling sessions re- ceived and days of cessation medication used explained 39.1% of the treatment effect.
Betweenbaselineand18months,psychiatricstatusdidnotdifferbetweentreatmentcon- ditions. Posttraumatic stress disorder symptoms for
quitters and nonquitters improved. Nonquitters worsened slightly on the Patient Health Questionnaire 9 relative to quitters
(differencesrangedbetween0.4and2.1, P =.03),whosescoresdidnotchangeovertime

This work was supported by the US Department of
Veterans Affairs Cooperative Studies Program (CSP
519).

20973856

Piper, Megan E, ME

Anxiety diagnoses in smokers
seeking cessation treatment:
relations with tobacco dependence,
withdrawal, outcome and response
to treatment.

Ib

RCT

high

n= 1504

daily smokers

Participants received six 10-minute individual counseling
sessions and either: placebo, bupropion SR, nicotine patch,
nicotine lozenge, bupropion SR + nicotine lozenge or nicotine
patch + nicotine lozenge.

8 weeks and 6 months

A structured clinical interview identified participants who ever met criteria for a panic attack ( n = 455), social anxiety ( n = 199) or generalized
anxiety disorder ( n = 99), and those who qualified for no anxiety diagnosis ( n = 891). Smokers with anxiety disorders reported higher levels
of nicotinedependenceandpre-quitwithdrawalsymptoms.Thoseevermeetingcriteriaforpanicattacksorsocialanxiety disorder showed greater quitday negative affect. Smokers ever meeting criteria for anxiety disorders were less likely to be abstinent at 8 weeks and 6 months post-quit
and showed no benefit from single-agent or combination-agent pharmacotherapies.

This research was conducted at the University of
Wisconsin, Madison and was supported by grant no.
P50 DA019706 from NIH/NIDA and by grant no. M01
RR03186 from the General Clinical Research
Centers Program of the National Center for Research
Resources, NIH. Dr Piper was supported by an
Institutional Clinical and Translational Science Award
(UW-Madison; KL2 grant no. 1KL2RR025012-01). Dr
Cook was supported by K08DA021311. Dr Baker
was supported via NCI 1K05CA139871. Medication
was provided to patients at no cost under a research
agreement with GlaxoSmith- Kline (GSK); no part of
this manuscript was written or edited by anyone
employed by GSK.

20889472

White, Marney A, MA

Effect of binge eating on treatment
outcomes for smoking cessation.

IIb

RCT

medium

n= 186

smokers

measure of body mass index; Dieting and Bingeing Severity
Scale

24 weeks

Among participants, 22% reported binge eating at baseline, 17% denied binge eating at baseline but endorsed binge eating by 6 weeks, and
61% denied binge eating at both timepoints. Participants who reported binge eating prior to or during treatment had lower quit rates at 6-week
postquit and at the 24-week follow-up point than those without binge eating; the groups did not differ at the 12-week follow-up point. The
group that experienced an emergence of binge eating reported significantly more weight gain than the other groups.

This research was supported by National Institutes of
Health grants (P50-DA13334, P50-AA15632, R25DA020515, K12-DA000167, and K23-DK071646)
from the National Institute on Alcohol Abuse and
Alcoholism, National Institute on Drug Abuse,
National Institute on Diabetes and Digestive and
Kidney Diseases and by the State of Connecticut,
Department of Mental Health and Addictions Services

20881400

Nieva, G, G

Simultaneous versus delayed
treatment of tobacco dependence in
alcohol-dependent outpatients.

Ib

RCT

high

n= 92

alcohol-dependent smokers

simultaneous group, in which treatment was given
concurrently for quitting both alcohol and tobac- co

delayed group, in which help
to quit smoking was given
after 6 months.

3 and 6 months

No differences were found in alcohol abstinence rates in time-to-first relapse or in cumula- tive abstinence at 6 months. Smoking cessation
rates were low overall, but better at 3 months in the simultaneous group, although differences later disappeared.

20492837

Ib
Winhusen, Theresa M, TM Impact of attentiondeficit/hyperactivity disorder (ADHD)
treatment on smoking cessation
intervention in ADHD smokers: a
randomized, double-blind, placebocontrolled trial.

RCT

high

n= 255

Adults (aged 18–55 years)
meeting DSM-IV criteria for
ADHD and inter-ested in quitting
smoking

OROS-MPH titrated to 72 mg/d (n = 127) ; All participants
received brief weekly individual smoking cessation counseling
for 11 weeks and 21 mg/d nicotine patches starting on the
smoking quit day (day 27) through study week 11.

placebo (n = 128)

1 month

Of 255 randomly assigned participants, 204 (80%) completed the trial. Prolonged absti-nence rates, 43.3% and 42.2%, for the OROS-MPH
and placebo groups, respectively, did not differ significantly (OR = 1.1; 95% CI, 0.63–1.79; P = .81). Relative to placebo, OROS-MPH
evidenced a great-er reduction in DSM-IV ADHD-RS score ( P< .0001) and in cigarettes per day during the post-quit phase ( P = .016).
Relative to placebo, OROS-MPH increased blood pressure and heart rate to a statisti-cally, but not clinically, significant degree ( P< .05);
medication discontinuation did not differ signifi-cantly between treatments.

20491721

Banham, Lindsay, L

Smoking cessation in severe mental
illness: what works?

Ia

SR

very high

n= 565

adult smokers with SMI

pharmacological and/or psychological interventions.

usual care or placebo

1 month; up to 25 months Most cessation interventions showed moderate positive results, some reaching statistical significance.
Onestudycomparedbehaviouralsupportandnicotinereplacementtherapy(NRT)tousualcareandshowedariskratio (RR) of 2.74 (95% CI
1.10–6.81) for short-term smoking cessation, which was not significant at longer follow-up. We pooled five trials that effectively compared
bupropion to placebo giving an RR of 2.77 (95% CI 1.48–5.16), which was comparable to Hughes et al .’s 2009 figures for general population
data; RR = 1.69 (95% CI 1.53–1.85). Smoking reductiondataweretooheterogeneousformetaanalysis,butresultsweregenerallypositive.Trialssuggestfewadverse events. All trials recorded psychiatric symptoms and the most significant
changes favoured the intervention groups over the control groups

20363092

McClure, Jennifer B, JB

Smoking outcome by psychiatric
history after behavioral and
varenicline treatment.

Ib

RCT

high

n= 542

behavioral counseling plus varenicline
smokers enrolled in the
COMPASS cessation trial with
(positive psychiatric history, PH+)
and without diagnosis of PH
based on medical record
evidence of anxiety, depression,
psychotic disorder, or bipolar
disorder.

20219292

Covey, Lirio S, LS

OROS-methylphenidate or placebo
for adult smokers with attention
deficit hyperactivity disorder:
racial/ethnic differences.

Ib

RCT

high

n= 253

adult smokers with ADHD (202
whites and 51 non-whites)

OROS-methylphenidate (OMPH)

20166836

Purvis, Tara L, TL

Varenicline use in patients with
mental illness: an update of the
evidence.

Ia

SR

very high

patients with a psychiatric
diagnosis

varinecline

20163382

Sonne, Susan C, SC

The relationship between depression Ib
and smoking cessation outcomes in
treatment-seeking substance
abusers.

RCT

high

smokers with depressive
symptomatology or history of
depression

treatment as usual (TAU) combined with nicotine patches plus TAU alone
cognitive behavioral group counseling for smoking cessation

n= 180

Placebo

This study was supported by the following grants
from the National Institute on Drug Abuse: U10DA015831 and K24 DA022288 to Harvard University
(Dr Weiss); U10-DA013035 to New York State
Psychiatric Institute (Dr Nunes); U10-DA013046 to
New York University (Dr Rotrosen); U10-DA013036
to Oregon Health and Science University (Dr
McCarty); and U10-DA013732 to the University of
Cincinnati (Dr Somoza). The study medication and

6 months

PH+ smokers took varenicline for fewer days on average (59.4 vs. 68.5, p ≤ .01) but did not differ in their use of behavioral treatment. PH+
smokers were more likely to report anxiety and depression, but side-effect intensity ratings did not differ after adjusting for multiple
comparisons. Overall, all side effects were rated as moderate intensity or less. Groups had similar 30-day abstinence rates at 6 months
(31.5% PH+ vs. 35.4% PH−,p = .35). In sum, having a psychiatric diagnosis in this trial did not predict worse treatment outcome or worse
treatment side effects

The COM-PASS trial was funded by the National
Cancer Institute (NCI; RO1 071358, G. Swan PI).
Pfizer, Inc., donated medication and provided nominal
financial support to SRI to help support data
collection at that site. However, neither NCI nor Pfizer
was involved in the collection or analysis of these
data, had any influence on the study design, or had
any influence over the content of this report. GH
provided in-kind pharmacy support of this research

11 weeks

The rate of four-week complete abstinence (no slips or lapses) was significantly higher with OMPH than placebo among non-white
(OMPH=42.9%, placebo=13.3%, chi(2)(1)=5.20, p=0.02) but not white participants (OMPH=23.1%, placebo=23.5%, chi(2)(1)=0.00, p=0.95).
Patterns of prolonged and point-prevalence abstinence among non-whites were similar but fell short of statistical significance. OMPH reduced
ADHD symptoms in both race/ethnic groups, and produced greater reductions in desire to smoke and withdrawal symptoms among the nonwhite than white participants. Change in desire to smoke, but not in withdrawal or ADHD symptoms predicted abstinence. The ability of
OMPH to reduce desire to smoke among non-whites appeared to mediate the medication's positive effect on abstinence.

none declared

Although the risk of potential neuropsychiatric events is evident through voluntary reporting systems and reported cases in the literature,
multiple studies and case reports support the use of Varenicline in the mental health population.

none declared

weeks 13 and 26

A significant association was seen between measures of depression and difficulty quitting cigarettes. Specifically, there was a greater
probability for smoking abstinence for those with lower baseline BDI-ll scores. These data suggest that evaluation and treatment of
depressive symptoms may play an important role in improving smoking cessation outcomes

Contingent participants achieved significantly more initial smoking abstinence, as evidenced by a greater percentage of smoking-negative
samples (55% vs. 17%) and longer duration of continuous abstinence (7.7 vs. 2.4 days) during the 2 week quit attempt than noncontingent
participants, respectively. Bupropion did not significantly influence abstinence outcomes.

1, 2, 4 and 8 weeks

Diagnostic groups included those who were never diagnosed, ever diagnosed (at any time, including in the past year), and those with pastyear diagnoses (with or without prior diagnosis). Some diagnostic groups had lower follow-up abstinence rates than did the never diagnosed
group ( p’s < .05). At 8 weeks post-quit, strong associations were found between cessation outcome and both past-year mood disorder and
ever-diagnosed anxiety disorder. At 6 months post-quit those ever diagnosed with an anxiety disorder ( OR = .72, p = .02) and those ever
diagnosed with more than one psychiatric diagnosis ( OR = .74, p = .03) had lower abstinence rates. The diagnostic categories did not differ
in smoking heaviness or the FTND, but they did differ in dependence motives assessed with the WISDM.

placebo

4 weeks

ANOVA revealed a signi fi cant treat-ment-by-time interaction for tobacco consump-tion and tobacco craving (each p < 0.0001). The
rivastigmine group showed a decrease in daily smoked cigarettes ( −30 % ), in exhaled car-bon monoxide (−32 % ) and in tobacco craving
(−18 % ) whereas controls did not show signi fi-cant changes. ANCOVA revealed rivastigmine e ff ects to be more prominent in smokers su ff
er-ing from more severe tobacco dependence. None of the patients developed an alcohol relapse or an increase in alcohol craving.

The study was supported by the Central Institute of
Mental Health Mannheim, Germany

Naltrexone; All participants received nicotine patches and
behavioral counseling up through 4 weeks after the quit date

placebo

4 weeks

Naltrexone significantly reduced weekly heavy drinking rates. This effect was associated with greater nausea and pill taking adherence within
the naltrexone group. Within heavy drinkers, naltrexone also directionally improved smoking quit rates compared with placebo. Liver enzyme
levels did not differ during treatment with naltrexone compared with placebo

This research was supported by NIH #R01DA016834 and #K08-AA00276; the University of
Chicago Cancer Research Center, P30-CA14599;
and the University of Chicago General Clinical
Research Center, #M01-RR00055.

patients with a history of smoking
enrolled in the Enhancing
Recovery in Coronary Heart
Disease Patients (ENRICHD)
trial; post-MI patients with
depression, low perceived social
support or both.

CBT

usual care

6, 18, 30, 42, and 54
months

CBT did not significantly reduce post-MI smoking across all intervention patients with a history of smoking. However, CBT did reduce post-MI
smoking among the subgroup of depressed patients with adequate perceived social support (OR, 0.68; 95% CI, 0.47– 0.98).

n= 3898

Participants in brief alcohol
interventions

brief alcohol interventions

6-12 month, one study 3
years

There were no between-group differences in smoking cessation or reduction across these studies. High levels of smoking cessation were
detected in both brief intervention and control groups with much heterogeneity between studies. Brief alcohol interventions do not also reduce
cigarette smoking, and it appears unlikely that there exist other important secondary effects

n= 118

Alcohol dependent enrolled in an
intensive outpatient substance
abuse treatment program

Brief treatment consisted of a 15-minute counseling session
with 5 min follow-up. Intensive intervention consisted of three
one-hour counseling sessions plus eight weeks of nicotine
patch therapy.

14-days, 3-months, and 6- The cigarette abstinence rate, verified by breath CO, was significantly higher for intensive (27.5%) versus brief (6.6%) treatment at one month
months
post quit date but not at six months when abstinence rates fell to 9.1% and 2.1%. Smoking treatment assignment did not significantly impact
alcohol outcomes. Although intensive smoking treatment was associated with higher rates of short term tobacco abstinence, other, perhaps
more intensive smoking interventions are needed to produce lasting smoking cessation in alcohol dependent smokers.

PTSD samples

bupropion; individual behavioral counseling; integrating
tobacco dependence treatment with routine mental health
care; nicotine patch, gum, and spray alone or in combination

N/A - 12 months

Most studies showed a positive relationship between PTSD and smoking and nicotine dependence, with odds ratios ranging between 2.04
and 4.52. Findings also suggest that PTSD, rather than trauma exposure itself, is more influential for increasing risk of smoking. A small but
growing literature has examined psychological factors related to smoking initiation and maintenance and the overlapping neurobiology of
PTSD and nicotine dependence. Observational studies indicate that smokers with PTSD have lower quit rates than do smokers without
PTSD. Yet a few tobacco cessation treatment trials in smokers with PTSD have achieved quit rates comparable with controlled trials of
smokers without mental disorders. In conclusion, the evidence points to a causal relationship between PTSD and smoking that may be
bidirectional. Specific PTSD symptoms may contribute to smoking and disrupt cessation attempts.

n = 225

Cigarette smokers from five
methadone maintenance
programs and two drug and
alcohol dependence treatment
program

(1) SC treatment as an adjunct to substance abuse treatmentas-usual (TAU) or (2) substance abuse TAU. Smoking
cessation treatment consisted of 1 week of group counseling
before the target quit date and 8 weeks of group counseling
plus transdermal nicotine patch treatment (21 mg/day for
Weeks 1–6 and 14 mg/day for Weeks 7 and 8) after the
target quit date.

13 and 26 weeks

Smoking abstinence rates in SC, 10%–11% during treatment and 5%–6% at the 13- and 26-week follow-up visits, were significantly better
than those in TAU during treatment ( p b .01). In addition, SC was associated with significantly greater reductions as compared with TAU in
cigarettes smoked per day (75% reduction, p b .001), exhaled carbon monoxide levels ( p b .001), cigarette craving ( p b .05), and nicotine
withdrawal ( p b .05). Smoking cessation did not differ from TAU on rates of retention in substance abuse treatment, abstinence from primary
substance of abuse, and craving for primary substance of abuse. Compliance with SC treatment, moderate at best, was positively associated
with smoking abstinence rates. Smoking cessation treatment resulted in significant reductions in daily smoking and modest smoking
abstinence rates without having an adverse impact on substance abuse rehabilitation when given concurrently with outpatient substance
abuse treatment. Substance abuse treatment programs should not hesitate to implement SC for established patients

Cooperative agreements from the National Institute
on Drug Abuse (NIDA) supported the design,
implementation, and analyses within the NIDA
Clinical Trials Network:

n= 58

Participants were enrolled within
1 week of entry into alcohol
treatment from community and
Veterans Affairs Substance Use
Disorder programs

All participants received nicotine patch and were invited to
attend a smoking cessation lecture and group; sustainedrelease bupropion as a smoking cessation aid

6 months

Bupropion when added to nicotine patch did not improve smoking outcomes. One third of participants on bupropion reported discontinuing the
drug during weeks 1e4. Participants reported cigarette outcomes with nicotine patch that are similar to those seen in the general population.
All study participants significantly reduced cigarette use. Comorbid affective disorder or antipersonality disorder did not affect outcomes.
Alcohol outcomes were improved in those who discontinued cigarettes

This study was funded by the National Institute on
Alcohol Abuse and Alcoholism (R21 AA13689-01).

Dunn, Kelly E, KE

A contingency-management
intervention to promote initial
smoking cessation among opioidmaintained patients.

Ib

RCT

high

n= 40

methadone- or buprenorphinemaintained cigarette smokers

Contingent participants received vouchers based on breath
carbon monoxide levels during Study Days 1 to 5 and urinary
cotinine levels during Days 6 to 14. Voucher earnings began
at $9.00 and increased by $1.50 with each subsequent
negative sample for maximum possible of $362.50.participants
who were interested and medically eligible could also receive
bupropion (Zyban).

20099946

Piper, Megan E, ME

Psychiatric disorders in smokers
seeking treatment for tobacco
dependence: relations with tobacco
dependence and cessation.

IIb

RCT

medium

n= 1504

smokers

aided smoking cessation attempt as part of a clinical trial

19452376

Diehl, A, A

Rivastigmine reduces tobacco
craving in alcohol-dependent
smokers.

IIb

RCT

medium

n= 26

alcohol-dependent smokers

rivastigmine 6 mg / day

19302083

King, Andrea, A

Naltrexone decreases heavy
drinking rates in smoking cessation
treatment: an exploratory study.

Ib

RCT

high

n= 78

nonalcoholic social drinking
smokers

18842753

Trockel, Mickey, M

Smoking behavior postmyocardial
infarction among ENRICHD trial
participants: cognitive behavior
therapy intervention for depression
and low perceived social support
compared with care as usual.

IIIb

RCT

low

n= 1233

18457926

McCambridge, Jim, J

Do brief interventions which target
alcohol consumption also reduce
cigarette smoking? Systematic
review and meta-analysis.

IIIa

SR

low

18072840

Cooney, Ned L, NL

Concurrent brief versus intensive
smoking intervention during alcohol
dependence treatment.

IIb

RCT

medium

17978982

Fu, Steven S, SS

Post-traumatic stress disorder and
smoking: a systematic review.

IIIa

SR

low

17951021

Reid, Malcolm S, MS

Smoking cessation treatment in
community-based substance abuse
rehabilitation programs.

RCT

17889314

Grant, Kathleen M, KM

Bupropion and nicotine patch as
IIb
smoking cessation aids in alcoholics.

RCT

medium

This research was supported by National Institute on
Drug Abuse Grant R01 DA019550 (Sigmon) and
National Institute of Drug Abuse Grant T32
DA007242 (Higgins).

30, 60 and 90 days

20158293

Noncontingent participants
earned vouchers
independent of smoking
status. Although not a
primary focus,

placebo

This research was supported by Grants R01
AA11197 and P50 AA15632 from the National
Institute on Alcoholism and Alcohol Abuse and by the
U.S. Department of Veterans Affairs

14 days

ED data revealed an increase in frequency of alcohol urges after smoking episodes. Drinking relapse episodes were predicted by prior ED
ratings of low self-efficacy to resist drinking and high urge to smoke. Smoking relapse episodes were predicted by high urge to smoke and
high negative, high arousal mood. Results were seen as supportive of both a cross substance cue reactivity model of multiple substance use,
and a limited- strength model, but not a cross substance coping model

This research was supported by Grant R01 AA11197
from the National Institute on Alcoholism and Alcohol
Abuse, by Grant P50 DA13334 from the National
Institute on Drug Abuse, and by the Department of
Veterans Affairs

1 and 6 months

Results suggest that although between-group differences on outcome measures were not significant at follow-up, smoking behavior
decreased in both groups with approximately 10% achieving 1-month smoking abstinence at 6-month follow-up. Furthermore, participant
response to MET varied by level of alcohol use and impulsivity such that participants with lower levels of alcohol use and impulsivity had
significantly greater response to MET. In contrast, participants who endorsed higher rates of alcohol use and impulsivity responded better to
the control than the MET condition. Results suggest that MET may be an effective intervention for some adolescent smokers but may be
contraindicated for adolescents who have concomitant problems with alcohol use or impulsivity

This work was supported by a grant from the National
Institute on Drug Abuse awarded to the first author
(DA13182-02).

6 months

In multivariate analysis controlling for demographics, nicotine dependence, depressive symptoms, and smoking-related symptoms, we found
longer periods of abstinence in persons reporting at least one 24-hr quit attempt in the year prior to baseline ( OR 5 1.97, p 5 .003), in those
anticipating success in cessation ( OR 5 1.33, p 5 .024), and in those with a greater percentage of nicotine patch use days ( OR 5 2.78, p ,
.001). Past quit attempts, self-efficacy, and constant nicotine replacement were associated with duration of abstinence among methadonemaintained smokers.

This study was funded by National Cancer Institute
grant CA84392. Dr. Stein is a recipient of a National
Institute on Drug Abuse Mid-Career Investigator
Award (DA00512)

placebo

24 weeks

Smoking behavior did not differ between both groups at baseline. After treatment, the intention-to-treat analysis revealed significant
differences with a 20% lower cumulative number of smoked cigarettes and a 15% lower number of smoking days in the galantamine group
compared to placebo. The average number of smoked cigarettes per smoking day as well as the cotinine values decreased about 10%.
Cotinine values showed a positive correlation with the number of documented cigarettes, validating the patients’ diaries.

usual care

6 months

Significant differences in 6-month smoking cessation rates were noted with 47% quitting in the intervention compared with 31% in usual care
The Department of Veterans Affairs IIR98-500,
(P < 0.05). Alcohol and depression rates improved in both groups, with no significant differences in 6-month depression and alcohol outcomes. GlaxoSmithKline through the Managed Care Forum,
and the NIH through the University of Michigan’s
Head and Neck Specialized Programs of Research
Excellence grant 1P50 CA97248. The costs of
publication of this article were defrayed in part by the
payment of page charges.

1, 6, 12 and 26 weeks

Mixed regression analysis showed that participants who reported alcohol use during tobacco cessation treatment were significantly less likely
to abstain from tobacco smoking (OR=0.42, 95% CI=0.23–0.78, t = −2.78, df =540, p =0.0057). However, pre-enrollment alcohol use was not
significantly associated with either short- or long-term tobacco abstinence. If confirmed in a larger group of adolescents, our findings suggest
that youths attempting to quit smoking should abstain from alcohol

This study was supported by the Intramural Research
Program of the National Institutes of Health, National
Institute on Drug Abuse.

Placebo

4 and 8 weeks

Those in the burpropion group reported significantly less craving (p<.02) and less exposure to cigarette smoke over time (expired carbon
monoxide, p<.01). There were no serious adverse events and no main effects on medication group on either per subject or total number of
adverse effects. All those who completed treatment remained abstinent from alcohol.

University of Michigan's General Clinical Research
Center (GCRC) Grant # MOI RR00042

placebo gum under doubleblind conditions.

12 months

Analysis of 1-year follow-up data revealed that patients receiving nicotine patch plus active gum had better smoking outcomes than those
receiving patch plus placebo gum on measures of time to smoking relapse and prolonged abstinence at 12 months. Alcohol outcomes were
not significantly different across medication conditions

The project described was supported by award
number R01 AA011197 and P50 AA1563 from the
National Institute on Alcohol Abuse and Alcoholism
and by a MIRECC award from the Department of
Veterans Affairs.
Thecontentissolelytheresponsibilityof theauthorsand
does not necessarily represent the official views of
the National Institute on Alcohol Abuse and
Alcoholism, the National Institutes of Health or the
Department of Veter- ans Affairs.

Placebo
Open-label treatment with nicotine patch therapy was
provided to all subjects for 8 weeks. The initial nicotine patch
dose was determined by the subject’s baseline serum cotinine
concentration with an aim to achieve 100% cotinine
replacement. All subjects who were confi rmed abstinent from
smoking throughout the fi nal week of nicotine patch therapy
(Week 8) were randomly assigned to receive bupropion SR
300 mg/day or placebo through Week 52.

weeks 52 and 76

No signifi cant difference was observed between the bupropion and placebo groups for rates of continuous smoking abstinence, 41.1% (95%
CI = 28.1% – 55.0%) versus 40.7% (95% CI = 27.6% – 55.0%), respectively, p = 1.0, or point prevalence abstinence, 39.3% (95% CI =
26.5% – 53.3%) versus 40.7% (95% CI = 27.6% – 55.0%), respectively, p = 1.0, at the end of the treatment (Week 52). Relapse to alcohol
occurred in 4% of subjects ( n = 4) during the study.

Funding was provided by National Institute on
Alcohol Abuse and Alcoholism grant AA11219.

along with 8-weeks of nicotine replacement therapy, either a 4session standard smoking cessation treatment (ST, n = 119)
or standard treatment of equal intensity that incorporated brief
alcohol intervention (ST-BI, n = 117).

26 weeks

Across follow-ups over 26 weeks, participants in ST-BI reported approximately 20% fewer drinks per week ( p< .027) and greater smoking
abstinence (adjusted odds ratio= 1.56 [95% CI =1.01-2.43]) than those in ST; however, effects on smoking were primarily evident at 2 weeks
after quit date and were near zero by 16 weeks. The effect of ST-BI on smoking outcome was most robust among moderately heavy drinkers
compared to very heavy drinkers.

17874878

Cooney, Ned L, NL

Alcohol and tobacco cessation in
alcohol-dependent smokers:
analysis of real-time reports.

IV

RCT

very low

n= 102

alcohol dependent smokers

a trial of concurrent alcohol and tobacco treatment. After
discharge from treatment, participants completed 14 days of
electronic diary (ED) assessments of mood, self-efficacy,
urges to drink or smoke, and drinking and smoking behavior.

17428617

Helstrom, Amy, A

Motivational enhancement therapy
for high-risk adolescent smokers.

IIb

RCT

medium

n= 81

adjudicated adolescents

motivational enhancement therapy (MET)

17365774

Stein, Michael D, MD

Smoking cessation patterns in
methadone-maintained smokers.

IIIa

RCT

low

n= 383

nicotine patch (8–12 weeks) plus either (a) a baseline tailored
smokers from five methadone
maintenance treatment centers in brief motivational intervention, a quit date behavioral skills
counseling session, and a relapse prevention follow-up
Rhode Island
session, or (b) brief advice using the National Cancer
Institute’s 4A’s model.

17190371

Diehl, A, A

Ib
Galantamine reduces smoking in
alcohol-dependent patients: a
randomized, placebo-controlled trial.

RCT

high

n= 114

alcohol-dependent smokers;
included patients in the study
irrespective of an intention to
abstain from nicotine.

GALtreatment; Specific treatment for cessation or reduction of
smoking was not provided.

17119047

Duffy, Sonia A, SA

IIb
A tailored smoking, alcohol, and
depression intervention for head and
neck cancer patients.

RCT

medium

n= 184

Patients with head and neck
cancer with at least one of these
disorders: smoking, alsohol use
and depression

nurseadministered intervention consisting of cognitive
behavioral therapy and medications

16814935

Jaszyna-Gasior, Maria, M

Alcohol use and tobacco abstinence
among adolescents in cessation
treatment: preliminary findings.

IV

RCT

very low

n= 101

tobacco-dependent adolescents
undergoing cessation treatment.

three study groups: active gum–placebo patch, active
patch–placebo gum and placebo patch–placebo gum.

21797811

Karam-Hage, Maher, M

Bupropion-SR for smoking cessation Ib
in early recovery from alcohol
dependence: a placebo-controlled,
double-blind pilot study.

RCT

high

n= 11

alcohol- and nicotine dependent
smokers

Bupropion

19549054

Cooney, Ned L, NL

Smoking cessation during alcohol
treatment: a randomized trial of
combination nicotine patch plus
nicotine gum.

IIb

RCT

medium

n= 96

men and women with a diagnosis All participants received open-label transdermal nicotine
of alcohol abuse or dependence
patches and were randomized to receive either 2 mg nicotine
gum
and smoking15 or more
cigarettes per day.

19483180

Hays, J Taylor, JT

A randomized, controlled trial of
bupropion sustained-release for
preventing tobacco relapse in
recovering alcoholics.

Ib

RCT

high

n=110

met DSM - IV criteria for a history
of alcohol abuse or dependence
and had at least 1 year of
continuous abstinence from
alcohol and drugs

18837602

Kahler, Christopher W,
CW

Addressing heavy drinking in
smoking cessation treatment: a
randomized clinical trial.

IIb

RCT

medium

n= 236

Heavy drinkers seeking smoking
cessation treatment

education control

10 weeks

Significant differences in treatment retention were observed (BUPRE+BUPRO, 58%; BUPRE+PBO, 90%). BUPRO treatment was not more
effective than placebo for abstinence from tobacco, opioids, or cocaine in BUPRE stabilized patients. These preliminary findings do not
support the efficacy of BUPRO, in combination with BUPRE, for concurrent treatment of opioid and tobacco addiction Cigarette
Smoking—Abstinence rates during the 10-week treatment phase did not differ, by medication,χ2 (1) = .28, p = .50, biweek,χ2 (4) = 1.53, p =
.82, or their interaction,χ2 (4) = 3.31, p = .51 (see Figure 2, Panel B). Overall smoking abstinence rates were BUPRE+PBO (11.4%) and
BUPRE+BUPRO (13.7%). A sensitivity analysis was undertaken defining abstinence as CO less than 8 and 3 ppm, respectively. 30, 34
Although the relative superiority of BUPRE+BUPRO to BUPRE+PBO persisted, no statistically reliable differences were detected

This research was supported by National Institute on
Drug Abuse (NIDA) grant P50-DA18197 and the VA
New England MIRECC. Reckitt Benckiser provided
an unrestricted grant of buprenorphine for this study.
Individual authors were supported by individual
career development awards: K01-DA-019446 (MM),
K05-DA0454 (TRK), and K12-00167 (MS)

6-12 months

The present review included 212 published reports from 149 trials. Alcohol-related exclusion criteria appeared frequently (41.6% of
trials)—45/125 NRT trials (36%), 15/22 bupropion SR trials (68.2%) and 3/3 varenicline trials—and most commonly involved exclusion of
participants with either current or recent alcohol problems. Most studies failed to provide any baseline alcohol-related characteristics. Eleven
trials reported on the relationship between alcohol history and likelihood of smoking cessation. In the majority of these studies, smokers with
a past history of alcohol problems were not at a disadvantage, although contrary findings exist. Only two studies examined the potential
influence of smoking cessation on alcohol use.

R. Leeman received support from NIH grant # T32
DA07238. C. Huffman and S. O’Malley were
supported by grant # P50AA015632. S. O’Malley was
also supported by grant # K05AA014715. In the past
year, Dr. O’Malley has served as a consultant to
GlaxoSmithKline and Eli Lilly, and has received
medication supplies for research from Mallinckrodt
Pharmaceuticals and Sanofi Aventis. Dr. O’Malley is
an inventor on patents held by Yale University for
naltrexone for smoking cessation.

For tobacco, the area is controversial but promising new products that reduce the harms associated with smoking are being developed. In the
area of illicit drugs there is solid efficacy, effectiveness and economic data to support needle syringe programmes and outreach programmes.
There is limited published evidence to date for other harm reduction interventions such as non-injecting routes of administration, brief
interventions and emerging positive evidence for supervised injecting facilities. There is sufficient evidence to support the wide-spread
adoption of harm reduction interventions and to use harm reduction as an overarching policy approach in relation to illicit drugs. The same
cannot be concluded for alcohol or tobacco. Research at a broad policy level is required, especially in light of the failure by many policy
makers to adopt cost-effective harm reduction interventions.

This work was completed in association with the Drug
Policy Modelling Project, funded by the Colonial
Foundation Trust

4, 12, 24 and 36 weeks

Differences between dose conditions were nonsignificant, although, unexpectedly, outcomes favored participants in the 21-mg NP condition.
Nicotine abstinence rates in the 21- and 42-mg NP conditions on Week 36 follow- up were 16.9% and 9.2%, respectively. Patch condition did
not interact with severity of nicotine dependence. However, nicotine abstinence at follow-up was related to a longer length of alcohol
abstinence. No evidence was found for better outcomes as a function of the percentage of baseline cotinine replaced by NPs.

This research was supported by a research grant
(R29- DA11713-01) from the National Institute on
Drug Abuse

nicotine replacement plus
behavioral treatment versus
nicotine replacement alone
for smoking cessation

3 months

smoking-related respiratory symptom severity (SRRSS) OUTCOME: Baseline minus 3-month assessment difference in SRRSS score.
RESULTS: Follow-up of 319 participants (83.3%), mean age 40.4 years, 51.4% male, who smoked 26.4 cigarettes per day, demonstrated a
mean reduction of 16.7 cigarettes per day. A reduction in cigarette use was positively and significantly (b=0.29, t=5.16, P<.001) associated
with a reduction in smoking-related symptom severity after adjusting for age, gender, race, years of regular smoking, baseline nicotine
dependence, and history of treatment for asthma or emphysema. A 1 standard deviation reduction in average daily smoking (about 14.1
cigarettes) was associated with a 0.28 standard deviation decrease in smoking-related symptom severity. Reduction in symptom severity
increases as absolute reduction in daily smoking increases.

National Cancer Institute (R01 CA84392). Dr. Stein is
a recipient of a NIDA Mid-Career Inves- tigator Award
(K24 DA00512)

nutrition focused attention
matched control group

3 and 6 months

relative to CG participants,significantly more CBT participants reduced smoking intensity by 50% (x2(1,N = 58) = 4,86, p = .028) at end of
treatment. Although CBT participants maintained smoking reductions at 3 and 6 months follow up, group differences were no more significant.
No group differences in cessation emerged. Finally participants in both groups evidenced increased motivation to reduce smoking at the end
of treatment. (F(1,44) = 11.717, p = .001, np2 = .207)

NationalInstitute Of Drug Abuse (NIDA)
(F31DA023738, principal investigator: Schleicher)
and the University of Montana

We examined the compar- ative effectiveness of smoking
cessation strategies on abstinence rates, differential effects of
cessation strate- gies by depression status (i.e., history
positive vs. current depression), and differential effects by
gender.

We identified 16 unique RCTs, of which, only three trials recruited participants with current depres- sion. Meta-analysis demonstrated a
small, positive effect of adding behavioral mood management (RR = 1.41, 95% CI 1.01–1.96). All included antidepressant trials showed
small, positive effects, but risk ratio summary was not significant (RR = 1.31, 95% CI 0.73–2.34). Three NRT trials demonstrated small,
positive effects on smoking cessation rates. We found insufficient evidence to examine gender and depression status moderator effects.

Department of Veterans Affairs, Veterans Health
Administration, Office of Research and Development Evidence-based Synthesis Project [Project
Number: ESP 09– 010]. At the time of these
analyses, Dr. Gierisch was funded by an AHRQ
NRSA postdoctoral traineeship at Duke University
Medical Center [Grant No. T-32-HS000079].

whether adult smokers with and without a history of major
depressive disorder (MDD) differ in their endorsement of
smoking expectancies. The secondary aim of the study was to
examine whether there were interactions of depression and
gender on the endorsement of expectancies. Adult cigarette
smokers participating in a clinical trial of Selegiline
hydrochloride for smoking cessation were classified as having
a history of depression (MDD+, n=26) or no history of
depression (MDD −, n = 75). History of depression and
smoking expectancies were assessed prior to randomization
into the clinical trial.

There was a main effect of depression on 7 out of 10 of the assessed beliefs. MDD+ smokers, compared to MDD − smokers, more strongly
endorsed beliefs that smoking reduces negative affect, boredom, and cravings; smoking increases stimulation and social facilitation; smoking
helps to manage cravings and weight; and that the taste is enjoyable. The main effect of gender and the interactive effect of depression and
gender were not significant. Incorporating expectancies into cognitive–behavioral treatments for smoking cessation may be useful for smokers
with a history of depression.

18612883

Mooney, Marc E, ME

Preliminary study of buprenorphine
and bupropion for opioid-dependent
smokers.

IIb

RCT

medium

n= 40

opioid-dependent smokers
stabilized on buprenorphine
(BUPRE, 24 mg/day).

bupropion (BUPRO, 300 mg/day) ; Participants received
contingent, monetary reinforcement for abstinence from
smoking, illicit opioids, and cocaine

17526629

Leeman, Robert F, RF

Alcohol history and smoking
cessation in nicotine replacement
therapy, bupropion sustained
release and varenicline trials: a
review.

IIa

SR

medium

n= 5399

smokers

nicotine replacement therapy (NRT), bupropion sustained
release (SR) and varenicline

17132577

Ritter, Alison, A

A review of the efficacy and
effectiveness of harm reduction
strategies for alcohol, tobacco and
illicit drugs.

IIa

SR

medium

16616165

Kalman, David, D

High-dose nicotine patch therapy for
smokers with a history of alcohol
dependence: 36-week outcomes.

IIb

RCT

medium

n= 130

16191133

Stein, Michael D, MD

Respiratory symptom relief related
to reduction in cigarette use.

IIb

RCT

medium

n= 383, follow- smokers from 5 methadone
up of 319
maintenance programs 29.2%
had a history of treatment for
asthma and 6.9% for
emphysema/COPD.

nicotine replacement, behavioral treatment

22171728

Schleicher, Holly E, HE

Mood management intervention for
college smokers with elevated
depressive symptoms: a pilot study.

IIb

RCT

medium

n = 58

depressive college smokers

group based behavioural counseling, mood management and
motivational enhancement combined intervention (CBT)

22038468

Gierisch, Jennifer M, JM

Smoking cessation interventions for Ia
patients with depression: a
systematic review and meta-analysis.

Metaanalysis

very high

depressive smokers

21239119

Weinberger, Andrea H, AH Differences in smoking expectancies IIb
in smokers with and without a
history of major depression.

depressive and non-depressive
smokers

medium

placebo

Employing a strict definition of harm reduction, evidence for
the efficacy and effectiveness of alcohol, tobacco and illicit
drug harm reduction interventions were reviewed.

n = 101

heavy smokers with a history of
alcohol dependence.

high-dose nicotine patch (NP) therapy: 42 or 21 mg of
transdermal nicotine

21035610

Kapson, Heather Schloss, Depression vulnerability moderates
HS
the effects of cognitive behavior
therapy in a randomized controlled
trial for smoking cessation.

Ib

RCT

high

20491721

Banham, Lindsay, L

Smoking cessation in severe mental
illness: what works?

Ia

RCT

very high

20363092

McClure, Jennifer B, JB

Smoking outcome by psychiatric
history after behavioral and
varenicline treatment.

Ib

RCT

high

20163382

Sonne, Susan C, SC

The relationship between depression Ib
and smoking cessation outcomes in
treatment-seeking substance
abusers.

RCT

20099950

MacPherson, Laura, L

Randomized controlled trial of
behavioral activation smoking
cessation treatment for smokers
with elevated depressive symptoms.

Ib

20099949

Cinciripini, Paul M, PM

Effects of an intensive depressionfocused intervention for smoking
cessation in pregnancy.

20099946

Piper, Megan E, ME

19574407

Strong, David R, DR

n = 100

1 and 3 months

Outcome (7-day point prevalence abstinence) was evaluated 1 month and 3 months after quit date. Baseline self-reported depression
vulnerability (sample median split on the Depression Proneness Inventory) moderated treatment response, such that more depression- prone
smokers fared better in CBT whereas less depression- prone smokers fared better in the comparison condition. These results may have
implications for determining when to use CBT components in smoking cessation programs.

grant 2R15CA77732-02 from the National Cancer
Institute.

male and female smokers

8-session group CBT

time-matched comparison
group condition

severe mental ill smokers

randomized controlled trials (RCTs) of smoking cessation or
reduction conducted in adult smokers with SMI.

usual care or placebo

n = 271

male and female smokers

Treatment outcomes were compared across smokers enrolled
in the COMPASS cessation trial with (positive psychiatric
history [PH+], n = 271) and without (PH −, n = 271) a
diagnosis of PH based on medical record evidence of anxiety,
depression, psychotic disorder, or bipolar disorder. Everyone
received behavioral counseling plus varenicline and was
followed for 6 months post quit date. PH+ smokers took
varenicline for fewer days on average (59.4 vs. 68.5, p ≤ .01)
but did not differ in their use of behavioral treatment.

high

n = 225

depressive smokers

comparing treatment as usual (TAU) combined with nicotine
patches plus cognitive behavioral group counseling for
smoking cessation (n=153) to TAU alone (n=72) for patients
enrolled in treatment programs for drug or alcohol
dependence, who were interested in quitting smoking. This
report is a secondary analysis evaluating the effect of
depressive symptomatology (n=70) or history of depression
(n=110) on smoking cessation outcomes.

RCT

high

n = 68

depressive smokers

behavioral activation treatment for smoking (BATS) paired
with standard smoking cessation strategies including nicotine
replacement therapy (n = 35) or standard smoking cessation
strategies (ST) alone including nicotine replacement therapy
(n = 33). BATS and ST were matched for contact time and
included 8 sessions of group-based treatment. Quit date was
assigned to occur at session 4 for each treatment condition.
Participants completed a baseline assessment, and measures
of smoking cessation outcomes (7-day verified point
prevalence abstinence), depressive symptoms (BDI-II), and
enjoyment from daily activities (EROS) were obtained at 1, 4,
16, and 26 weeks post assigned quit date.

Ib

RCT

high

n =257

depressive pregnant smokers

depression-focused treatment for smoking cessation

Psychiatric disorders in smokers
seeking treatment for tobacco
dependence: relations with tobacco
dependence and cessation.

IIb

RCT

medium

n = 1504

male and female smokers

The present research examined the relation of psychiatric
disorders to tobacco dependence and cessation
outcomesData were collected from 1504 smokers (58.2%
women, 83.9% white, 44.67 [SD = 11.08] years old) making
an aided smoking cessation attempt as part of a clinical trial.
Psychiatric diagnoses were determined using the Composite
International Diagnostic Interview (CIDI) structured clinical
interview. Tobacco dependence was assessed using the
Fagerstrom Test of Nicotine Dependence (FTND) and the
Wisconsin Inventory of Smoking Dependence Motives
(WISDM).

Diagnostic groups included those who were never diagnosed, ever diagnosed (at any time, including in the past year), and those with pastyear diagnoses (with or without prior diagnosis). Some diagnostic groups had lower follow-up abstinence rates than did the never diagnosed
group (p’s < .05). At 8 weeks post-quit, strong associations were found between cessation outcome and both past-year mood disorder and
ever-diagnosed anxiety disorder. At 6 months post-quit those ever diagnosed with an anxiety disorder (OR = .72, p = .02) and those ever
diagnosed with more than one psychiatric diagnosis (OR = .74, p = .03) had lower abstinence rates. The diagnostic categories did not differ
in smoking heaviness or the FTND, but they did differ in dependence motives assessed with the WISDM.

University of Wisconsin, Madison and was supported
by grant #P50 DA019706 from NIH/NIDA and by
grant #M01 RR03186 from the General Clinical
Research Centers Program of the National Center for
Research Resources, NIH. Dr. Piper was supported
by an Institutional Clinical and Translational Science
Award (UW-Madison; KL2 Grant # 1KL2RR02501201). Dr. Baker was supported via NCI
1K05CA139871.

Impact of bupropion and cognitivebehavioral treatment for depression
on positive affect, negative affect,
and urges to smoke during
cessation treatment.

Ib

RCT

hgh

n = 524

depressive smokers

bupropion versus placebo and CBT versus standard smoking
cessation CBT.

Bupropion and/or CBT did not affect the observed decreases in positive affect and increases in negative affect prior to cessation. However,
on quit day, observed levels of negative affect and urges to smoke were diminished significantly among individuals receiving bupropion.
Decreases in positive affect prior to quitting, lower levels of positive affect, and increased levels of negative affect and urges to smoke on quit
day were each related to higher risk of smoking lapse. Depression prone- ness was an independent predictor of lower positive affect and
higher negative affect but did not moderate the effects of bupro- pion on outcomes. In mediational analyses, the effect of bupropion was
accounted for in part by lower negative affect and urges to smoke on quit day.

National Institutes of Health grants DA08511 to RAB
and HL32318 to RN.

We included eight RCTs of pharmacological and/or psychological interventions. Most cessation interventions showed moderate positive
results, some reaching statistical significance. One study compared behavioural support and nicotine replacement therapy (NRT) to usual
care and showed a risk ratio (RR) of 2.74 (95% CI 1.10–6.81) for short-term smoking cessation, which was not significant at longer follow-up.
We pooled five trials that effectively compared bupropion to placebo giving an RR of 2.77 (95% CI 1.48–5.16), which was comparable to
Hughes et al.’s 2009 figures for general population data; RR = 1.69 (95% CI 1.53–1.85). Smoking reduction data were too heterogeneous for
meta-analysis, but results were generally positive. Trials suggest few adverse events. All trials recorded psychiatric symptoms and the most
significant changes favoured the intervention groups over the control groups.

6 months

PH+ smokers were more likely to report anxiety and depression, but side-effect intensity ratings did not differ after adjusting for multiple
comparisons. Overall, all side effects were rated as moderate intensity or less. Groups had similar 30-day abstinence rates at 6 months
(31.5% PH+ vs. 35.4% PH−, p = .35). In sum, having a psychiatric diagnosis in this trial did not predict worse treatment outcome or worse
treatment side effects.

National Cancer Institute (NCI; RO1 071358, G.
Swan PI). Pfizer, Inc., donated medication and
provided nominal financial support to SRI to help
support data collection at that site.

A significant association was seen between measures of depression and difficulty quitting cigarettes. Specifically, there was a greater
probability for smoking abstinence for those with lower baseline BDI-ll scores. These data suggest that evaluation and treatment of
depressive symptoms may play an important role in improving smoking cessation outcomes.

time and contact health
education control

1, 4, 16, and 26 weeks

Across the follow-ups over 26 weeks, participants in BATS reported greater smoking abstinence (adjusted odds ratio = 3.59; 95% confidence
interval = 1.22, 10.53; p =.02) than did those in ST. Participants in BATS also reported a greater reduction in depressive symptoms (B = 1.99, SE = .86, p = .02) than did those in ST.

6 months

At 6 months posttreatment, women with higher levels of baseline depressive symptoms treated with CBASP were abstinent significantly more
often, F(1, 253)

Grant R01 DA18730 from the National Institute on
Drug Abuse to C.W. Lejuez. Dr. MacPherson's effort
was supported by a K23 DA023143 Career
Development Award from the National Institute on
Drug Abuse.

19541948

Vickers, Kristin S, KS

Feasibility of an exercise counseling
intervention for depressed women
smokers.

IIb

RCT

medium

n = 60

depressed women smokers

10 weeks of individually delivered exercise counseling (n=30) a health education contact
All participants received nicotine patch therapy and behavioral control condition (n=30).
counseling for smoking cessation.

19069579

Kinnunen, Taru, T

Role of nicotine gum and
pretreatment depressive symptoms
in smoking cessation: twelve-month
results of a randomized placebo
controlled trial.

Ib

RCT

high

n = 608

depressive smokers

Participants received brief counseling plus nicotine treatment.
Based on the center of epidemiological studies, depression
scale pre-treatment score (>_ 16) 32% of the participants
were classified a depressive at base line.

counseling plus placebo
treatment

19011435

Evins, A Eden, AE

A controlled trial of bupropion added
to nicotine patch and behavioral
therapy for smoking cessation in
adults with unipolar depressive
disorders.

IIb

RCT

medium

n = 199

adults with unipolar depressive
disorders.

Bupropion, NRT; and group cognitive behavioral therapy
(CBT) in smokers with unipolar depressive disorder (UDD).

Placebo added to NRT and
CBT

18551889

Walsh, Zach, Z

The impact of depressive symptoms
on the efficacy of naltrexone in
smoking cessation.

Ib

RCT

high

n= 100

adult nicotine dependent
smokers interested in quitting
smoking.

All subjects received behavioral counseling and nicotine
patches. Subjects were randomly assigned to the Naltrexone
or placebo group. Naltrexone was administered daily starting
three days prior to the quit date (25mg daily) and continued 8
weeks thereafter (50mg daily).

placebo

18298238

Blalock, Janice A, JA

Nicotine withdrawal in smokers with
current depressive disorders
undergoing intensive smoking
cessation treatment.

IIb

RCT

medium

n = 21

depressive smokers

17577801

Brown, Richard A, RA

Bupropion and cognitive-behavioral
treatment for depression in smoking
cessation.

Ib

RCT

high

n = 524

17558825

Japuntich, Sandra J, SJ

Depression predicts smoking early
but not late in a quit attempt.

IV

very low

17295567

Spring, Bonnie, B

Fluoxetine, smoking, and history of
major depression: A randomized
controlled trial.

IIa

medium

RCT

10 weeks

The intervention was feasible as indicated by ability to recruit participants, exercise counseling session attendance (M = 7.6 of 10 sessions
attended), and significant increase in exercise frequency and stage of change from baseline to end of treatment (EOT) (Week 10). Participant
attrition rate was 35% by Week 10 but did not differ significantly between groups. Smoking abstinence rates at Week 10, using intention-totreat analysis, were 17% for exercise counseling participants and 23% for health education participants (p = .75).

12 months

At a 12 month follow-up, the non-depressive participants with nicotine replacement therapy (NRT) were most successful, while the depressive
participants with placebo were least successful (5,7%). (p = .004) However the depressed participants with NRT (15,1%) were not
significantly less successful than the non-depressive ones.

NIH-NIDA DA06183 and DA 10073 and the nicotine
and placebo gum were provided by Hoechst Marion
Russel, Inc (currently Aventis, Inc) at no cost

In this secondary analysis, 56% (54/97) of those on bupropion and 41% (42/102) on placebo met criteria for abstinence at end of trial, W2 =
4.18, P = 0.04. Nicotine replacement therapy usage and absence of a comorbid anxiety disorder predicted abstinence. Abstinence was
associated with increased depressive symptoms, regardless of bupropion treatment. Thus, in the primary analysis, bupropion neither
increased the efficacy of intensive group CBT and NRT for smoking cessation in smokers with UDD nor prevented abstinence-associated
depressive symptoms. Bupropion seemed to provide an advantage for smoking cessation for those who remained in the trial. The dropout
rate was high and was characterized by a higher prevalence of current comorbid anxiety disorder. Given the high abstinence rate achieved
with CBT plus NRT, a ceiling effectrelated to the high level of intervention received by all subjects may have prevented an adequate test of
bupropion.

24 weeks

The efficacy of Naltrexone was moderated by than placebo at higher levels of depressive symptoms. These findings suggest, that individual
differences in depressive symptoms may be important determinants of clinical response to Naltrexone and may help to clarify discrepancies in
prior studies of Naltrexone and smoking cessation

The authors investigated withdrawal in smokers with current
threshold and subthreshold depressive disorders

3 months

Prolonged abstinence was associated with an increase in positive affect and a decrease in depressive symptoms and craving over time.
Nonabstinence was associated with little overall change in these variables from treatment onset to the 3-month follow-up. At the 3-month
follow-up, 44% of prolonged abstainers were in complete remission of their baseline depressive disorders, compared with 0% remission
among nonabstainers. Findings suggest that within the context of an intensive smoking cessation intervention, some smokers with current
depressive disorders may experience significant improvement in affective and craving symptoms. Findings also suggest that abstinence may
be associated with improvement in affect.

depressive smokers

(a) standard, cognitive–behavioral smoking cessation
treatment (ST) plus bupropion (BUP), (b) ST plus placebo
(PLAC), (c) standard cessation treatment combined with
cognitive–behavioral treatment for depression (CBTD) plus
BUP, and (d) CBTD plus PLAC. Follow-up assessments were
conducted 2, 6, and 12 months after treatment, and selfreported abstinence was verified biochemically.

2, 6 and 12 months

Consistent with previous studies, bupropion, in comparison with placebo, resulted in better smoking outcomes in both intensive group
treatments. Adding CBTD to standard intensive group treatment did not result in improved smoking cessation outcomes. In addition, neither
CBTD nor bupropion, either alone or in combination, was differentially effective for smokers with single-past-episode major depressive
disorder (MDD), recurrent MDD, or elevated depressive symptoms. However, findings with regard to recurrent MDD and elevated depressive
symptoms should be interpreted with caution given the low rate of recurrent MDD and the low level of depressive symptoms in our sample.
An a priori test of treatment effects in smokers with these depression vulnerability factors is warranted in future clinical trials.

n = 677

depressive smokers

This study examined the relationship between depression
history and smoking after a quit attempt. A total of 677
smokers participating in a randomized smoking cessation trial
(Smith et al., 2001) provided data on current depression,
depression history, and depression-related measures and
smoking at 1 week and 6 months after a quit date.

1 week and 6 months

Depression history predicted smoking at 1 week postquit but not at 6 months postquit. Smoking during the first week was not predictive of
smoking at 6 months in those with a history of depression but was predictive among those with no history of depression. Prediction models
including depression history and depression-related measures (e.g., negative affect, negative cognitive style) showed that depression history
was a powerful predictor of smoking early in the quit attempt.

n = 247

depressive smokers

testing whether fluoxetine selectively enhances cessation for
smokers with a history of depression. Euthymic smokers with
(H

12 weeks

Fluoxetine initially enhanced cessation for H

University of Texas M. D. Anderson Cancer Center
Institutional Research Grant to Janice A. Blalock.

National Institute on Drug Abuse grants DA07580
and DA019706.

medium

depressive and alcoholic smokers Consequently, we developed and tested a tailored smoking,
alcohol, and depression intervention for patients with head
and neck cancer.Nurse- administered intervention consisting
of cognitive behavioral therapy and medications.

Usual care

6 months

The mean age was 57 years. Most participants were male (84%) and White (90%). About half (52%) were married, 46% had a high school
education or less, and 52% were recruited from Veterans Affairs sites. The sample was fairly evenly distributed across three major head and
neck cancer sites and over half (61%) had stage III/IV cancers. Significant differences in 6-month smoking cessation rates were noted with
47% quitting in the intervention compared with 31% in usual care (P < 0.05). Alcohol and depression rates improved in both groups, with no
significant differences in 6-month depression and alcohol outcomes.

The Department of Veterans Affairs IIR98-500,
GlaxoSmithKline through the Managed Care Forum,
and the NIH through the University of Michigan’s
Head and Neck Specialized Programs of Research
Excellence grant 1P50 CA97248. The costs of
publication of this article were defrayed in part by the
payment of page charges. This article must therefore
be hereby marked advertisement in accordance with
18 U.S.C. Section 1734 solely to indicate this fact.

RCT

medium

depressive smokers

. Staged care intervention participants received computerized
motivational feedback at baseline and at 3, 6, and 12 months
and were offered a 6-session psychological counseling and
pharmacological cessation treatment program.

Brief contact control
participants received a selfhelp guide and referral list of
local smoking-treatment
providers.

3, 6, 12 and 18 months

As we hypothesized, abstinence rates among staged care interven- tion participants exceeded those of brief contact control participants at
months 12 and 18. Significant differences favoring staged care intervention also were found in occurrence of a quit attempt and stringency of
abstinence goal.

National Institute on Drug Abuse (grants P50
DA09253, T32 DA07250, and K05 DA016752).

RCT

medium

n = 5110

male and female smokers

naltrexone as an adjunct to standard smoking cessation
treatment. All subjects received six sessions of behavioral
counseling (1 hr/session for 6 weeks), and 1 month of the
nicotine patch (21 mg for the first 2 weeks, 14 mg the third
week, 7 mg the fourth week). The naltrexone group started at
25 mg daily for 3 days prior to the quit date, and increased to
50 mg/day on the quit date and following 8 weeks.

Placebo

8 weeks

At the end of medication treatment, the naltrexone group had better quit rates versus the placebo group (48% quit on naltrexone vs. 41% on
placebo), but this difference was not statistically significant. However, men and women differed on several measures: in the placebo group,
women had significantly lower quit rates than men (39% vs. 67%, p,.05), but in the naltrexone group, women had quit rates comparable with
those of men (58% vs. 62%, p5ns). Further examination revealed that naltrexone significantly reduced men’s and women’s cessation-related
weight gain and selectively reduced women’s urge to smoke to relieve negative affect and withdrawal. The results suggest continued
examination of naltrexone as an adjunct in smoking cessation, particularly in female smokers, who have historically shown worse outcomes
with traditional treatment methods.

National Institute on Alcohol Abuse and Alcoholism
grant AA00276 and National Cancer Institute Cancer
Center support grant CCSG P30-CA14599, both to
the first author, as well as NIH Clinical Research
Center grant RR00055 to the University of Chicago.

medium

n = 56

adolescent smokers

one-hour motivational interview (MI) session

standard care
(advice/education)

1, 3 and 6 months

The MI intervention resulted in significant short-term reductions in quantity and frequency of smoking relative to standard care, however,
effects were not maintained at 3- and 6-month follow-up. Improvements in refusal self-efficacy were significant relative to standard care.

NHMRC Project 189414 awarded to the first author.

medium

n = 152

postmenopausal smokers

Postmenopausal smokers received intensive smoking
cessation counseling and were randomly assigned to use
either a 21- mg nicotine patch for 3 months, with a 1-month
taper, or a placebo patch.

Placebo

1, 2, 6, 12 weeks and 1
year

Subjects who received transdermal nicotine were significantly more likely than placebo-treated subjects to remain abstinent from smoking
during treatment, but not at the 1-year follow-up. The majority of subjects (N50%) in both groups accurately identified their treatment
assignment. History of depression was associated with a decreased likelihood to abstain from smoking throughout the study. HRT did not
moderate smoking outcomes. These data indicate that transdermal nicotine may provide short-term benefits for smoking cessation in
postmenopausal women. However, efforts are needed to improve long-term abstinence rates and smoking outcomes among women with a
history of depression.

University of Connecticut Health Center.

turkish smokers

The Global Youth Tobacco Survey (GYTS) was developed to
track tobacco use among young people and enhance the
capacity of countries to design, implement, and evaluate
tobacco control and prevention programs.Turkey conducted
the GYTS in 2003 and data from this survey can be used as
baseline measures for evaluation of the tobacco control
programs implemented by the Ministry of Health (MOH) of the
Turkish government.

The GYTS was conducted in 2003 on a representative sample of students aged 13 to 15 years. It indicated that almost 3 in 10 students in
Turkey had ever smoked cigarettes, with significantly higher rates among boys. Current cigarette smoking rates were lower, at 9% for boys
and 4% for girls. The prevalence of current use of other tobacco products was about half these figures for each gender.About 80% were
exposed to secondhand smoke. Exposure to pro-smoking media messages was not rare.Almost half of the smokers ‘usually’ bought their
tobacco from a store, despite the law prohibiting this. Exposure to teaching against smoking in schools was not universal.

U.S. Centers for Disease Control and Prevention to
the Pan American Health Organization.

n = 383

depressive smokers

We test the hypothesis, that higher levels of depression
complicate the efforts to quit smoking in a methadonemaintained (MM) population offered nicotine replacement and
behavioral intervention. We recruited 383 participants from
2/02 to 5/04; 340 88,8% were assessed at following-up.
Current depressive symptoms were measured using the
Psychiatric Diagnostic Screening Questionaire (PDSQ). 27%
met PDSQ screening criteria for mayor depressive disorder
(MDD).

Paticipants with higher level of depressive symptoms were significantly less likely to set a quit date (p = .02) but depression was not
associated significantly with motivation to quit smoking at baseline, time to first cigarette, or any behavioral indicator of smoking during the
follow-up period. Depressive symptoms have little influence on smoking cessation outcomes in this population.

n = 298

smokers with a psychotic disorder The authors recruited 298 regular smokers with a psychotic
disorder re- siding in the community and randomly assigned
them to a routine care compari- son condition (N=151) or an
eight-ses- sion, individually administered smoking cessation
intervention (N=147), which consisted of nicotine replacement
ther- apy, motivational interviewing, and cog- nitive behavior
therapy. Outcome vari- ables included continuous and pointprevalence abstinence rates, smoking re- duction status, and
changes in symptoms and functioning.

17119047

Duffy, Sonia A, SA

IIb
A tailored smoking, alcohol, and
depression intervention for head and
neck cancer patients.

17008577

Hall, Sharon M, SM

Treatment for cigarette smoking
among depressed mental health
outpatients: a randomized clinical
trial.

IIb

17008194

King, Andrea, A

Efficacy of naltrexone in smoking
cessation: a preliminary study and
an examination of sex differences.

IIb

16920183

Kelly, Adrian B, AB

The HYP program-targeted
motivational interviewing for
adolescent violations of school
tobacco policy.

IIb

16765526

Oncken, Cheryl, C

Transdermal nicotine for smoking
cessation in postmenopausal
women.

IIb

19091047

Erguder, Toker, T

Evaluation of the use of Global
Youth Tobacco Survey (GYTS) data
for developing evidence-based
tobacco control policies in Turkey.

V

very low

17439866

Stein, Michael D, MD

Relationship of depression to
smoking outcomes in a methadonemaintained population.

IIb

medium

17074945

Baker, Amanda, A

A randomized controlled trial of a
smoking cessation intervention
among people with a psychotic
disorder.

RCT

RCT

3, 6 and 12 months

While there were no overall dif- ferences between the treatment group and comparison group in abstinence rates, a significantly higher
proportion smokers who completed all treatment ses- sions stopped smoking at each of the fol- low-up occasions (point-prevalence rates: 3
months, 30.0% versus 6.0%; 6 months, 18.6% versus 4.0%; and 12 months, 18.6% versus 6.6%). Smokers who completed all treatment
sessions were also more likely to have achieved continuous abstinence at 3 months (21.4% versus 4.0%). There was a strong doseresponse relationship between treatment session attendance and smoking reduction status, with one- half of those who completed the
interven- tion program achieving a 50% or greater reduction in daily cigarette consumption across the follow-ups, relative to less than one-fifth
of the comparison subjects. There was no evidence of any associated deterioration in symptoms or functioning.

Centre for Mental Health Studies (University of
Newcastle and Hunter New England Mental Health)
and the University of New South Wales. Funding was
provided by the National Health and Medical
Research Council (grant number: 141708), Rotary,
and Community Health and Tuberculosis Australia.
Nicotine replacement therapy was provided free of
charge by GlaxoSmithKline. Self-help booklets were
provided at a dis- counted price by SANE Australia.

Using indirect comparisons,
varenicline was superior to NRT
when compared tplacebo
controlscbt IN COCHRAINE_TR

22297311

Gelkopf, Marc, M

Nonmedication smoking reduction
program for inpatients with chronic
schizophrenia: a randomized control
design study.

Ib

RCT

high

n = 53

smoking inpatients with chronic
schizophrenia

we implemented and assessed a smoking reduction
intervention using a wide array of behavioral group techniques
and methods in chronic hospitalized schizophrenic clients.
Using a controlled design, we randomly assigned chronic
schizophrenic clients to either a five-session smoking reduction intervention (n = 35) or a waiting list (WL; n = 18). We
assessed self- reported smoking behavior, clinical status
(Positive and Negative Syndrome Scale, Hamilton Rating
Scale for Depression; Clinical Global Impression Scale for
Psychosis), subjective quality of life (Quality of Life Enjoyment
and Satisfaction QuestionnaireYabbreviated version), and
weight before and 3 months after the intervention.

22048460

Shim, Joo-Cheol, JC

Adjunctive varenicline treatment with Ib
antipsychotic medications for
cognitive impairments in people with
schizophrenia: a randomized doubleblind placebo-controlled trial.

RCT

high

n = 120

smokers with schizophrenia

ist at the a4b2 and full agonist at the a7

21535998

Weiner, Elaine, E

Bupropion sustained release added Ia
to group support for smoking
cessation in schizophrenia: a new
randomized trial and a meta-analysis.

RCT and meta
analysis

very high

smokers with schizophrenia

21245085

Allen, Michael H, MH

Effect of nicotine replacement
therapy on agitation in smokers with
schizophrenia: a double-blind,
randomized, placebo-controlled
study.

Ib

RCT

high

20556777

Tsoi, Daniel T, DT

Interventions for smoking cessation
and reduction in individuals with
schizophrenia.

Ia

SR

very high

n = 40

small group, endpoint 3 mths,
Abstinence was not defined or
measured. Reduction of smoking
was measured by reduction of CPD
at 3 ms. No biological verification.
Effects on mental state measured
by PANSS, HAM-D. in
Cochraine_TR

The intervention successfully reduced the number of cigarettes smoked compared with nonintervention. No clinical worsening or weight gain
was observed. Behavioral groupYoriented smoking reduction interventions can significantly reduce smoking behavior in hospi- talized chronic
clients with schizophrenia.

1, 2, 4 and 8 weeks

twice daily for weeks 2–8. Neuropsychological, clinical,

grant from the Stanley Medical Research Institute
(07TGS-1051).

Abstinence not defined or
measured. IN Cochraine_TR

The first study is a double-blind, placebo-controlled clinical
trial with 32 outpatients from the Maryland Psychiatric
Research Center. From May 2003 to July 2007, clinically
stable people with a DSM-IV diagnosis of schizophrenia or
schizoaffective disorder who smoked at least 10 cigarettes
per day and who were interested in quitting smoking or cutting
down were recruited for participation. All participated in a 9week support group and were randomly assigned to receive
12 weeks of bupropion SR or placebo. The primary outcome
measure was 4 weeks’ sustained abstinence over the last 4
study weeks. Secondary outcome measures included
decrease in smoking behavior and change in symptoms,
neuropsychological performance, and side effects. In the
second study, we performed an electronic literature search of
MEDLINE in September 2008. Articles in English published
between 2003 and 2008 were searched for the terms
schizophrenia, bupropion SR, and smoking. Bibliographies of
studies identified through the MEDLINE search were also
examined. Case reports, open-label studies, crossover studies,

There were no significant results on the primary or secondary smoking measures for the clinical trial, although a numeric advantage favored
the bupropion SR group. There were no significant findings for secondary symptom or side effect measures and no significant change in
neuropsychological performance. For the meta-analysis totaling 226 subjects, there were significant findings in favor of bupropion SR. The
pooled estimate of the odds ratio for 4-week abstinence was 2.7 (95% CI, 1.3 to 5.7; P = .009), and clinically significant greater smoking
reduction in the bupropion SR group, with pooled difference estimates increasing over time between groups, became statistically significant
by week 5 of study medication (P < .02).

Funded in part by the Veterans Affairs Capitol
Network (VISN 5) Mental Illness Research,
Education, and Clinical Center and National Institute
of Mental Health Grant MH068580-01, Advance
Center for Intervention Services Research.

In Cochraine_TR

smokers with schizophrenia

Participants were 40 smokers 18–65 years of age admitted to
a psychi- atric emergency service with a diagnosis of
schizophrenia confirmed by the Mini International
Neuropsychiatric Interview. Patients were screened for
agitation with the excited component subscale of the Positive
and Negative Syndrome Scale (PANSS) and for nicotine
dependence with the Fagerström Test for Nicotine Dependence. A score of at least 14 on the PANSS excited
component subscale and at least 6 on the F agerströ m test
were re- quired for study eligibility. Participants in the nicotine
replacement group received a 2 1-mg nicotine transdermal
patch, and those in the placebo group were treated with a
placebo patch. Participants re- ceived usual care with
antipsychotics.The A gitated B ehavior S cale and other
agitation measures were administered at baseline and again
at 4 and 24 hours.

A t baseline, participants were at least moderately agitated, and 2 8% reported aggressive behavior in the pre- vious week. The mean
Agitated Behavior Scale score for the nicotine replacement group was 3 3 % lower at 4 hours and 23% lower at 24 hours than for the placebo group. Participants with lower lev- els of nicotine dependence responded better than those with higher levels of dependence.

Projet Recherche Developpement 06-II-21, Hospital
of the University of Geneva (Dr. Damsa), and an
Independent Inves- tigator Award, National Alliance
for Research on Schizophrenia and Depression (Dr.
Allen).

The main purpose of this study is
to investigate the effect of nicotine
replacement therapy on agitation in
smokers with schizophrenia. There
was no report on smoking
status_TR

smokers with schizophrenia

We searched the Cochrane Tobacco Addiction Group
Specialized Register and electronic databases including
MEDLINE, EMBASE and PsycINFO from inception to April
2010. We included randomized trials for smoking cessation or
reduction, comparing any pharmacological or nonpharmacological intervention with placebo or with another
therapeutic control in adult smokers with schizophrenia or
schizoaffective disorder. Data collection and analysis Two
reviewers independently assessed the eligibility and quality of
trials and extracted data. Outcome measures included
smoking abstinence, reduction in the amount smoked and any
change in mental state. We extracted abstinence and
reduction data at the end of treatment and at least six months
after the intervention. We used the most rigorous definition of
abstinence or reduction and biochemically validated data
where available. Any reported adverse events were noted.
Where appropriate, we pooled data using a random effects
model.

We included 21 trials (11 trials of smoking cessation; four trials of smoking reduction; one trial for relapse prevention; five trials reported
DTT conducted the search. Both DTT and ACW
smoking outcomes for interventions aimed at other purposes). Seven trials compared bupropion with placebo; meta-analysis showed that
screened retrieved papers. DTT and MP extracted
smoking cessation rates after bupropion were significantly higher than placebo at the end of treatment (seven trials, N= 340; risk ratio [RR]
data from the paper, with contribution from ACW to
2.84; 95% confidence interval [CI] 1.61 to 4.99) and after six months (five trials, N=214, RR 2.78; 95% CI 1.02 to 7.58). Expired carbon
resolve disagreement. DTT entered the data into
monoxide (CO) level and the number of cigarettes smoked daily were significantly lower with bupropion at the end of therapy but not after six
RevMan and performed data analysis. DTT wrote the
months. There were no significant differences in positive, negative and depressive symptoms between bupropion and placebo group. There
review with the input from MP and ACW.
was no report of major adverse event such as seizures with bupropion. Contingent reinforcement (CR) with money may increase smoking
abstinence rates and reduce the level of smoking in patients with schizophrenia. However, it is uncertain whether these benefits are
maintained in the longer term. There was no evidence of benefit for the few trials of other pharmacological therapies (including nicotine replacem

old metanalsysi there is a 2013
one_TR

20491721

Banham, Lindsay, L

Smoking cessation in severe mental
illness: what works?

Ia

SR

very high

severe mental ill smokers

We searched bibliographic databases for relevant studies and
independently extracted data. Included studies were
randomized controlled trials (RCTs) of smoking cessation or
reduction conducted in adult smokers with SMI. Interventions
were compared to usual care or placebo. The primary
outcome was smoking cessation and secondary outcomes
were smoking reduction, change in weight, change in
psychiatric symptoms and adverse events

psychiatric symptoms and adverse events. Results We included eight RCTs of pharmacological and/or psychological interventions. Most
cessation interventions showed moderate positive results, some reaching statistical significance. One study compared behavioural support
and nicotine replacement therapy (NRT) to usual care and showed a risk ratio (RR) of 2.74 (95% CI 1.10–6.81) for short-term smoking
cessation, which was not significant at longer follow-up. We pooled five trials that effectively compared bupropion to placebo giving an RR of
2.77 (95% CI 1.48–5.16), which was comparable to Hughes et al.’s 2009 figures for general population data; RR = 1.69 (95% CI 1.53–1.85).
Smoking reduction data were too heterogeneous for meta-analysis, but results were generally positive. Trials suggest few adverse events. All
trials recorded psychiatric symptoms and the most significant changes favoured the intervention groups over the control groups.

Systematic review - not RCT
Treating tobacco dependence is
effective in patients with SMI.
Treatments that work in the general
population work for those with
severe mental illness and appear
approximately equally effective.
Treating tobacco dependence in
patients with stable psychiatric
conditions does not worsen mental
state. no special recommendation
found_TR

20435957

Tsoi, Daniel Tai-yin, DT

Efficacy and safety of bupropion for
smoking cessation and reduction in
schizophrenia: systematic review
and meta-analysis.

Ia

SR

very high

smokers with schizophrenia

Method Systematic review and random-effects meta-analysis
of randomised controlled trials (RCTs) comparing bupropion
with placebo or alternative therapeutic control in adult
smokers with schizophrenia.

Twenty-one reports from seven RCTs were included. Biochemically verified self-reported smoking cessation rates after bupropion were
significantly higher than placebo at the end of treatment (risk ratio (RR)=2.57, P=0.004) and at 6 months (RR=2.78, P=0.05). Expired carbon
monoxide level was significantly lower with bupropion at the end of therapy (P=0.002) but not at 6 months (P=0.37). There was no significant
difference in positive (P=0.28) or negative symptoms (P=0.49) between the bupropion and the placebo group.

part of cochraine-early
publication_TR

20363092

McClure, Jennifer B, JB

Smoking outcome by psychiatric
history after behavioral and
varenicline treatment.

Ib

RCT

high

n = 542

20363089

Williams, Jill M, JM

Comparison of two intensities of
tobacco dependence counseling in
schizophrenia and schizoaffective
disorder.

Ib

RCT

high

n = 87

smokers withschizophrenia and
schizoaffective disorder.

This study tested two manualized behavioral counseling
approaches—Treatment of Addiction to Nicotine in
Schizophrenia (TANS) or Medication Management (MM)—for
smokers who were motivated to quit. Individual counseling
sessions were provided by mental health clinicians in mental
health settings, along with nicotine patch. The two treatments
varied in intensity and frequency of sessions. Eighty-seven
subjects were randomized and attended at least one
treatment session.

20307166

Baker, Amanda, A

IIb
Cigarette smoking and psychosis:
naturalistic follow up 4 years after an
intervention trial.

RCT

medium

n = 247

psychotic smokers

Longer-term smoking, symptomatology and functioning were
examined among 247 participants (recruited in Sydney and
Newcastle, Australia) who initially attended a 1 year follow up
of an eight-session individually administered trial for regular
smokers with a psychotic disorder. Variables profiled included
continuous and point prevalence abstinence rates, smoking
reduction status (no reduction, 50%, 50%, or abstinence)
and changes in anxiety, depression and current functioning.

20099946

Piper, Megan E, ME

Psychiatric disorders in smokers
seeking treatment for tobacco
dependence: relations with tobacco
dependence and cessation.

IIb

RCT

medium

n = 1504

smokers with psychiatric disorders Psychiatric diagnoses were determined using the Composite
International Diagnostic Interview (CIDI) structured clinical
interview. Tobacco dependence was assessed using the
Fagerstrom Test of Nicotine Dependence (FTND) and the
Wisconsin Inventory of Smoking Dependence Motives
(WISDM).

20033907

Kim, Se Hee, SH

Ib
The effect of dopamine partial
agonists on the nicotine dependency
in patients with schizophrenia.

RCT

high

n = 139

smokers with schizophrenia

Treatment outcomes were compared across smokers enrolled
in the COMPASS cessation trial with (positive psychiatric
history [PH+], n = 271) and without (PH −, n = 271) a
diagnosis of PH based on medical record evidence of anxiety,
depression, psychotic disorder, or bipolar disorder. Everyone
received behavioral counseling plus varenicline and was
followed for 6 months post quit date.

One hundred and thirty nine schizophrenic patients , who
began using antipsychotic medication , were assessed for
severity of nicotine dependence and for cigarette craving at
baseline and following 8 weeks of treatment using the
Fagerstro m
̈ Tolerance Questionnaire (FTQ) and a Likertstyle, seven point, visual-analogue rating scale.

6 months

4 years

8 weeks

Participants did not have an active
diagnosis of schizophrenia during
the trial_TR

PH+ smokers took varenicline for fewer days on average (59.4 vs. 68.5, p ≤ .01) but did not differ in their use of behavioral treatment. PH+
smokers were more likely to report anxiety and depression, but side-effect intensity ratings did not differ after adjusting for multiple
comparisons. Overall, all side effects were rated as moderate intensity or less. Groups had similar 30-day abstinence rates at 6 months
(31.5% PH+ vs. 35.4% PH−, p = .35). In sum, having a psychiatric diagnosis in this trial did not predict worse treatment outcome or worse
treatment side effects.

National Cancer Institute (NCI; RO1 071358, G.
Swan PI). Pfizer, Inc., donated medication and
provided nominal financial support to SRI to help
support data collection at that site.GH provided inkind pharmacy support of this research.

Twenty-one percent (n = 18) of participants had continuous abstinence at 12 weeks after the target quit date, which was not significantly
different between conditions (15.6% TANS vs. 26.2% MM, χ2 = 1.50, p = .221). Smokers in both groups significantly reduced smoking as
measured by cigarettes per day and expired carbon monoxide. Findings support that mental health clinicians can be trained to effectively help
smokers with SCZ maintain tobacco abstinence.

Not in Cochraine_TR
grants from the National Institute on Drug Abuse (KDA14009-01; R01-DA015537). The authors are also
supported in part by grants from the National Institute
of Mental Health (R01-MH076672- J.M. Williams et
al. / Journal of Substance Abuse Treatment 38 (2010)
384–393 391 392 J.M. Williams et al. / Journal of
Substance Abuse Treatment 38 (2010) 384–393
01A1 to JMW); National Institute on Drug Abuse
(K23- DA 018203-02 to MLS); Pfizer, Inc.; and the
New Jersey Department of Health and Senior
Services, Office of the State Epidemiologist, through
funds from New Jersey Comprehensive Tobacco
Control Program (J. M. W., M. L. S.).

Two-thirds of those who completed the 1 year assessment were followed up at 4 years (164/247, 66.4%), of whom 79.2% reported
maintenance or improvement in their smoking reduction status relative to 1 year. Abstinence at 1 year was significantly associ- ated with 4
year point prevalence abstinence. Lengthy periods of abstinence were also evident among those reporting 4 year point prevalence
abstinence or at least a 50% reduc- tion. No baseline or intervention status variables predicted smoking status at 4 years. Symptomatology
and functioning also improved between baseline and 4 years.

no control group NoRCT_TR
Centre for Brain and Mental Health Research
(University of Newcastle and Hunter New England
Mental Health) and the University of NSW. Funding
was provided by the National Health and Medical
Research Council (grant number: 141708), Rotary,
and Community Health and Tuberculosis Australia.
NRT was provided free of charge by GlaxoSmithKline.
Self-help booklets were provided at a discounted
price by SANE Australia. Funding for the 4 year
follow up was provided by the Commonwealth
Department of Health and Human Ageing.

Diagnostic groups included those who were never diagnosed, ever diagnosed (at any time, including in the past year), and those with pastyear diagnoses (with or without prior diagnosis). Some diagnostic groups had lower follow-up abstinence rates than did the never diagnosed
group (p’s < .05). At 8 weeks post-quit, strong associations were found between cessation outcome and both past-year mood disorder and
ever-diagnosed anxiety disorder. At 6 months post-quit those ever diagnosed with an anxiety disorder (OR = .72, p = .02) and those ever
diagnosed with more than one psychiatric diagnosis (OR = .74, p = .03) had lower abstinence rates. The diagnostic categories did not differ
in smoking heaviness or the FTND, but they did differ in dependence motives assessed with the WISDM.

University of Wisconsin, Madison and was supported
by grant #P50 DA019706 from NIH/NIDA and by
grant #M01 RR03186 from the General Clinical
Research Centers Program of the National Center for
Research Resources, NIH. Dr. Piper was supported
by an Institutional Clinical and Translational Science
Award (UW-Madison; KL2 Grant # 1KL2RR02501201). Dr. Baker was supported via NCI
1K05CA139871GlaxoSmithKline and Elan
Corporation, plc. Timothy B. Baker has served as an
investigator on research projects sponsored by
pharmaceutical companies including Pfizer, Glaxo
Wellcome, Sanofi, and Nabi. Douglas E. Jorenby has
received research support from Pfizer and Nabi
Biopharmaceutical. Over the last three years, Dr
Fiore has served as an investigator in research
studies at the University of Wisconsin that were
funded by Pfizer, GlaxoSmithKline and Nabi
Biopharmaceuticals. In 1998, the University of
Wisconsin (UW) appointed Dr. Fiore to a named
Chair funded by an unrestricted gift to UW from
Glaxo Wellcome
research fund of Choi Shine Hae 2008–2009.

Nicotine dependence increased in the haloperidol group, but not in atypical antipsychotics groups. Patients treated with aripiprazole showed a
reduction both in nicotine dependence and cigarette craving.

no specific treatment

no treatment study

Ib

19995670

Bloch, Boaz, B

Preliminary effects of bupropion and
the promoter region (HTTLPR)
serotonin transporter (SLC6A4)
polymorphism on smoking behavior
in schizophrenia.

19700263

McKee, Sherry A, SA

Effects of the nicotinic receptor
antagonist mecamylamine on ad-lib
smoking behavior, topography, and
nicotine levels in smokers with and
without schizophrenia: a preliminary
study.

18842753

Trockel, Mickey, M

Smoking behavior postmyocardial
infarction among ENRICHD trial
participants: cognitive behavior
therapy intervention for depression
and low perceived social support
compared with care as usual.

18571377

Sacco, Kristi A, KA

V
Effects of galantamine on cognitive
deficits in smokers and non-smokers
with schizophrenia.

RCT

high

RCT

IIIb

n = 61

smokers with schizophrenia

In the current study, we investigated how individual variants in
the serotonin promoter gene, previously associated with
smoking cessation and linked to anxiety-related personality
traits, were associated with individual differences in
responsiveness to bupropion and cognitive behavioral therapy
(CBT) in a clinical population. We hypothesize that subjects
with the long allele may be less responsive to treatment.
Altogether 61 schizophrenic patients (46M, 15F) on stable
neuroleptic medication were initially enrolled in a smoking
reduction program (prospective, double-blind, placebocontrolled) including cognitive behavioral therapy plus placebo
or CBT plus bupropion. Additionally, subjects were genotyped
for a polymorphism in the serotonin transporter (SLC6A4).
Thirty-two subjects (23M, 9F) completed a 14-week course of
treatment.

While both groups of subjects demonstrated significant reductions in smoking behavior due to CBT, subjects receiving bupropion did not
show significant differences in smoking behavior when compared to placebo. In addition, analysis by SPSS repeated measures multivariate
showed a significant sex by SLC6A4 genotype interaction on the number of cigarettes smoked. Only male subjects with at least one short
promoter region allele (short/short and short/long combined) showed a reduction in cigarette consumption as a result of treatment. This study
provides preliminary evidence of how polymorphisms in the serotonin transporter can be informative in predicting individual responses to
smoking reduction therapy.

Junior Investigator Award from the National Alliance
for Research on Schizophrenia and Depression
NARSAD (AR) and partially supported by Phillip
Morris USA and Phillip Morris International.

preliminary evidence no treatment
study

n = 14

smokers with and without
schizophrenia

Mecamylamine (MEC), a non-competitive nicotinic
acetylcholine receptor (nAChR) antagonist, which has been
shown to increase ad-lib smoking and to affect smoking
topography, was used in the current study as a
pharmacological probe to increase our understanding of
smoking behavior, smoking topography, and resulting nicotine
levels in smokers with schizophrenia. This preliminary study
used a within-subject, placebo-controlled design in smokers
with schizophrenia (n = 6) and healthy control smokers (n = 8)
to examine the effects of MEC (10 mg/day) on ad-lib smoking
behavior, topography, nicotine levels, and tobacco craving
across two smoking deprivation conditions (no deprivation and
12- h deprivation).

MEC, compared to placebo, increased the number of cigarettes smoked and plasma nicotine levels. MEC increased smoking intensity and
resulted in greater plasma nicotine levels in smokers with schizophrenia compared to controls, although these results were not consistent
across deprivation conditions. MEC also increased tobacco craving in smokers with schizophrenia but not in control smokers. Our results
suggest that antagonism of high-affinity nAChRs in smokers with schizophrenia may prompt compensatory smoking, increasing the intensity
of smoking and nicotine exposure without alleviating craving. Further work is needed to assess whether nicotine levels are directly mediated
by how intensely the cigarettes are smoked, and to confirm whether this effect is more pronounced in smokers with schizophrenia.

NARSAD (Young Investigator Award to McKee),
NIDA Grants K12DA00167 (Weinberger) and K02DA-16611 (George), NIAAA Grant T32015496
(Harrison), NIH grant CTSA-UL1RR024139
(Sherwin), and the Endowed Chair in Addiction
Psychiatry, University of Toronto (George). NARSAD,
NIDA, NIAAA, NIH, and the Endowed Chair in
Addiction Psychiatry, University of Toronto had no
further role in study design; in the collection,
analysis, and interpretation of data; in the writing of
the report; and in the decision to submit the paper for
publication.

The primary purpose of the study
was to utilize mecamylamine as a
mechanistic probe because of its
ability to increase smoking
behaviour_excluded_TR

CBT did not significantly reduce post-MI smoking across all intervention patients with a history of smoking. However, CBT did reduce post-MI
smoking among the subgroup of depressed patients with adequate perceived social support (OR, 0.68; 95% CI, 0.47– 0.98).

NARSAD Independent Investigator Award and a
NIDA K02 (DA-16611) Independent Scientist Award
(to TPG).

postmyocardial infarction_

RCT

low

n = 1233

Smoking behavior postmyocardial Participants were 1233 patients with a history of smoking
infarction
enrolled in the Enhancing Recovery in Coronary Heart
Disease Patients (ENRICHD) trial who provided 7-day pointprevalence smoking behavior information at baseline and at
two or more follow-up assessments. The ENRICHD trial
enrolled post-MI patients with depression, low perceived
social support or both. Participants were randomly assigned
to either CBT intervention or usual care. We used mixed
effects models to accommodate data from multiple smoking
point-prevalence measures for each individual participant.

RCT

very low

n = 21

smokers and non-smokers with
schizophrenia

We have found that cigarette smoking abstinence impairs and
smoking reinstatement enhances spatial working memory and
sustained attention and that such smoking-related cognitive
enhancement may be mediated by central nicotinic
acetylcholine receptors (nAChR) stimulation (Sacco et al.,
2005). Galantamine is a cholinesterase inhibitor which
appears to be a potent allosteric modulator of central nAChRs
(Coyle and Kershaw, 2001). It is N90% bio- available within 1
h of acute administration (Farlow, 2003).

usual care

Preliminary results from several clinical trials using GAL (up to 24 mg/day) of patients with schizo- phrenia suggest some degree of efficacy in
targeting cog- nitive impairments (Schubert et al., 2006; Buchanan et al., 2007). In this double-blind, placebo-controlled, mixed- factorial
study, we examined the effects of acute doses of the galantamine (0, 4 and 8 mg) on neurocognitive measures in satiated and abstinent
smokers and non- smokers with schizophrenia. We predicted that GAL would dose-dependently improve cognitive deficits, with the greatest
effects in nonsmokers. Patients were determined to have schizophrenia by SCID for DSM-IV interview and were screened for a deficit in
visuospatial working memory (Sacco et al., 2005). Twenty-one patients were enrolled. Each patient underwent a pre-study (training)
neuropsychological bat- tery, followed by testing on three separate testing days, preceded by an acute dose GAL. Smokers were instructed
0920-9964/$ - see front matter © 2008 Elsevier B.V. All rights reserved. doi:10.1016/j.schres.2008.05.004 to smoke ad lib and were provided
with smoking breaks during the sessions. Abstinent smokers refrained from smoking overnight prior to and during each of the testing sessions. T

letter-no RCT

18550339

Kelly, Deanna L, DL

Lack of beneficial galantamine effect Ib
for smoking behavior: a double-blind
randomized trial in people with
schizophrenia.

RCT

high

18096137

George, Tony P, TP

A placebo-controlled trial of
bupropion combined with nicotine
patch for smoking cessation in
schizophrenia.

Ib

RCT

high

17632223

Evins, A Eden, AE

A 12-week double-blind, placebocontrolled study of bupropion sr
added to high-dose dual nicotine
replacement therapy for smoking
cessation or reduction in
schizophrenia.

IIb

RCT

medium

17289155

Baker, Amanda, A

Characteristics of smokers with a
psychotic disorder and implications
for smoking interventions.

IV

17074945

Baker, Amanda, A

A randomized controlled trial of a
smoking cessation intervention
among people with a psychotic
disorder.

Ib

RCT

n = 29

smokers with schizophrenia

Cigarette smoking is in schizophrenia is prevalent and may be
due to self-medicating attempts to improve cognitive deficits
related to α7 and α4β2 nicotinic receptor dysregulation.
Galantamine is an acetylcholinesterase inhibitor that acts as a
positive allosteric modulator of nicotine acetylcholine
receptors including both the α4β2 and α7 subunits. In a
double-blind randomized clinical trial galantamine was
compared to placebo for its effects on cognitive functioning in
people with schizophrenia. This manuscript reports findings
for galantamine's effect on smoking behavior in people from
this 12-week trial who were smokers (18 galantamine, 25
placebo). Expired CO was measured every 2 weeks and the
Fagerström Test for Nicotine Dependence (FTND) was
administered at baseline and endpoint.

Expired CO measures in galantamine subjects were 23.0±9.7 ppm and 21.1±10.3 ppm at baseline and Week 12, respectively, compared to
20.1±8.5 ppm and 21.0±10.3 ppm at baseline and Week 12 in placebo subjects. The mean tau-b correlation between expired CO level and
visit was −0.05±0.41 in the galantamine group and 0.13±0.42 in the placebo group (F =0.73, df=1,38, p=0.40), suggesting that there were no
trends toward increased or decreased smoking in either group. Mean FTND scores in the galantamine group were 4.9±2.5 at baseline and
5.2±2.2 at Week 12, compared to 4.1±2.6 at baseline and 3.7±2.6 at Week 12 in the placebo group (Mantel–Haenszel χ2=5.53, df=1,
p=0.019), for an effect size of 0.4. These results suggest that galantamine has no effect on cigarette smoking and that during galantamine
treatment nicotine dependency scores worsen.

Double-blind medications were supplied by Ortho
McNeil Neurologics. They had no participation in the
study design, data analysis or manuscript
preparation. The project was funded by the VA
Capital Network (VISN 5) Mental Illness, Research,
Education and Clinical Center, by the Stanley
Medical Research Institute and by NIMH grant P30
068580 (PI, RW Buchanan).

Primary aim of the study Effect of
galantamine on cognitive function.

smokers with schizophrenia

A10-week,double-blind,placebocontrolledtrialofBUP(300mg/day)incombinationwithTNP(21mg/2
4h)for58outpatient smokers with schizophrenia was
conducted. Primary outcome measures were continuous
smoking abstinence in the last 4 weeks of the trial (Days
43–70) and 7-day point prevalence abstinence at 6 months
post-target quit date (TQD) (week 26).

SmokersassignedtotheBUP

in part by National Institute on Drug Abuse (NIDA)
Grant Nos. R01-DA-13672, R01-DA-14039, and K02DA-16611 (to TPG), K12-DA-00167 (to AHW), Young
Investigator Awards (to KLS and AHW), and an
Independent Investigator Award (to TPG) from the
National Alliance for Research in Schizophrenia and
Depression (NARSAD).

in Cochraine 2013_TR

smokers with schizophrenia

The objective of this study was to examine whether there is a
benefit of adding bupropion SR to high-dose combination
nicotine replacement therapy (NRT) and weekly group
cognitive behavioral therapy (CBT) for smoking reduction or
cessation in schizophrenia. Fifty-one adult smokers with
schizophrenia were randomly assigned to a 12-week trial of
bupropion SR 300 mg/d or placebo added to transdermal
nicotine patch, nicotine polacrilex gum, and CBT. The
treatment goal was smoking cessation. The primary outcome
measure was biochemically confirmed 7-day point- prevalence
of 50% to 100% smoking reduction at week 12. Secondary
outcomes were biochemically confirmed tobacco absti- nence
and change from baseline in expired air carbon monoxide
(CO) and psychiatric symptoms.

Subjects on bupropion + NRT had a greater rate of 50% to 100% smoking reduction at weeks 12 (60% vs. 31%; P = 0.036) and 24, a lower
expired air CO in the treatment and follow-up periods, (F = 13.8; P < 0.001) and a greater continuous abstinence rate at week 8, before NRT
taper, (52% vs. 19%; P = 0.014). However, relapse rates in subjects on bupropion + dual NRT were 31% during NRT taper (weeks 8 – 12)
and 77% at the 12-month follow-up. Abstinence rates did not differ by treatment group at weeks 12 (36% vs. 19%), 24 (20% vs. 8%), or 52
(12% vs. 8%). Because abstinence rates were high during treatment with combi- nation pharmacotherapy and relapse rates were very high
during taper and after discontinuation of treatment, study of longer term treatment with combination pharmacotherapy and CBT for
sustainedabstinence is warranted in those who attain initial abstinence with this intervention.

Tobacco Treatment Specialist training and Drs
Kenneth Duckworth and Joan Kerzner from the
Massachusetts Department of Mental Health for
supporting this work.

short time effects, in Cochraine
2013

Higher levels of nicotine dependence and concurrent hazardous use of alcohol or cannabis were associated with a younger age at smoking
initiation. The present sample was also more likely to report stress reduction, stimulation and addiction as reasons for smoking, compared to
a general sample of smokers. Males, precontemplators and participants with concurrent hazardous substance use cited fewer reasons for
quitting smoking. These and other subgroup differences in smoking characteristics are used to illustrate potential implications for the nature
and timing of smoking interventions among people with a psychotic disorder.

Australian Rotary Research Fund, the Community
Health and Tuberculosis Association, and the
National Health and Medical Research Council (grant
number: 141708).

no treatment study

While there were no overall dif- ferences between the treatment group and comparison group in abstinence rates, a significantly higher
proportion ofsmokers who completed all treatment ses- sions stopped smoking at each of the fol- low-up occasions (point-prevalence rates: 3
months, 30.0% versus 6.0%; 6 months, 18.6% versus 4.0%; and 12 months, 18.6% versus 6.6%). Smokers who completed all treatment
sessions were also more likely to have achieved continuous abstinence at 3 months (21.4% versus 4.0%). There was a strong doseresponse relationship between treatment session attendance and smoking reduction status, with one- half of those who completed the
interven- tion program achieving a 50% or greater reduction in daily cigarette consumption across the follow-ups, relative to less than one-fifth
of the comparison subjects. There was no evidence of any associated deterioration in symptoms or functioning.

Centre for Mental Health Studies (University of
Newcastle and Hunter New England Mental Health)
and the University of New South Wales. Funding was
provided by the National Health and Medical
Research Council (grant number: 141708), Rotary,
and Community Health and Tuberculosis Australia.
Nicotine replacement therapy was provided free of
charge by GlaxoSmithKline. Self-help booklets were
provided at a dis- counted price by SANE Australia.

in cochrane 2013

very low

n = 298

smokers with a psychotic disorder Despite high rates of smoking among people with psychotic
disorders, and the associated health and financial burden, few
studies have investigated the characteristics of this group of
smokers. This paper reports data from 298 smokers with an
ICD-10 psychotic disorder residing in the community (56.7%
with schizophrenia or schizoaffective disorder), including an
examination of their demographic and clinical characteristics,
smoking behaviours, severity of nicotine dependence, stage
of change, and reasons for smoking and for quitting.
Standardized self-report instruments were used, in
conjunction with structured interviews, as part of the first
phase of a randomized controlled trial. On average,
participants smoked 30 cigarettes per day, commenced
smoking daily at about 18 years of age (5 years before illness
onset), and had made 2–3 quit attempts in their lifetime.

high

n = 298

smokers with psychotic disorder

The authors recruited 298 regu- lar smokers with a psychotic
disorder re- siding in the community and randomly assigned
them to a routine care compari- son condition (N=151) or an
eight-ses- sion, individually administered smoking cessation
intervention (N=147), which consisted of nicotine replacement
ther- apy, motivational interviewing, and cog- nitive behavior
therapy. Outcome vari- ables included continuous and pointprevalence abstinence rates, smoking re- duction status, and
changes in symptoms and functioning.

3, 6 and 12 months

21376537

Weiner, Elaine, E

Varenicline for smoking cessation in
people with schizophrenia: a double
blind randomized pilot study.

Ib

RCT

high

21112185

Mann-Wrobel, Monica C,
MC

Ib
Smoking history and motivation to
quit in smokers with schizophrenia in
a smoking cessation program.

RCT

high

18303706

Gallagher, Sandra M, SM

A comparison of smoking cessation
treatments for persons with
schizophrenia and other serious
mental illnesses.

Ib

RCT

high

17293085

Weinberger, Andrea H, AH Effects of acute abstinence,
reinstatement, and mecamylamine
on biochemical and behavioral
measures of cigarette smoking in
schizophrenia.

very low

IV

n=9

smokers with schizophrenia

varenicline

smokers with schizophrenia

We examined smoking and quit history, negative
consequences due to smoking, readiness to change, smoking
temptation, and confidence to quit in a sample of people
diagnosed with schizophrenia or schizoaffective disorder
according to DSM-IV criteria who were participating in a larger
randomized trial of bupropion SR and a psychoeducational
intervention for smoking cessation. Data were collected from
June 2003 to May 2005.

n = 181

smokers with schizophrenia and
other serious mental illnesses.

contingent reinforcement (CR), CR plus nicotine patch (21
mg, CR+NRT) for 16 weeks

n = 53

smokers with schizophrenia

Biochemical (e.g., plasma nicotine) and behavioral (e.g.,
craving, withdrawal) outcomes were assessed at baseline,
after overnight abstinence, and after smoking reinstatement
during three consecutive test weeks. Each week, participants
received one of three doses of MEC (0.0, 5.0, or 10.0
mg/day×3 days) in a randomized, counterbalanced manner.

placebo

minimal intervention, self-quit 36 weeks
control group.

The primary outcome measure was smoking cessation, as measured by an end expired carbon monoxide (CO) level of 10 or less
The project was supported in part by the National
(Henningfield et al., 1980) and subject self report. Secondary measures included the change in CO from the baseline to the end of the study
Institutes on Drug Abuse Residential Research
and changes in positive symptoms (measured by the Brief Psychiatric Rating Scale (BPRS), Positive Symptom Items (Overall and Gorham,
Services Contract (N01DA5-9909 Kelly PI).
1962)), depression/anxiety (BPRS Anxiety/Depression Items (Overall and Gorham, 1962)) and side-effect measures. Side effects were
assessed weekly. Participants received either varenicline (1 mg twice daily) or placebo for 12 weeks. The study was approved by the
Institutional Review Boards of the University of Maryland and the National Institutes on Drug Abuse. Nine subjects were randomized (N = 4
varenicline, N = 5 placebo) and 8 subjects completed. One subject assigned to placebo was withdrawn prior to starting the treatment phase
after being diagnosed with cocaine dependence. There were no demographic differences between the groups and no statistical differences
were found on the baseline smoking measures or symptoms measures. All subjects were on second generation antipsychotics. On the primary o

The report is a letter to the editors.
In cochraine 2013

At baseline, participants reported high levels of nicotine dependence and daily smoking, as well as multiple recent and lifetime quit attempts
that were generally brief in nature. Participants were most concerned about the health effects of smoking and endorsed reasons for smoking
related to coping with negative affect and boredom. Most participants reported wanting to quit smoking, but the sample generally reported low
levels of confidence in their ability to quit. During the course of participation in the intervention, self-efficacy to quit increased while temptation
to smoke decreased; however readiness to quit remained unchanged.

VA Capitol Network Mental Illness Research,
Education, and Clinical Center (MIRECC, A. Bellack
PI), Baltimore, MD. The support was used to
purchase the study medication.

part of a a larger randomized trial of
bupropion SR and a
psychoeducational intervention for
smoking cessation No therapy
study itself

These participants were followed for 36 weeks. CR was accomplished with escalating financial compensation for achieving and maintaining
abstinence as verified by expired carbon monoxide (CO). Quit rates, as measured by expired CO. were higher and discordant with saliva
cotinine quit rates, Cotinine showed lower quit rates and small differences between intervention and control participants at weeks 20 and 36,
There was. however, evidence of reduced smoking and importantly, no evidence of psychiatric exacerbation.

La Frontera Center, Inc. in Tucson, Arizona, USA
and was funded by the Arizona Biomedical Research
Commission (formerly the Arizona Disease Control
Research Commission), Grant #7014.

The interventions were not
comparable: the self quit group had
only 3 visits, compared to 12 visits
in the other two groups in
cochraine 2013

Compared to CS, SS displayed similar levels of craving and withdrawal, but higher plasma nicotine and cotinine levels, and cotinine/CPD
ratio. During reinstatement, SS consumed significantly more cigarettes than CS, but MEC did not significantly alter indices of smoking,
psychiatric symptoms, or cigarette consumption during reinstatement.

Angelo Termine, BS, Taryn M. Allen, BS, Erin L.
no treatment study
Reutenauer, BA, Thomas Bregartner, BA, Margaret
Fonder, BS, Brigid S. Boland, BS, Anne Kim, BS,
Sara Dolan, MA, Tanzim Ludhi, Katie Bannon, BA,
Kevin Pohl, RPh, Xavier D. Lara, MD and Marc N.
Potenza, MD, PhD for their assistance with study
procedures, and Alan Feingold, PhD for A.H.
Weinberger et al. / Schizophrenia Research 91
(2007) 217–225 223 224 A.H. Weinberger et al. /
Schizophrenia Research 91 (2007) 217–225
biostatistical consultation. The experiments described
within this manuscript comply with the current laws of
the United States. This work was supported in part by
National Institute on Drug Abuse (NIDA) grants R01DA-14039, R01-DA- 13672 and K02-DA-16611 (to
Dr. George), 2005 Young Investigator (to Dr. Sacco)
and 2005 Lieber Independent Investigator (to Dr.
George) Awards from the National Alliance for
Research in Schizophrenia and Depression
(NARSAD), and a VA Fellowship from the VISN 1
Mental Illness Research, Education and Clinical
Center (MIRECC; to Dr. Weinberger).
Mecamylamine hydro- chloride (Inversine®) and matchi

9. Evidenztabelle zu den einbezogenen systematischen Reviews der Cochrane Tobacco Addiction Group

Year

Title (shortened)

Degree of
Evidence

Study type

N

Patient characteristics

Barnes, J.

2012

Hypnotherapy for smoking cessation

Ia

SR

n= 1120 (11
studies)

all kinds of hypnotherapy (differed
subjects who did not report at
follow‐up were included as smokers among studies: 30 Min to 8 sessions)
into the analysis, mean age between
30 and 40, subjects smoked 20‐40
cigarettes a day, more women than
men

Barth, J.

2009

Psychosocial interventions for smoking Ib
cessation in patients with coronary heart
disease.

SR

n= 3954

Usual care
The trials mostly included older male Interventions consist of behavioural
therapeutic approaches, telephone
patients with CHD, predominantly
support and selfhelpmaterial and were
myocardial infarction.
either focused on smoking cessation
alone or addressed several risk factors.

Bize R

2012

Biomedical risk assessment as an aid for Ia
smoking cessation.

SR

15 trials (n > 5000) Individuals who smoked and who
participated in smoking ces‐
sation programmes, or in screening
for respiratory disease, or in
health check‐ups.

Counseling, minimal intervention, 5 A Model, follow‐up smoking
Any intervention in which a physical
measurement, such as ex‐
status, self‐help manual, educational interveniton
haled carbon monoxide (CO),
spirometry, atherosclerotic plaque
imaging or genetic testing, was used
as a way to increase motivation to quit.

minimum follow‐up of 6 months. Two pairs of trials had sufficiently similar recruitment, setting and interventions to calculate a pooled No sources of support supplied
effect; there was no evidence that carbon monoxide (CO) measurement in primary care (RR 1.06, 95%
CI 0.85 to 1.32) or spirometry in primary care (RR 1.18, 95% CI 0.77 to 1.81) increased cessation rates.
We did not pool the other 11 trials due to the presence of substantial clinical heterogeneity. Of the
remaining 11 trials, two trials detected statistically significant benefits: one trial in primary care
detected a significant benefit of lung age feedback after spirometry (RR 2.12, 95% CI 1.24 to 3.62) and
one trial that used ultrasonography of carotid and femoral arteries and photographs of plaques
detected a benefit (RR 2.77, 95% CI 1.04 to 7.41) but enrolled a population of light smokers and was
judged to be at unclear risk of bias in two domains. Nine further trials did not detect significant effects.
One of these tested CO feedback alone and CO combined with genetic susceptibility as two different
interventions; none of the three possible comparisons detected significant effects. One trial used CO
measurement, one used ultrasonography of carotid arteries and two tested for genetic markers. The fou

Boyle, R

2011

Use of electronic health records to
support smoking cessation

SR

n>10 000

any interventions that involved
electronic health
record systems in healthcare settings
that were intended to improve
documentation or assistance for
patients who use tobacco,either by
direct action or by measuring and
reporting on clinical
performance.

9 months or more

First Author

Ia

Adult smokers who are patients of
healthcare delivery settings.

Intervention

Comparison

Length of follow‐Up

Outcome and effect size

Funding

no intervention, short intervention, counseling or psychological
counseling

at least 6 months

most comparisons between hypnosis and other interventions did not reach significance:
1. Hypnotherapy versus no treatment control (RR 19.00; 95% CI 1.18 to 305.88, analysis
1.1.1):difference between groups; Effect size not estimable
2. Hypnotherapy versus brief attention or advice on smoking cessation (RR 1.56; 95% CI=1.04 to 2.35,
I² = 49%):difference
3. Hypnotherapy versus psychological treatments (RR 1.24, 95% CI 0.81 to 1.89, I² =0%): no difference
4. Hypnotherapy versus rapid/focused smoking (RR 1.00, 95% CI 0.43 to 2.33): no difference
5. Hypnotherapy versus drug (RR 1.02, 95% CI 0.31 to 3.33): no difference
6. Hypnotherapy versus placebo drug (RR 0.83, 95% CI 0.27 to 2.58): no difference
7. Hypnotherapy + other treatment versus other treatment alone: 3 of 4 studies showed benefit of
Hypnotherapy, studies could not be pooled

Wellcome Trust, UK; NHS Research and Development National Cancer Programme,
England, UK.

minimum follow‐up of 6 months. Overall there was a positive effect of interventions on abstinence after 6 to 12 months (odds ratio (OR) none declared.
1.66, 95% confidence interval (CI) 1.25 to 2.22), but substantial heterogeneity between trials. Studies
with validated assessment of smoking status at follow‐up had lower efficacy (OR 1.44, 95% CI 0.99 to
2.11) than non‐validated trials. . The ORs for different strategies were similar (behavioural therapies OR
1.69, 95% CI 1.33 to 2.14; telephone support OR 1.58, 95% CI 1.28 to 1.97; self‐help OR 1.48, 95% CI
1.11 to 1.96).
More intense interventions showed increased quit rates (OR 1.98, 95% CI 1.49 to 2.65) whereas brief
interventions did not appear
effective (OR 0.92, 95% CI 0.70 to 1.22). Two trials had longer term follow‐up, and did not show any
benefits after 5 years.

We included three randomized and eight non‐randomized observational studies of fair to good quality none declared
that tested the use of an existing
EHR to improve documentation and/or treatment of tobacco use. None of the studies included a direct
assessment of patient quit
rates. Overall, these studies found only modest improvements in some of the recommended clinician
actions steps on tobacco use.

Comments

Cahill, Kate K.

2010

Stage‐based interventions for smoking
cessation

Ia

SR

>33,000
participants (41
trials)

Smokers, of any age, race or gender. Any intervention using a stage‐based
design to influence a change
in smoking behaviour.

a non‐stage‐based control
(lower or equal intensity), no intervention, usual care

at least 6 months

Four trials, which directly compared the same intervention in
No sources of support supplied
stage‐based and standard versions, found no clear advantage for the staging component. Stage‐based
versus standard self‐help materials
(two trials) gave a relative risk (RR) of 0.93 (95% CI 0.62 to 1.39). Stage‐based versus standard
counselling (two trials) gave a relative
risk of 1.00 (95% CI 0.82 to 1.22). Six trials of stage‐based self‐help systems versus any standard self‐
help support demonstrated a
benefit for the staged groups, with an RR of 1.27 (95% CI 1.01 to 1.59). Twelve trials comparing stage‐
based self help with ’usual care’
or assessment‐only gave an RR of 1.32 (95% CI 1.17 to 1.48). Thirteen trials of stage‐based individual
counselling versus any control
condition gave an RR of 1.24 (95% CI 1.08 to 1.42). These findings are consistent with the proven
effectiveness of these interventions
in their non‐stage‐based versions. The evidence was unclear for telephone counselling, interactive
computer programmes or training
of doctors or lay supporters. This uncertainty may be due in part to smaller numbers of trials.

Cahill, Kate K.

2011

Competitions and incentives for smoking Ia
cessation.

SR

n >4500

Adult smokers, of either gender, in
any setting

Contests, competitions, incentive
schemes, lotteries, raffles, and
contingent payments, to reward
cessation and continuous abstinence
in smoking cessation programmes.

various control group types

at least 6 months

Only one study, the largest in our review (Volpp 2009, n= 878) demonstrated significantly higher quit NHS Research and Development Fund, UK.
rates for the incentives group than for the control group beyond the six‐month assessment (p<0.001).
There is some evidence that recruitment rates can be improved by rewarding participation, which may
be expected to deliver higher
absolute numbers of successful quitters. Cost effectiveness analysis was not appropriate to this review,
since the efficacy of most of the interventions was not demonstrated.
This trial referred its participants to local smoking cessation services, and offered substantial cash
payments (up to US$750) for prolonged abstinence.

Cahill, Kate K.

2011

Nicotine receptor partial agonists for
smoking cessation.

Ia

SR

adult smokers
n > 12 223 (n =
8100 of them used
varenicline)

cytisine, dianicline and varenicline

placebo; comparisons with bupropion and nicotine patches

at least 6 months

The pooled RR for continuous or sustained abstinence at six months or longer for varenicline at
NHS Research and Development Fund, UK.
standard dosage versus placebo was 2.27 (95% CI 2.02 to 2.55; 14 trials, 6166 people, excluding one
trial evaluating long term safety). Varenicline at lower or variable doses was also shown to be effective,
with an RR of 2.09 (95% CI 1.56 to 2.78; 4 trials, 1272 people). The pooled RR for varenicline versus
bupropion at one year was 1.52 (95% CI 1.22 to 1.88; 3 trials, 1622 people). The RR for varenicline
versus NRT for point prevalence abstinence at 24 weeks was 1.13 (95% CI 0.94 to 1.35; 2 trials, 778
people). The two trials which tested the use of varenicline beyond the 12‐week standard regimen found
the drug to be well‐tolerated during long‐term use. The main adverse effect of varenicline was nausea,
which was mostly at mild to moderate levels and usually subsided over time. A meta‐analysis of
reported serious adverse events occurring during or after active treatment and not necessarily
considered attributable to treatment suggests there may be a one‐third increase in the chance of
severe adverse effects among people using varenicline (RR 1.36; 95% CI 1.04 to 1.79; 17 trials, 7725 peo

Cahill, Kate K.

2011

Cannabinoid type 1 receptor antagonists Ia
for smoking cessation

SR

n= 1567
smokers,n= 1661
quitters

at least 6 months

At one year, the pooled risk ratio (RR) for quitting with rimonabant 20 mg was
non declared
1.50 (95% confidence interval (CI) 1.10 to 2.05). No significant benefit was demonstrated for
rimonabant at 5 mg dosage. Adverse
events included nausea and upper respiratory tract infections.
In the relapse prevention trial, smokers who had quit on the 20 mg regimen were more likely to remain
abstinent on either active
regimen than on placebo; the RR for the 20 mg maintenance group was 1.29 (95% CI 1.06 to 1.57), and
for the 5 mg maintenance
group 1.30 (95% CI 1.06 to 1.59). There appeared to be no significant benefit of maintenance
treatment for the 5 mg quitters.
One trial of taranabant was not included in our meta‐analyses, as it followed participants only until end
of treatment; at eight weeks it
found no benefit for treatment over placebo, with an OR of 1.2 (90% CI 0.6 to 2.5).
For rimonabant, weight gain was reported to be significantly lower among the 20 mg quitters than in
the 5 mg or placebo quitters.
During treatment, overweight or obese smokers tended to lose weight, while normal weight smokers
did not. For taranabant, weight
gain was significantly lower for 2‐8 mg versus placebo at the end of eight weeks of treatment.

Adult smokers

SelectiveCB1 receptor antagonists,
placebo
such as rimonabant and taranabant,
and any other drugs of this class as
they reach Phase II or
Phase III trial stage. The drugs may be
used alone or in combination
with behavioural therapies or other
pharmacotherapies

Cahill, Kate K.

2013

Pharmacological interventions for
smoking cessation: an overview and
network meta‐analysis.

Ia

SR

n =101,804

adult smokers

nicotine replacement therapy (NRT), placebo; NRT, bupropion and varenicline
antidepressants (bupropion and
nortriptyline), nicotine receptor partial
agonists (varenicline and cytisine),
anxiolytics, selective type 1
cannabinoid receptor antagonists
(rimonabant), clonidine, lobeline,
dianicline, mecamylamine, Nicobrevin,
opioid antagonists, nicotine vaccines,
and silver acetate

at least 6 months

Both NRT and bupropion were superior to placebo (odds ratios (OR) 1.84; 95% credible interval (CredI) National Institute for Health Research (NIHR), UK.
1.71 to 1.99, and 1.82; 95% CredI 1.60 to 2.06 respectively). Varenicline increased the odds of quitting
compared with placebo (OR 2.88; 95% CredI 2.40 to 3.47). Head‐to‐head comparisons between
bupropion and NRT showed equal efficacy (OR 0.99; 95% CredI 0.86 to 1.13). Varenicline was superior
to single forms of NRT (OR 1.57; 95% CredI 1.29 to 1.91), and to bupropion (OR 1.59; 95% CredI 1.29 to
1.96).
Varenicline was more effective than nicotine patch (OR 1.51; 95% CredI 1.22 to 1.87), than nicotine
gum (OR 1.72; 95% CredI 1.38 to 2.13), and than 'other' NRT (inhaler, spray, tablets, lozenges; OR 1.42;
95% CredI 1.12 to 1.79), but was not more effective than combination NRT (OR 1.06; 95% CredI 0.75 to
1.48). Combination NRT also outperformed single formulations. The four categories of NRT performed
similarly against each other, apart from 'other' NRT, which was marginally more effective than NRT
gum (OR 1.21; 95% CredI 1.01 to 1.46).
Cytisine (a nicotine receptor partial agonist) returned positive findings (risk ratio (RR) 3.98; 95% CI 2.01 t
Across the 82 included and excluded bupropion trials, our estimate of six seizures in the bupropion arm
Nortriptyline increased the chances of quitting (RR 2.03; 95% CI 1.48 to 2.78). Neither nortriptyline nor

Carr, AB

2012

Ia
Interventions for tobacco cessation in
the dental setting. Cochrane Database of
Systematic Reviews 2012

SR

n > 10 500 (14
studies)

Patients or subjects of any age
reporting tobacco use and receiving
oral health interventions by dental
professionals were included.
Subject recruitment and
participation included both those
actively
seeking treatment and those who
did not express an interest in
quitting. All tobacco users (cigarette,
cigar, and pipe smokers, and
smokeless tobacco users) were
included.

any intervention to promote tobacco Usual care, placebo, intervention vs. other invention
use cessation
which included a component delivered
by a dentist, dental hygienist, dental
assistant or office staff in the
dental practice setting and any
combination of these, as well as the
same individuals providing
intervention as part of a community
effort. Interventions could include brief
advice to quit, provision
of self‐help materials, counselling,
pharmacotherapy or any com‐
bination of these, or referral to other
sources of support. Interven‐
tions that were directed at both
smokers and smokeless tobacco
users were included, as were
interventions aimed at the training
of dental health professionals.

at least 6 months

Pooling all 14 studies suggested that interventions conducted by oral health professionals
can increase tobacco abstinence rates (odds ratio [OR] 1.71, 95% confidence interval [CI] 1.44 to 2.03)
at six months or longer, but
there was evidence of heterogeneity (I² = 61%). Within the subgroup of interventions for smokers,
heterogeneity was smaller (I² =
51%), but was largely attributable to a large study showing no evidence of benefit. Within this
subgroup there were five studies which
involved adult smokers in dental practice settings. Pooling these showed clear evidence of bene
fit and
minimal heterogeneity (OR 2.38,
95% CI 1.70 to 3.35, 5 studies, I² = 3%) but this was a posthoc subgroup analysis. Amongst the studies
in smokeless tobacco users the
heterogeneity was also attributable to a large study showing no sign of benefit, possibly due to
intervention spillover to control colleges;
the other five studies indicated that interventions for ST users were effective (OR 1.70; 95% CI 1.36 to
2.11).

Civljak M

2013

Internet‐based interventions for smoking Ia
cessation.

SR

n > 45 000

adult smokers

Any type of Internet‐based intervention no‐intervention control, a different Internet intervention, or a
non‐Internet intervention.

at least 6 months

NHS Connecting for Health Evaluation Programme (NHS CFHEP 001), UK
In a post hoc subgroup analysis, pooled results from three trials that compared interactive and
individually tailored interventions to usual care or written self help detected a statistically significant
effect in favour of the intervention (RR 1.48, 95% CI 1.11 to 2.78). However all three trials were judged
to be at high risk of bias in one domain and high statistical heterogeneity was detected (I² = 53%), with
no obvious clinical explanation. Pooled results from two studies of an interactive, tailored intervention
involving the Internet and automated phone contacts also detected a significant effect (RR 2.05, 95% CI
1.42 to 2.97, I² = 42%).

David, SP

2013

Opioid antagonists for smoking
cessation.

Ia

SR

n > 1 200

adult smokers

naloxone, naltrexone and other opioid placebo or an alternative therapeutic control
antagonists

at least 6 months

No significant difference was detected between naltrexone and placebo (risk ratio (RR) 1.00; 95%
confidence interval (CI) 0.66 to 1.51, 445 participants), or between naltrexone and placebo as an
adjunct to NRT (RR 0.95; 95% CI 0.70 to 1.30, 768 participants). The estimate was similar when all eight
trials were pooled (RR 0.97; 95% CI 0.76 to 1.24, 1213 participants). In a secondary analysis of
abstinence at end of treatment, there was also no evidence of any early treatment effect, (RR 1.03;
95% CI 0.88 to 1.22, 1213 participants). No trials of naloxone or buprenorphine reported abstinence
outcomes.

Ebbert, J.

2011

Interventions for smokeless tobacco use Ia
cessation.

SR

n > 10.000

Adults who wanted to quit smoking. varenicline, NRT, bupropion

up to 16 months

none declared.
varenicline increases ST abstinence rates (Odds Ratio [OR] 1.6, 95% Confidence Interval (CI) 1.08
to 2.36) among Swedish snus users.Two trials of bupropion SR did not detect a benefit of treatment at
six months or longer (OR 0.86,
95% CI 0.47 to 1.57). Nicotine replacement therapy (patch, gum, and lozenge) was not observed to
increase tobacco abstinence rates
(OR 1.14, 95% CI: 0.91 to 1.42).

varenicline, NRT, bupropion,placebo

1R21DE016024, National Institute for Dental and Craniofacial Research, USA.

• National Institute for Health Research (NIHR), UK.
• National Institute of Mental Health (NIMH), USA.
R01 MH083684 (Dr Prochaska)
• National Institute on Drug Abuse, USA.
P50 DA009253 (Dr Prochaska)
• Tobacco‐Related Disease Research Program (TRDRP), USA.
17RT‐0077

Farley AC

2012

Interventions for preventing weight gain Ib
after smoking cessation.

SR

n> 10 000

placebo, advice/no intervention
community volunteers who wanted Part 1 ‐ Interventions that are
designed specifically to limit post
to stop
cessation weight gain.
smoking and avoid weight gain
Part 2 ‐ Smoking cessation
interventions that are not designed
primarily
to limit post cessation weight gain but
which might plausibly
influence it, i.e. antidepressants,
exercise, nicotine replacement
therapy (NRT), rimonabant and
varenicline.

at least 6 months

Data from one study suggest that varenicline increases ST abstinence rates (Odds Ratio [OR] 1.6, 95%
Confidence Interval (CI) 1.08
to 2.36) among Swedish snus users.Two trials of bupropion SR did not detect a benefit of treatment at
six months or longer (OR 0.86,
95% CI 0.47 to 1.57). Nicotine replacement therapy (patch, gum, and lozenge) was not observed to
increase tobacco abstinence rates
(OR 1.14, 95% CI: 0.91 to 1.42).

Gourlay SG

2008

Clonidine for smoking cessation.

Ia

SR

n= 776

any smokers

Placebo

at least 12 weeks

• National Heart Foundation, Australia.
The pooled risk ratio for success with clonidine versus
placebo was 1.63 (95% confidence interval 1.22 to 2.18). There was a high incidence of dose‐dependent • US Public Health Service, USA.
• NHS Research and Development National Cancer Programme, England, UK.
side‐effects, particularly dry
mouth and sedation.

Grimshaw G

2010

Tobacco cessation interventions for
young people.

IIa

SR

We included any interventions; these
n> 6000, precisely: young people,
aged less than 20, who were regular could include pharmacotherapy,
n=6900 (28
psycho‐social interventions and
tobacco smokers
studies)
complex programmes targeting
families, schools or communities. We
excluded programmes primarily aimed
at prevention of uptake.

no intervention, delayed intervention beyond the last date of data,
acquisition including follow up, information on stopping smoking
either delivered to
individuals in control groups or as literature (indicated in
Characteristics of Studies as “Brief Intervention”),
general tobacco education given to all participants in trial

at least 6 months

Two trials based mainly on TTM interventions achieved moderate long‐term success,
none declared
with a pooled odds ratio (OR) at one year of 1.70 (95% confidence interval (CI) 1.25 to 2.33). The eleven
trials that included some
form of motivational enhancement gave an estimated OR of 1.70 (95% CI 1.31 to 2.20). The six trials
which included cognitive
behavioural therapy did not individually achieve statistically significant results, but there was a
marginally significant effect of pooling
four studies using the Not on Tobacco programme (OR of 1.77, 95% CI 1.00 to 3.11) although 3 of the
trials used abstinence for as
little as 24 hours at six months as the cessation outcome. Neither of the small trials using NRT products
detected statistically significant
effects. A trial of bupropion alone, showed no significant effect for either a standard or lower dose.

Hajek, P.

2011

Aversive smoking for smoking cessation. Ia

SR

n> 1000

any smokers

Any non‐pharmacological aversion
treatment.

intervention and control
groups differ in presence or intensity of aversion treatment, but
not in therapist contact or other treatment ingredients.

at least 6 months

NHS Research and Development National Cancer Programme, England, UK.
The odds ratio (OR) for abstinence following
rapid smoking compared to control was 2.01 (95% confidence intervals (CI): 1.36 to 2.95). Several
factors suggest that this finding
should be interpreted cautiously. A funnel plot of included studies was asymmetric, due to the relative
absence of small studies with negative results. Most trials had a number of serious methodological
problems likely to lead to spurious positive results. The only trial
using biochemical validation of all self reported cessation gave a non‐significant result.
Other aversion methods were not shown to be effective (OR 1.15, 95% CI 0.73 to 1.82). There was a
borderline dose‐response to the
level of aversive stimulation (OR 1.67, 95% CI 0.99 to 2.81).

Hajek, P.

2013

Relapse prevention interventions for
smoking cessation.

Ib

SR

n > 20 000 (N=
1462 for main
comparison)

people who had quit
smoking on their own; people who
were undergoing enforced
abstinence, whether or not they
intended to quit permanently; and
smokers participating in treatment
programmes to assist initial
cessation.

interventions identified by study
no intervention, shorter intervention or an intervention not oriented at least 6 months
investigators as in‐
towards re‐
tended to prevent relapse (behavioural lapse prevention
interventions deliv‐
ered in any format, including group
meetings, face‐to‐face ses‐
sions, written or other materials,
proactive or reactive telephone
support, and pharmacological
interventions.)

Hartmann-Boyce J

2012

Nicotine vaccines for smoking cessation. Ia

SR

n =2642

adult smokers or recent ex‐smokers. Nicotine vaccines, at Phase II and III
trial stage and beyond. They
may be used as part of smoking
cessation or relapse prevention
interventions.

Clonidine

placebo

12 months

No sources of support supplied

Main Comparison: RR1: CI 0.87 to 1.15; quality of evidence is very low. Overall, providing
NHS Research & Development Programme, UK.
training in skills thought to be needed for relapse avoidance did not reduce relapse, but most studies
did not use experimental designs best
suited to the task and had limited power to detect expected small differences between interventions.
For pharmacological interventions,
extended treatment with varenicline significantly reduced relapse in one trial (risk ratio (RR) 1.18, 95%
confidence interval (CI) 1.03
to 1.36). Pooling of six studies of extended treatment with bupropion failed to detect a significant
effect (RR 1.15, 95% CI 0.98 to
1.35). Two small trials of oral nicotine replacement treatment (NRT) failed to detect an effect, but
treatment compliance was low, and
in two other trials of oral NRT in which short‐term abstainers were randomly assigned, a significant
effect of intervention was noted.

The RR for 12 month cessation in active and placebo groups was 1.35 (95% Confidence Interval (CI)
none declared.
0.82 to 2.22) in the trial of NIC002 and 1.74 (95% CI 0.73 to 4.18) in one NicVAX trial. Two Phase III
NicVAX trials, for which full
results were not available, reported similar quit rates of approximately 11% in both groups. In the two
studies with full results available,
post hoc analyses detected higher cessation rates in participants with higher levels of nicotine
antibodies, but these findings are not
readily generalisable. The two studies with full results showed nicotine vaccines to be well tolerated,
with the majority of adverse events
classified as mild or moderate. In the study of NIC002, participants receiving the vaccine were more
likely to report mild to moderate
adverse events, most commonly flu‐like symptoms, whereas in the study of NicVAX there was no
significant difference between the
two arms. Information on adverse events was not available for the large Phase III trials of NicVAX.

Hughes JR

2010

Anxiolytics for smoking cessation.

Ia

SR

n> 1000

any smokers

anxiolytic drugs

placebo or an alternative therapeutic
control

at least 6 months

There was one trial each of the anxiolytics diazepam, meprobamate, metoprolol and oxprenolol. There • National Institute on Drug Abuse (NIDA), USA.
• NHS Research and Development National Cancer Programme, England, UK.
were two trials of the anxiolytic
buspirone. None of the trials showed strong evidence of an effect for any of these drugs in helping
smokers to quit. However, confidence
intervals were wide, and an effect of anxiolytics cannot be ruled out on current evidence.
Buspirone: buspirone vs. placebo: pooled risk ratio (RR) was 0.76; 95%
confidence interval (CI) 0.42 to 1.37 , buspirone vs. nicotine: RR was 1.08, CI 0.70, up to 1.65

Hughes JR

2010

Antidepressants for smoking cessation.

Ia

SR

n= 11 140

Current smokers, or recent quitters
(for trials of relapse prevention).

bupropion, nortriptyline

placebo or an alternative pharmacotherapy

at least 6 months

• National Institute on Drug Abuse (NIDA), USA.
When used as the sole pharmacotherapy, bupropion (36 trials, N = 11,140, risk ratio
[RR] 1.69; 95% confidence interval [CI] 1.53 to 1.85) and nortriptyline (six trials, N = 975, RR 2.03; 95% • NHS Research and Development Programme, UK.
CI 1.48 to 2.78) both
significantly increased long term cessation. There is insufficient evidence that adding bupropion (6
trials, N = 1,106, RR 1.23; 95%
CI 0.67 to 2.26) or nortriptyline (3 trials, N = 1,219, RR 1.29; 95% CI 0.97 to 1.72) to nicotine
replacement therapy provides an
additional long‐term benefit. From the available data bupropion and nortriptyline appear to be equally
effective and of similar efficacy
to nicotine replacement therapy. Pooling three trials comparing bupropion to varenicline showed lower
quitting with bupropion (N
= 1,622, RR 0.66, 95% CI 0.53 to 0.82). There is a risk of about 1 in 1000 of seizures associated with
bupropion use. Bupropion
has been associated with suicide risk, but whether this is causal is unclear. Nortriptyline has the
potential for serious side‐effects, but
none have been seen in the few small trials for smoking cessation. There was no evidence of a
significant effect for selective serotonin
reuptake inhibitors; fluoxetine 4 trials, N = 1,486, RR 0.92 (95% CI 0.68 to 1.24); paroxetine 1 trial, N = 2
to 1.82); sertraline 1 trial, N = 134, RR 0.71 (95% CI 0.30 to 1.64). Significant effects were not detected fo
inhibitors moclobemide (1 trial, N = 88, RR 1.57, 95% CI 0.67 to 3.68) or selegiline (3 trials, N = 250, RR 1
2.41) or the atypical antidepressant venlafaxine (N = 147, RR 1.22, 95% CI 0.64 to 2.32). No long term tri
for St John’s Wort.

Lai DTC

2011

Motivational interviewing for smoking
cessation

Ia

SR

n> 10 000

Participants could be tobacco users
of either gender recruited in
any setting. The only exceptions are
trials which only recruited
pregnant women or adolescent
smokers, as their particular needs
and circumstances warrant them
being treated as separate
populations.

Randomized controlled trials in which Usual care, written information, counselling, advice, other
motivational interviewing or its
variants were offered to smokers to
assist smoking cessation.

at least 6 months

Our meta‐analysis of MI versus
No sources of support supplied
brief advice or usual care yielded a modest but significant increase in quitting (RR 1.27; 95% CI 1.14 to
1.42). Subgroup analyses
suggested that MI was effective when delivered by primary care physicians (RR 3.49; 95% CI 1.53 to
7.94) and by counsellors (RR 1.27; 95% CI 1.12 to 1.43), and when it was conducted in longer sessions
(more than 20 minutes per session) (RR 1.31; 95% CI
1.16 to 1.49). Multiple session treatments may be slightly more effective than single sessions, but both
regimens produced positive
outcomes. Evidence is unclear at present on the optimal number of follow‐up calls.

Lancaster, T

2008

Training health professionals in smoking Ia
cessation

SR

n > 10 000

We considered trials in which the
unit of randomisation was a
healthcare practitioner or practice,
and that reported the effects
on patients who were smokers.

To be included in the review studies
untrained groups
had to have allocated healthcare
professionals to at least two groups
(including one which received some
form of training) by a formal
randomisation process. Studies that
used historical controls were excluded.

at least six months

Healthcare professionals who had received training were more likely to perform tasks of smoking
NHS Anglia and Oxford Region Research and Development Programme, England, UK &
cessation than untrained controls. Of eight studies that compared patient smoking behaviour between NHS Research and Development National Cancer Programme, England, UK.
trained professionals and controls, six found no effect of intervention. The effects of training on process
outcomes increased if prompts and reminders were used.(effect sizes: no numeric data)

Lancaster, T

2009

Mecamylamine (a nicotine antagonist)
for smoking cessation.

Ia

SR

n= 48 (2 studies)

Adult smokers

Randomised trials of mecamylamine,
either alone or in combination with
nicotine replacement therapy, which
reported smoking cessation rates at
least six months after intervention.

at least 6 months

We identified two studies, both from the same investigators. In a study of 48 volunteers, a combination NHS Research and Development National Cancer Programme, England, UK.
of mecamylamine plus nicotine patch was more effective than nicotine patch alone (abstinence rate at
one year 37.5% vs 4.2%). In a second study, 80 volunteers were treated for four weeks prior to
cessation with one of four treatments: 1. Nicotine patch plus mecamylamine capsules 2. Nicotine alone
3. Mecamylamine alone 4. No active drug. All four groups received combination treatment with
nicotine and mecamylamine after the scheduled quit date. The abstinence rates in these four groups
were respectively 40%, 20%, 15% and 15%. The higher abstinence rate in the group treated with
combination therapy was not statistically significant. The authors reported a statistically significant
benefit of mecamylamine using Kaplan‐Meier survival analysis. In the doses used, mecamylamine was
well tolerated, although up to 40% of subjects required reductions in dose, usually because of
constipation.

Lancaster, T

2012

Silver acetate for smoking cessation

Ia

SR

n = 785

Adult patients who smoke.

Placebo
The aim of this review was to
determine the effectiveness of silver
acetate products (gum, lozenge, spray)
in promoting smoking cessation.

at least six months

Two studies provided long‐term follow‐up data on patients randomised to silver acetate or placebo. In NHS Research and Development Fund, UK.
one of these studies, there was a third arm, randomised to 2mg nicotine gum. The pooled risk ratio for
quitting for silver acetate vs placebo was 1.04 (95% confidence interval 0.69 to 1.57).

Nicotine, placebo

Lancaster, T

2008

Individual behavioural counselling for
smoking cessation.

Ia

SR

30 trials (n > 7000) Any smokers, except pregnant
women

individual behavioural counseling

more intensive motivational counselling intervention, usual care,
pamphlet, nicotine patches and other controls

at least 6 months

The relative risk (RR) for smoking cessation at long‐term follow up was 1.39, 95% confidence interval Oxford University Department of Primary Health Care, UK; National Institute for Health
(CI) 1.24 to 1.57. In a subgroup of four trials where all participants received nicotine replacement
Research School for Primary Care Research, UK, NHS Research and Development
therapy the point estimate of effect for counselling was smaller but just reached significance (RR 1.27; Programme, UK.
95% CI 1.02 to 1.59). We failed to detect a greater effect of intensive counselling compared to brief
counselling (5 trials, RR 0.96, 95% CI 0.74 to 1.25).

Lancaster, T

2009

Self‐help interventions for smoking
cessation.

Ia

SR

n > 10 000 (68
trials)

Any smokers except pregnant
smokers and adolescent smokers.

We searched the Cochrane Tobacco
Addiction Group trials register using
the terms ’self‐help’, ’manual*’ or
’booklet*’. Date of the most recent
search November 2008.

We included randomized trials of smoking cessation with follow up
of at least six months, where at least one arm tested a self‐help
intervention. We defined self help as structured programming for
smokers trying to quit without intensive contact with a therapist.

at least six months

Thirty‐four compared self‐help materials to no intervention or tested materials used in addition to
NHS Research & Development Programme, UK.
advice. In 12 trials in which self help was compared to no intervention there was a pooled effect that
just reached statistical significance (N = 15,711; risk ratio [RR] 1.21; 95% confidence interval [CI] 1.05 to
1.39). This analysis excluded two trials with strongly positive outcomes that introduced significant
heterogeneity. Five further trials in which the control group received alternative written materials did
notshow evidence for an effect of the smoking self‐help materials. We failed to find evidence of benefit
from adding self‐help materials to face‐to‐face advice, or to nicotine replacement therapy. There were
25 trials using materials tailored for the characteristics of individual smokers, where meta‐analysis
supported a small benefit of tailored materials (N = 28,189; RR 1.31; 95% CI 1.20 to 1.42, I2 = 19%).
The evidence is strongest for tailored materials compared to no intervention, but also supports tailored
materials as more helpful than standard materials. Part of this effect could be due to the additional con

Lindson-Hawley, N

2010

Reduction versus abrupt cessation in
smokers who want to quit.

Ia

SR

N = 3760

Cigarette smokers of any age who
intended to stop smoking soon.

1. To compare the success of reducing Studies included at least one condition which instructed participants at least six months
to reduce their smoking and then quit and one condition which
smoking to quit and abrupt quitting
interventions. 2. To compare adverse instructed participants to quit abruptly.
events between arms in studies that
used pharmacotherapy to aid
reduction.

Ten studies were relevant for inclusion, with a total of 3760 participants included in the meta‐analysis. • Paul Aveyard, UK.
Three of these studies used pharmacotherapy as part of the interventions. Five studies included
Paul Aveyard’s salary is part‐funded by the National Institute for Health Research and
behavioural support in the intervention, four included self‐help therapy, and the remaining study had the National Health Service of the UK.
arms which included behavioural support and arms which included self‐help therapy. Neither reduction • Nicola Lindson, UK.
Nicola Lindson was funded by the UK Centre for Tobacco Control Studies, a UKCRC
or abrupt quitting had superior abstinence rates when all the studies were combined in the main
analysis (RR= 0.94, 95% CI= 0.79 to 1.13), whether pharmacotherapy was used (RR= 0.87, 95% CI= 0.65 Public Health Research: Centre of Excellence.
to 1.22), or not (RR= 0.97, 95% CI= 0.78 to 1.21), whether studies included behavioural support (RR=
Funding from British Heart Foundation, Cancer Research UK, Economic and Social
Research Council, Medical Research Council,
0.87, 95% CI= 0.64 to 1.17) or self‐help therapy (RR= 0.98, 95% CI= 0.78 to1.23). We were unable to
and the Department of Health, under the auspices of the UK Clinical Research
draw conclusions about the difference in adverse events between interventions, however recent
Collaboration, is gratefully acknowledged.
studies suggest that pre‐quit NRT does not increase adverse events.
• John Hughes, USA.
John Hughes’ salary is part‐funded by Fletcher Allen Health Care

Park, EW

2008

Enhancing partner support to improve
smoking cessation

Ia

SR

N > 2.326

Smokers of either gender and any
age, irrespective of their initial
level of nicotine dependency,
recruited from any setting, and who
agreed to participate in a smoking
cessation programme. Pregnant/
non‐pregnant and married/
unmarried smokers were included.

The purpose of this review was to
determine if an intervention to
enhance partner support helps
smoking cessation when added as an
adjunct to a smoking cessation
programme.

Standard treatment, group sessions, self‐help manual, and other
control conditions

A total of 49 articles were identified for this review. Only ten articles (11 studies, >2000 participants) SUNY Upstate Medical University‐ Department of Family Medicine, USA. • Dankook
University, Department of Family Medicine, Korea, Republic of.
met the inclusion criteria. The definition of partner varied between studies. All studies gave self‐
reported smoking cessation rates, but there was limited biochemical validation of abstinence. The risk
ratio for self‐reported abstinence at 6‐9 months was 1.01 (95% CI, 0.86 to 1.18); and at 12 months
post‐treatment was 1.04 (95% CI, 0.87 to 1.24). Of the six studies that measured partner support at
follow up, only two studies reported significant increase in partner support in the intervention groups.

Parsons, AC

2009

Interventions for preventing weight gain Ia
after smoking cessation.

SR

n > 6000

Participants were
adult smokers who had typically
volunteered from the community
(although a small number of studies
recruited participants from a
primary care setting and one study
recruited hospitalised patients).
All were motivated to quit smoking
and smoked an average of
20 to 30 cigarettes a day.

Part 1: We searched the Cochrane
Tobacco Addiction Group's Specialized
Register which includes trials indexed
in MEDLINE, EMBASE, SciSearch and
PsycINFO, and other reviews and
conference abstracts. Part 2: We
searched the included studies of
Cochrane smoking cessation reviews of
nicotine replacement therapy,
antidepressants, nicotine receptor
partial agonists, cannabinoid type 1
receptor antagonists (rimonabant),
and exercise interventions, published
in Issue 4, 2008 of The Cochrane
Library.

Part 1: We included trials of interventions designed specifically to
six to twelve months
address both smoking cessation and post‐cessation weight gain that
had measured weight at any follow‐up point and/or smoking six
months or more after quitting.Part 2: We included trials from the
selected Cochrane reviews that could plausibly modify post‐cessation
weight gain if they had reported weight gain by trial arm at end of
treatment or later.

at least 6 months

We found evidence that pharmacological interventions aimed at reducing post‐cessation weight gain Barts and The London ‐ Queen Mary’s School of Medicine and Dentistry, UK.
resulted in a significant reduction in weight gain at the end of treatment (dexfenfluramine (‐2.50kg [‐ Paid the salary of Peter Hajek
2.98kg to ‐2.02kg], fluoxetine (‐0.80kg [‐1.27kg to ‐0.33kg], phenylpropanolamine (PPA) (‐0.50kg [‐
0.80kg to ‐0.20kg], naltrexone (‐0.76kg [‐1.51kg to ‐0.01kg])). No evidence of maintenance of the
treatment effect was found at six or 12 months.Among the behavioural interventions, only weight
control advice was associated with no reduction in weight gain and with a possible reduction in
abstinence. Individualized programmes were associated with reduced weight gain at end of treatment
and at 12 months (‐2.58kg [‐5.11kg to ‐0.05kg]), and with no effect on abstinence (RR 0.74 [0.39 to
1.43]). Very low calorie diets (‐1.30kg (‐3.49kg to 0.89kg] at 12 months) and cognitive behavioural
therapy (CBT) (‐5.20kg (‐9.28kg to ‐1.12kg] at 12 months) were both associated with improved
abstinence and reduced weight gain at end of treatment and at long‐term follow up.Both bupropion
(300mg/day) and fluoxetine (30mg and 60mg/day combined) were found to limit post‐cessation weight

30 trials with 7000 participants were included. 22 studies
compared individual therapy with minimal/ basic
intervention. The personalized counseling was much more
effective (RR = 1.39, CI 1.24 – 1.75). The difference stays
significant at the time when nicotine replacement is given
as well. Brief advice exhibits no significant difference to
extensive counseling/ advice (RR 0.96, CI 0.74 – 1.25).
Therapy requirements: a minimum of 10 minutes for a
session, one to one appointments/ engagements.

The primary objective of this review
We included randomized controlled trials (RCTs) and controlled trials at least 6 months
was to assess the impact of reducing involving financial benefit interventions to smokers or their health
the costs of providing or using smoking care providers or both.
cessation treatment by health care
financing interventions on abstinence
from smoking and utilization of
smoking cessation treatment.

Reda, AA

2009

Healthcare financing systems for
increasing the use of tobacco
dependence treatment

Ia

SR

N > 10.000

smokers or healthcare providers

Rice, VH

2009

Nursing interventions for smoking
cessation

Ia

SR

N > 17.000 (49
studies)

Participants were adult smokers, 18 To determine the effectiveness of
nursing‐delivered smoking cessation
years and older, of either gen‐
interventions.
der and recruited in any type of
healthcare setting. The only excep‐
tions were studies that had
exclusively recruited pregnant
women.
Trials in which ’recent quitters’ were
classified as smokers were
included, but sensitivity analyses
were performed to determine
whether they differed from trials
that excluded such individuals.

Rigotti, NA

2008

Interventions for smoking cessation in
hospitalised patients.

Ia

SR

n = 50 trials

hospitalised patients who were
current smokers or recent quitters
(defined as having quit more than
one month before hospital
admission).

Sinclair, HK

2008

Community pharmacy personnel
interventions for smoking cessation.

Ia

SR

N = 976

Community pharmacy clients who
are smokers and who wish to
stop.

Control or usual care

We found nine trials involving financial interventions directed at smokers and two studies directed at Care and Public Health Research Institute (CAPHRI), Maastricht University, Netherlands.
health care providers.
1) Full versus no
financial coverage:: n= 2760 Risk Ratio (M‐H, Random, 95% CI) 2.45 [1.17, 5.12]
2 Full versus partial financial coverage: n=3 762 Risk Ratio (M‐H, Random, 95% CI) 0.85 [0.52,
1.38]
3) Partial versus nofinancial coverage n= 2 2401; Risk Ratio (M‐
H, Random, 95% CI) 0.97 [0.64, 1.45]
4)
Partial versus another partial coverage (at least 6 months CA)
n= 1 298, Risk Ratio (M‐H, Fixed, 95% CI) 1.20 [0.86, 1.68]
There was a statistically significant favourable effect of full financial interventions directed
at smokers on continuous abstinence
compared to no interventions with a risk ratio (RR) of 4.38 (95% CI 1.94 to 9.87). There was also a signific
interventions when compared to no interventions on the number of participants making a quit attempt
1.32; N = 3). There was a significant effect of financial interventions directed at health care providers in
behavioural interventions for smoking cessation (RR 1.33; 95% CI 1.01 to 1.77). Comparison of full benefi
resulted in costs per additional quitter ranging from $260 to $1453.

at least 6 months

comparing a nursing intervention to a control or to usual care, we found the intervention to increase none declared
the likelihood of quitting (RR 1.29; 95% CI 1.20 to 1.39). In a subgroup analysis the estimated effect
size was similar for the group of seven studies using a particularly low intensity intervention but the
confidence interval was wider. There was limited indirect evidence that interventions were more
effective for hospital inpatients with cardiovascular disease than for inpatients with other conditions.
Interventions in non‐hospitalized adults also showed evidence of benefit. Eleven studies comparing
different nurse‐delivered interventions failed to detect significant benefit from using additional
components. Six studies of nurse counselling on smoking cessation during a screening health check or
as part of multifactorial secondary prevention in general practice (not included in the main meta‐
analysis) found nursing intervention to have less effect under these conditions.

Randomized and quasi‐randomized
Usual care, counselling, self‐help materials and others
trials of behavioural, pharmacological
or multicomponent interventions; The
intervention had to start in the
hospital but could continue after
hospital discharge.

at least 6 months

Intensive counselling interventions that began during the hospital stay and continued with supportive • NHS Research and Development Programme, UK.
contacts for at least one month after discharge increased smoking cessation rates after discharge (risk • NIH / NHLBI Mid‐career Investigator Award in Patient Oriented Research (#K24‐
ratio (RR) 1.37, 95% confidence interval (CI) 1.27 to 1.48; 25 trials). A specific benefit for post‐discharge 044440), USA
contact compared with usual care was found in a subset of trials in which all participants received a
counselling intervention in the hospital and were randomly assigned to post‐discharge contact or usual
care. No statistically significant benefit was found for less intensive counselling interventions. Adding
nicotine replacement therapy (NRT) to an intensive counselling intervention increased smoking
cessation rates compared with intensive counselling alone (RR 1.54, 95% CI 1.34 to 1.79, six trials).
Adding varenicline to intensive counselling had a non‐significant effect in two trials (RR 1.28, 95% CI
0.95 to 1.74). Adding bupropion did not produce a statistically significant increase in cessation over
intensive counselling alone (RR 1.04, 95% CI 0.75 to 1.45, three trials). A similar pattern of results was o

A search was made of the Cochrane
Tobacco Addiction Group database for
smoking cessation studies conducted
in the community pharmacy setting,
using the search terms pharmacist* or
pharmacy or pharmacies. Date of the
most recent search: March 2003.

at least 6 months

We identified two trials which met our selection criteria. They included a total of 976 smokers. Both
NHS Research & Development Programme, UK.
trials were set in the UK and involved a training intervention which included the Stages of Change
Model; they then compared a support programme involving counselling and record keeping against a
control receiving usual pharmacy support. In both studies a high proportion of intervention and control
participants began using NRT. Both studies reported smoking cessation outcomes at three time points.
However, the follow‐up points were not identical (three, six and 12 months in one, and one, four and
nine months in the other), and the trend in abstinence over time was not linear in either study, so the
data could not be combined. One study showed a significant difference in self‐reported cessation rates
at 12 months: 14.3% versus 2.7% (p < 0.001); the other study showed a positive trend at each follow‐
up with 12.0% versus 7.4% (p = 0.09) at nine months.

Randomized trials which compared interventions by community
pharmacy personnel to promote smoking cessation amongst their
clients who were smokers compared to usual pharmacy support or
any less intensive programme. The main outcome measure was
smoking cessation rates at six months or more after the start of the
intervention.

Stanton, A

2013

Tobacco cessation interventions for
young people.

Ia

SR

N = 6000 (12
cluster‐
randomized
controlled trials,
14 randomized
controlled trials
and 2 controlled
trials)

young people, aged less than 20,
who were regular tobacco smokers

We included any interventions; these
could include pharmacotherapy,
psycho‐social interventions and
complex programmes targeting
families, schools or communities. We
excluded programmes primarily aimed
at prevention of uptake.

at least 6 months

The majority of studies were judged to be at high or unclear risk of bias in at least one domain. Many University of Aberdeen, UK, Department of Primary Health Care, University of Oxford,
studies combined components from various theoretical backgrounds to form complex
UK. & NHS Research & Development Programme, UK.
interventions.The majority used some form of motivational enhancement combined with psychological
support such as cognitive behavioural therapy (CBT) and some were tailored to stage of change using
the transtheoretical model (TTM). Three trials based mainly on TTM interventions achieved moderate
long‐term success, with a pooled risk ratio (RR) of 1.56 at one year (95% confidence interval (CI) 1.21 to
2.01). The 12 trials that included some form of motivational enhancement gave an estimated RR of
1.60 (95% CI 1.28 to 2.01). None of the 13 individual trials of complex interventions that included
cognitive behavioural therapy achieved statistically significant results, and results were not pooled due
to clinical heterogeneity. There was a marginally significant effect of pooling six studies of the Not on
Tobacco programme (RR of 1.31, 95% CI 1.01 to 1.71), although three of the trials used abstinence for
as little as 24 hours at six months as the cessation outcome. A small trial testing nicotine replacement th

Stead, LF

2013

Physician advice for smoking cessation.

Ia

SR

N = 31.000

smokers

of advice from physicians in promoting more intensive interventions
smoking cessation; minimal
interventions; to assess the
effectiveness of various aids to advice
in promoting smoking cessation,
determine the effect of anti‐smoking
advice on disease‐specific and all‐
cause mortality.

at least 6 months, 20 years

We identified 42 trials, conducted between 1972 and 2012, including over 31,000 smokers. In some
NHS Research & Development Programme, UK.
trials, participants were at risk of specified diseases (chest disease, diabetes, ischaemic heart disease),
but most were from unselected populations. The most common setting for delivery of advice was
primary care. Other settings included hospital wards and outpatient clinics, and industrial clinics.Pooled
data from 17 trials of brief advice versus no advice (or usual care) detected a significant increase in the
rate of quitting (relative risk (RR) 1.66, 95% confidence interval (CI) 1.42 to 1.94). Amongst 11 trials
where the intervention was judged to be more intensive the estimated effect was higher (RR 1.84, 95%
CI 1.60 to 2.13) but there was no statistical difference between the intensive and minimal subgroups.
Direct comparison of intensive versus minimal advice showed a small advantage of intensive advice (RR
1.37, 95% CI 1.20 to 1.56). Direct comparison also suggested a small benefit of follow‐up visits. Only
one study determined the effect of smoking advice on mortality. This study found no statistically signific

Stead, LF

2012

Lobeline for smoking cessation.

Ia

SR

0 studies included addictive smokers (male, female)

lobeline

Placebo or alternative therapeutic control

at least 6 months

We identified no trials meeting the full inclusion criteria including long term follow‐up. One large trial
failed to detect any effect on short‐term abstinence

Stead, LF

2013

Behavioural interventions as adjuncts to Ia
pharmacotherapy for smoking cessation.

SR

N > 15.000 (38
studies)

To evaluate the effect of increasing the
intensity of behavioural support for
people using smoking cessation
medications, and to assess whether
there are different effects depending
on the type of pharmacotherapy, or
the amount of support in each
condition. We searched the Cochrane
Tobacco Addiction Group Specialised
Register in July 2012 for records with
any mention of pharmacotherapy,
including any type of NRT, bupropion,
nortriptyline or varenicline that
evaluated the addition of personal
support or compared two or more
intensities of behavioural support.

Randomized or quasi‐randomized controlled trials in which all
at least six months
participants received pharmacotherapy for smoking cessation and
conditions differed by the amount of behavioural support. Controls
could receive less intensive personal contact, or just written
information. We did not include studies that used a contact matched
control to evaluate differences between types or components of
support.

We excluded trials recruiting only
pregnant women, trials recruiting
only adolescents

NHS National Institute for Health Research, NIHR Evaluation Trials and Studies
Coordinating Centre, UK.

There was very little evidence of statistical heterogeneity (I² = 3%) so all studies were pooled in the
NHS National Institute for Health Research, UK.
main analysis. There was evidence of a small but statistically significant benefit from more intensive
support (RR 1.16, 95% CI 1.09 to 1.24) for abstinence at longest follow‐up. All but two of the included
studies provided four or more sessions of support. Most trials used nicotine replacement therapy.
Significant effects were not detected for studies where the pharmacotherapy was nortriptyline (two
trials) or varenicline (one trial), but this reflects the absence of evidence. In subgroup analyses, studies
that provided at least four sessions of personal contact for the intervention and no personal contact for
the control had slightly larger effects (six trials, RR 1.25, 95% CI 1.08 to 1.45), as did studies where all
intervention counselling was via telephone (six trials, RR 1.28, 95% CI 1.17 to 1.41). Weaker evidence
for a benefit of providing additional behavioural support was seen in the trials where all participants,
including those in the control condition, had at least 30 minutes of personal contact (18 trials, RR 1.11, 9

There is no evidence available from long term trials that
lobeline can aid smoking cessation, and the short‐term
evidence suggests there is no benefit.

Thirty‐eight studies met the inclusion criteria with over
15,000 participants in the relevant arms. There was very
little evidence of statistical heterogeneity (I² = 3%) so all
studies were pooled in the main analysis. There was
evidence of a small but statistically significant benefit from
more intensive support (RR 1.16, 95% CI 1.09 to 1.24) for
abstinence at longest follow‐up. All but two of the included
studies provided four or more sessions of support. Most
trials used nicotine replacement therapy. Significant effects
were not detected for studies where the pharmacotherapy
was nortriptyline (two trials) or varenicline (one trial), but
this reflects the absence of evidence. In subgroup analyses,
studies that provided at least four sessions of personal
contact for the intervention and no personal contact for the
control had slightly larger effects (six trials, RR 1.25, 95% CI
1.08 to 1.45), as did studies where all intervention
counselling was via telephone (six trials, RR 1.28, 95% CI
1.17 to 1.41). Weaker evidence for a benefit of providing
additional behavioural support was seen in the trials where a

Stead, LF

2005

Group behaviour therapy programmes
for smoking cessation

Ia

SR

13 studies (N=
3846

Adults who wanted to quit smoking. CBT

Stead, LF

2006

Nicobrevin for smoking cessation.

Ib

SR

comparing Nicobrevin to placebo or
an alternative therapeutic control

Stead, LF

2007

Interventions to reduce harm from
continued tobacco use

Ia

SR

N = 3278 (13 trials) People who smoke tobacco. We
expected most trials to enrol smok‐
ers who did not currently wish to try
to quit. Trials which did not
assess motivation were included if
an aim was to reduce cigarette
consumption.

Interventions to reduce amount
Placebo, no intervention, minimal behavioral support, brief advice
smoked, or to reduce harm from
smoking by means other than
cessation, including switching to
a Potential Reduced‐Exposure Product
(PREP), or making other
changes to cigarette characteristics.
We excluded interventions
where a reduction in number of
cigarettes smoked over a short period,
or a change in type of cigarette
smoked (e.g. nicotine fad‐
ing), was intended as a precursor to
quitting completely.

Stead, LF

2012

Combined pharmacotherapy and
behavioural interventions for smoking
cessation

Ia

SR

N > 20.000

We searched the Cochrane Tobacco
Addiction Group Specialised Register in
July 2012 for records with any mention
of pharmacotherapy, including any
type of NRT, bupropion, nortriptyline
or varenicline.

Smokers willing to quit

self‐help programs, individual therapy

at least 6 months

Group therapy is more effective than self‐help programs (RR 1.98, CI 1.6‐2.46) but not more effective
than individual therapy.

Department of Primary Health Care, Oxford University, UK.; National Institute for
Health Research (NIHR) School for Primary Care Research, UK;
NHS Research and Development National Cancer Programme, England, UK.

Group behavior therapy programs are effective and ought
to be recommended. The review of S. and L. includes 350
studies, whereof 13 compared a group therapy with a self‐
help program. The group therapy program is more effective
than a self‐help condition (RR = 1.98, CI 1.6 – 2.46). Group
therapy turns out to not be more effective than individual
counseling. There was limited evidence that the addition of
group therapy to advice from a health professional or
nicotine replacement produced extra benefit. No evidence
exists for cognitive behavior therapy or therapeutic
elements of the conventional behavior therapy to be more
effective than shorter or same length programs without
these components. Group therapy is more effective than
self‐help treatment or less intensive interventions.

at least 6 months

There is no evidence available from long‐term trials that Nicobrevin can aid smoking cessation.

NHS Research and Development Programme, UK

There is no evidence available from long‐term trials that
Nicobrevin can aid smoking cessation.

a min‐
imum of one month after the
end of the treatment period, in
addi‐
tion to being at least six months
after the start of the
intervention.

The 13 included trials all evaluated interventions to help smokers cut down the amount smoked. Self‐ NHS Research & Development Programme, UK.
reported reduction in cigarettes per day (CPD) was validated by reduction in carbon monoxide (CO)
levels. Most trials tested nicotine replacement therapy (NRT) to assist reduction. No eligible studies
evaluated the use of potentially reduced‐exposure products. In a pooled analysis of eight trials, NRT
significantly increased the odds of reducing CPD by 50% or more for people using nicotine gum or
inhaler or a choice of product compared to placebo (n=3273, odds ratio [OR] 2.02, 95% confidence
interval [CI] 1.55 to 2.62). Where average changes from baseline were compared for different
measures, CO and cotinine consistently showed smaller reductions than CPD. Whilst the effect for NRT
was significant, small numbers of people in either treatment or control group successfully sustained a
reduction of 50% or more. Use of NRT also significantly increased the odds of quitting (OR 1.90, 95% CI
1.46 to 2.47). One trial of bupropion failed to detect an effect on reduction or cessation. Four trials of
different types of advice and instructions on reducing CPD did not provide clear evidence.

Randomized or quasi‐randomized controlled trials evaluating
at least 6 months
combinations of pharmacotherapy and behavioural support for
smoking cessation, compared to a control receiving usual care or
brief advice or less intensive behavioural support. We excluded trials
recruiting only pregnant women, trials recruiting only adolescents,
and trials with less than six months follow‐up.

Overall, studies were at low or unclear risk of bias, and findings were not sensitive to the exclusion of NHS, National Institute of Health Research, UK., • National School for Health Research,
any of the three studies rated at high risk of bias in one domain. One large study (the Lung Health
School for Primary Care Research, UK.
Study) contributed heterogeneity due to a substantially larger treatment effect than seen in other
studies (RR 3.88, 95% CI 3.35 to 4.50). Since this study used a particularly intensive intervention which
included extended availability of nicotine gum, multiple group sessions and long term maintenance and
recycling contacts, the results may not be comparable with the interventions used in other studies, and
hence it was not pooled in other analyses. Based on the remaining 40 studies (15,021 participants)
there was good evidence for a benefit of combination pharmacotherapy and behavioural treatment
compared to usual care or brief advice or less intensive behavioural support (RR 1.82, 95% CI 1.66 to
2.00) with moderate statistical heterogeneity (I2 = 40%). The pooled estimate for 31 trials that
recruited participants in healthcare settings (RR 2.06, 95% CI 1.81 to 2.34) was higher than for eight
trials with community‐based recruitment (RR 1.53, 95% CI 1.33 to 1.76). Pooled estimates were lower in

Stead, LF

2013

Nicotine replacement therapy for
smoking cessation

Ia

SR

N > 40.000 (132
trials)

NRT
To determine the effect of NRT
compared to placebo in aiding
smoking cessation, and to consider
whether there is a difference in
effect for the different forms of NRT
(chewing gum, transdermal patches,
nasal spray, inhalers and
tablets/lozenges) in achieving
abstinence from cigarettes. To
determine whether the effect is
influenced by the dosage, form and
timing of use of NRT; the intensity of
additional advice and support
offered to the smoker; or the clinical
setting in which the smoker is
recruited and treated.To determine
whether combinations of NRT are
more likely to lead to successful
quitting than one type alone.To
determine whether NRT is more or
less likely to lead to successful
quitting compared to other
pharmacotherapies.

Placebo, no treatment, different doses of NRT

at least 6 months

The RR of abstinence for any form of NRT relative to control was 1.58 (95% confidence interval [CI]:
• NHS Research and Development Programme, UK.
1.50 to 1.66). The pooled RR for each type were 1.43 (95% CI: 1.33 to 1.53, 53 trials) for nicotine gum; Infrastructure funding for the Cochrane Tobacco Addiction Group
1.66 (95% CI: 1.53 to 1.81, 41 trials) for nicotine patch; 1.90 (95% CI: 1.36 to 2.67, 4 trials) for nicotine
inhaler; 2.00 (95% CI: 1.63 to 2.45, 6 trials) for oral tablets/lozenges; and 2.02 (95% CI: 1.49 to 3.73, 4
trials) for nicotine nasal spray. The effects were largely independent of the duration of therapy, the
intensity of additional support provided or the setting in which the NRT was offered. The effect was
similar in a small group of studies that aimed to assess use of NRT obtained without a prescription. In
highly dependent smokers there was a significant benefit of 4 mg gum compared with 2 mg gum, but
weaker evidence of a benefit from higher doses of patch. There was evidence that combining a nicotine
patch with a rapid delivery form of NRT was more effective than a single type of NRT. Only one study
directly compared NRT to another pharmacotherapy. In this study quit rates with nicotine patch were lo

Stead, LF

2013

Telephone counselling for smoking
cessation

Ia

SR

N > 24.000

We searched the Cochrane Tobacco
Addiction Group Specialised Register
for studies of telephone counselling,
using search terms including
'hotlines' or 'quitline' or 'helpline'.
Date of the most recent search: May
2013.

randomized or quasi‐randomised
controlled trials in which proactive or
reactive telephone counselling to
assist smoking cessation was offered
to smokers or recent quitters.

self‐help material, brief intervention, counselling

at least 6 months

Among smokers who contacted helplines, quit rates were higher for groups randomized to receive
none declared
multiple sessions of proactive counselling (nine studies, > 24,000 participants, risk ratio (RR) for
cessation at longest follow‐up 1.37, 95% confidence interval (CI) 1.26 to 1.50). There was mixed
evidence about whether increasing the number of calls altered quit rates but most trials used more
than two calls. Three studies comparing different counselling approaches during a single quitline
contact did not detect significant differences. Of three studies that tested the provision of access to a
hotline two detected a significant benefit and one did not.Telephone counselling not initiated by calls to
helplines also increased quitting (51 studies, > 30,000 participants, RR 1.27; 95% CI 1.20 to 1.36). In a
meta‐regression controlling for other factors the effect was estimated to be slightly larger if more calls
were offered, and in trials that specifically recruited smokers motivated to try to quit. The relative extra
benefit of counselling was smaller when it was provided in addition to pharmacotherapy (usually nicotin

Thomsen, T

2010

Interventions for preoperative smoking
cessation.

Ia

SR

N = 1156 (8 trials)

The objective of this review was to
assess the effect of preoperative
smoking intervention on smoking
cessation at the time of surgery and
12 months postoperatively and on
the incidence of postoperative
complications.

The specialized register of the
Cochrane Tobacco Addiction Group
was searched using the free text and
keywords (surgery) or (operation) or
(anaesthesia) or (anesthesia).
MEDLINE, EMBASE and CINAHL were
also searched, combining tobacco‐ and
surgery‐related terms. Most recent
search April 2010.

Randomized controlled trials that recruited people who smoked prior 12 months
to surgery, offered a smoking cessation intervention, and measured
preoperative and long‐term abstinence from smoking and/or the
incidence of postoperative complications.

Tsoi, DT

2010

Interventions for smoking cessation and Ia
reduction in individuals with
schizophrenia.

SR

N = 340

Smokers with schizophrenia

We extracted abstinence and reduction data at the end of treatment at least six months
We included randomized trials for
and at least six months after the intervention. We used the most
smoking cessation or reduction,
comparing any pharmacological or non‐ rigorous definition of abstinence or reduction and biochemically
validated data where available. Any reported adverse events were
pharmacological intervention with
placebo or with another therapeutic
noted. Where appropriate, we pooled data using a random effects
model.
control in adult smokers with
schizophrenia or schizoaffective
disorder.

One of these did not report cessation as an outcome. Two trials initiated multisession face to face
none declared
counselling at least 6 weeks before surgery whilst six used a brief intervention. Nicotine replacement
therapy (NRT) was offered or recommended to some or all participants in seven trials. Five trials
detected significantly increased smoking cessation at the time of surgery, and one approached
significance. Subgroup analyses showed that both intensive and brief intervention significantly
increased smoking cessation at the time of surgery; pooled RR 10.76 (95% confidence interval (CI) 4.55
to 25.46, two trials) and RR 1.41 (95% CI 1.22 to 1.63, five trials) respectively. Four trials evaluating the
effect on long‐term smoking cessation found a significant effect; pooled RR 1.61 (95% CI 1.12 to 2.33).
However, when pooling intensive and brief interventions separately, only intensive intervention
retained a significant effect on long‐term smoking cessation; RR 2.96 (95% CI 1.57 to 5.55, two trials).

We included 21 trials (11 trials of smoking cessation; four trials of smoking reduction; one trial for
NHS National Institute for Health Research, UK.
relapse prevention; five trials reported smoking outcomes for interventions aimed at other purposes).
Seven trials compared bupropion with placebo; meta‐analysis showed that smoking cessation rates
after bupropion were significantly higher than placebo at the end of treatment (seven trials, N= 340;
risk ratio [RR] 2.84; 95% confidence interval [CI] 1.61 to 4.99) and after six months (five trials, N=214,
RR 2.78; 95% CI 1.02 to 7.58). Expired carbon monoxide (CO) level and the number of cigarettes
smoked daily were significantly lower with bupropion at the end of therapy but not after six months.
There were no significant differences in positive, negative and depressive symptoms between
bupropion and placebo group. There was no report of major adverse event such as seizures with
bupropion.

Tsoi, DT

2013

Interventions for smoking cessation and Ib
reduction in individuals with
schizophrenia.

SR

N = 340

Smokers with schizophrenia

Two reviewers independently assessed the eligibility and quality of at least six months
We included randomised trials for
smoking cessation or reduction,
trials, as well as extracted data. Outcome measures included
comparing any pharmacological or non‐ smoking abstinence, reduction in the amount smoked and any
pharmacological intervention with
change in mental state. We extracted abstinence and reduction data
placebo or with another therapeutic
at the end of treatment and at least six months after the
control in adult smokers with
intervention. We used the most rigorous definition of abstinence or
schizophrenia or schizoaffective
reduction and biochemically validated data where available. We
disorder.
noted any reported adverse events. Where appropriate, we pooled
data using a random‐effects model.

Ussher, MH

2012

Exercise interventions for smoking
cessation.

Ia

SR

N > 5000

Smokers wishing to quit or recent
quitters.

We included randomized trials which We extracted data on study characteristics and smoking outcomes.
Because of differences in studies we summarized the results
compared an exercise programme
alone, or an exercise programme as an narratively, making no attempt at meta‐analysis.
adjunct to a cessation programme,
with a cessation programme,
recruiting smokers or recent quitters,
and with a follow up of six months or
more.

van der Meer, RM

2001

Smoking cessation for chronic
obstructive pulmonary disease.

Ia

SR

N > 5000

People with COPD

Two authors extracted the data and
performed the methodological quality
assessment independently for each
study, with disagreements resolved by
consensus. High‐quality was defined,
based on pre‐set criteria according to
the DelphiList.

Comparisons investigated: 1. Psychosocial intervention versus no
intervention; 2. Comparison among various psychosocial
interventions; 3. Psychosocial and pharmacological interventions
versus no intervention; 4. Comparison among the various
combinations of psychosocial and pharmacological interventions.

van der Meer, RM

2013

Smoking cessation interventions for
Ia
smokers with current or past depression.

SR

N > 4000

Smokers with current or past
depression

In April 2013, we searched the
Cochrane Central Register of
Controlled Trials (CENTRAL), MEDLINE,
EMBASE, PsycINFO, other reviews, and
asked experts for information on trials.

at least six months
When possible, we estimated pooled risk ratios (RRs) with the
Mantel‐Haenszel method (fixed‐effect model). We also performed
subgroup analyses, by length of follow‐up, depression measurement,
depression group in study, antidepressant use, published or
unpublished data, format of intervention, level of behavioural
support, additional pharmacotherapy, type of antidepressant
medication, and additional nicotine replacement therapy (NRT).

Forty‐nine RCTs were included of which 33 trials investigated smoking cessation interventions with
No sources of support supplied
specific mood management components for depression. In smokers with current depression, meta‐
analysis showed a significant positive effect for adding psychosocial mood management to a standard
smoking cessation intervention when compared with standard smoking cessation intervention alone
(11 trials, N = 1844, RR 1.47, 95% CI 1.13 to 1.92). In smokers with past depression we found a similar
effect (13 trials, N = 1496, RR 1.41, 95% CI 1.13 to 1.77). Meta‐analysis resulted in a positive effect,
although not significant, for adding bupropion compared with placebo in smokers with current
depression (5 trials, N = 410, RR 1.37, 95% CI 0.83 to 2.27). There were not enough trial data to
evaluate the effectiveness of fluoxetine and paroxetine for smokers with current depression. Bupropion
(4 trials, N = 404, RR 2.04, 95% CI 1.31 to 3.18) might significantly increase long‐term cessation among
smokers with past depression when compared with placebo, but the evidence for bupropion is
relatively weak due to the small number of studies and the post hoc subgroups for all the studies. There

White, AR

2011

Acupuncture and related interventions
for smoking cessation.

SR

N > 5500

Tobacco smokers of any age who
wished to stop smoking.

Primarily, to evaluate whether
acupuncture, acupressure, laser
therapy and electrostimulation

Placebo/sham, waiting list/no intervention for smoking cessation;
NRT, psychological intervention

We included 33 reports of studies. Compared with sham acupuncture, the fixed‐effect risk ratio (RR) for NHS Research and Development National Cancer Programme, England, UK.; • Adrian
the short‐term effect of acupuncture was 1.18 (95% confidence interval 1.03 to 1.34), and for the long‐ White is supported by the DH National Coordinating Centre for Research Capacity
term effect was 1.05 (CI 0.82 to 1.35). The studies were not judged to be free from bias. Acupuncture Development, UK
was less effective than nicotine replacement therapy (NRT). There was no evidence that acupuncture is
superior to waiting list, nor to psychological interventions in short‐ or long‐term. The evidence on
acupressure and laser stimulation was insufficient and could not be combined. The evidence suggested
that electrostimulation is not superior to sham electrostimulation.

Ia

We included 34 trials (16 trials of cessation; nine trials of reduction; one trial of relapse prevention;
NHS National Institute for Health Research, UK.
eight trials that reported smoking outcomes for interventions aimed at other purposes). Seven trials
compared bupropion with placebo; meta‐analysis showed that cessation rates after bupropion were
significantly higher than placebo at the end of treatment (seven trials, N = 340; risk ratio [RR] 3.03; 95%
confidence interval [CI] 1.69 to 5.42) and after six months (five trials, N = 214, RR 2.78; 95% CI 1.02 to
7.58). There were no significant differences in positive, negative and depressive symptoms between
bupropion and placebo groups. There were no reports of major adverse events such as seizures with
bupropion.Smoking cessation rates after varenicline were significantly higher than placebo, at the end
of treatment (2 trials, N = 137; RR 4.74, 95% CI 1.34 to 16.71). Only one trial reported follow‐up at six
months and the CIs were too wide to provide evidence of a sustained effect (one trial, N = 128, RR 5.06,
95% CI 0.67 to 38.24). There were no significant differences in psychiatric symptoms between the varen

12 months

We identified 15 trials, seven of which had fewer than 25 people in each treatment arm. They varied in No sources of support supplied
the timing and intensity of the smoking cessation and exercise programmes. Three studies showed
significantly higher abstinence rates in a physically active group versus a control group at end of
treatment. One of these studies also showed a significant benefit for exercise versus control on
abstinence at the three‐month follow up and a benefit for exercise of borderline significance (p = 0.05)
at the 12‐month follow up. One study showed significantly higher abstinence rates for the exercise
group versus a control group at the three‐month follow up but not at the end of treatment or 12‐
month follow up. The other studies showed no significant effect for exercise on abstinence.

five years

Five studies were included in this systematic review, two of which were of high‐quality. The high‐quality Dutch Astma Foundation and Zorgonderzoek Nederland (ZON), Netherlands. • Garfield
studies show the effectiveness of psychosocial interventions combined with pharmacological
Weston Foundation, UK.
intervention compared to no treatment: psychosocial interventions combined with nicotine
replacement therapy (NRT) and a bronchodilator versus no treatment at a 5 year follow‐up (RD = 0.16,
95% CI 0.14 to 0.18), (RR = 4.0, 95% CI 3.25 to 4.93), psychosocial interventions combined with NRT
and placebo versus no treatment at a 5 year follow‐up (RD = 0.17, 95% CI 0.14 to 0.19), (RR = 4.19,
95% CI 3.41 to 5.15). Furthermore the results show the effectiveness of various combinations of
psychosocial and pharmacological interventions at a 6 months follow‐up (RD = 0.07, 95% CI 0.0 to
0.13), (RR = 1.74, 95% CI 1.01 to 3.0). Unfortunately, none of the included studies compared
psychosocial interventions with no treatment. Therefore we found no evidence with regard to the
effectiveness of these interventions.

at least 1 month

Whittaker, R

2012

Mobile phone‐based interventions for
smoking cessation.

Ib

SR

n> 2 500

Smokers wlling to quit by using their We included randomized or quasi‐
mobile phones
randomized trials. Participants were
smokers of any age who wanted to
quit. Studies were those examining
any type of mobile phone‐based
intervention. This included any
intervention aimed at mobile phone
users, based around delivery via
mobile phone, and using any functions
or applications that can be used or
sent via a mobile phone.

Information on risk of bias and methodological details was extracted at least 6 months
using a standardised form. Participants who dropped out of the trials
or were lost to follow‐up were considered to be smoking. We
calculated risk ratios (RR) for each included study. Meta‐analysis of
the included studies was undertaken using the Mantel‐Haenszel
fixed‐effect method. Where meta‐analysis was not possible,
summary and descriptive statistics are presented.

Five studies with at least six month cessation outcomes were included in this review. Three studies
No sources of support supplied
involve a purely text messaging intervention that has been adapted over the course of these three
studies for different populations and contexts. One study is a multi‐arm study of a text messaging
intervention and an internet QuitCoach separately and in combination. The final study involves a video
messaging intervention delivered via the mobile phone. When all five studies were pooled, mobile
phone interventions were shown to increase the long term quit rates compared with control
programmes (RR 1.71, 95% CI 1.47 to 1.99, over 9000 participants), using a definition of abstinence of
no smoking at six months since quit day but allowing up to three lapses or up to five cigarettes.
Statistical heterogeneity was substantial as indicated by the I² statistic (I² = 79%), but as all included
studies were similar in design, intervention and primary outcome measure, we have presented the
meta‐analysis in this review.

