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Note. The cumulative proportion of patients relapsing after a period of abstinence
(i.e. smoking) is shown over time.
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Effectiveness of monotherapies
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Adapted from Treating Tobacco Use and Dependence. 2008 Update. Clinical Practice Guideline. (Fiore et al., 2008)



Effectiveness of combination
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Abstract

Background: Two treatments for smoking cessation—varenicline and bupropion—carry Boxed Warnings from the UJS.
Food and Drug Administration (FDA) about suicidal/self-injurious behavior and depression. However, some epidemiological
studies report an increased risk in smoking or smoking cessation independent of treatment, and differences between drugs
are unknown.

Methodology: From the FDA's Adverse Event Reporting System (AERS) database from 1998 through September 2010 we
selected domestic, serious case reports for varenicline (n =9,575), bupropion for smoking cessation (n=1,751), and nicotine
replacement products (n=1,917). A composite endpoint of suicidal/self-injurious behavior or depression was defined as a
case with one or more Preferred Terms in Standardized MedDRA Query (SMQ) for those adverse effects. The main outcome
measure was the ratio of reported suicide/self-injury or depression cases for each drug compared to all other serious events
for that drug.

Results: Overall we identified 3,249 reported cases of suicidal/self-injurious behavior or depression, 2,925 (90%) for
varenicline, 229 (7%) for bupropion, and 95 (3%) for nicotine replacement. Compared to nicotine replacement, the
disproportionality results (OR (95% Cl)) were varenicline 8.4 (6.8-10.4), and bupropion 2.9 (2.3-3.7). The disproportionality
persisted after excluding reports indicating concomitant therapy with any of 58 drugs with suicidal behavior warnings or
precautions in the prescribing information. An additional antibiotic comparison group showed that adverse event reports of
suicidal/self-injurious behavior or depression were otherwise rare in a healthy population receiving short-term drug
treatment.

Conclusions: Varenicline shows a substantial, statistically significant increased risk of reported depression and suicidal/self-
injurious behavior. Bupropion for smoking cessation had smaller increased risks. The findings for varenicline, combined with
other problems with its safety profile, render it unsuitable for first-line use in smoking cessation.

Moore TJ, Furberg CD, Glenmullen J, Maltsberger JT, Singh S. Plos one. 2011;6(11):e27016.



fumeurs actuels vs jamais fumeurs

Study
ID

Friberg,1973
Smith,1992
Hemenway, 1993
Tverdal, 1993
Paffenbarger, 1994
Rantakallio, 1995
Miller,2000(a)
Miller,2000(b)
Tanskanen, 2000
Leistikow,2000
Hemmingsson,2003
lwasaki,2005
Riala,2007
Schneider,2011
Rebholz,2011
Overall (I-squared = 64.4%, p = 0.000)

Suicide

NOTE: Weights are from random effects analysis

RR (85% Cl)

2.45 (1.44, 4.16)
2.00 (1.51, 2.64)
2.86 (1.33,6.15)
2.06 (1.41,3.01)
1.85 (1.24, 2.75)
2,53 (1.19, 5.39)
3.67 (2.08, 6.47)
1.73 (1.22, 2.44)
2.04 (1.35, 3.08)
1.36 (0.60, 3.12
1.18 (0.96, 1.44

)
)
1,30 (0.90, 2.00)
1.43 (0.73, 2.83)
2.93 (1.46, 5.84)
1.08 (0.79, 1.48)

1.81(1.50, 2.19)

%
Weight

6.04
9.32
3.86
7.93
7.67
4.03
5.65
8.38
7.48
3.58
10.34
7.66
4.62
4.50
8.84
100.00

Li, et al. J Psychiatr Res. 2012
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Study

ID

Friberg,1973

Hemenway, 1993

Tverdal 1993

Paffenbarger,1994

Rantakallio, 1995

Miller,2000(a)

Miller,2000(b)

Leistikow,2000

Suicide

Iwasaki, 2005

Rebholz, 2011

Overall (l-squared = 33.7%, p = 0.138)

NOTE: Weights are from random effects analysis

RR (95% Cl)

1.32 (0,50, 3.48)
1.30 (0.81, 2.09)
1.60 (1.01, 2.52)
1.91 (0.77, 2.06)
2.54 (087, 7.42)
1.40 (0.90, 2.40)
1.30 (0.70, 2.30)
0.49 (047, 1.42)
0.70 (040, 1.20)
0.79 (0.25, 2.50)

1.28 (1.001, 1.641)

umeurs

%

Weight

5.39
14.61
15.18
14.03
4.55
14.08
11.17
463
12.34
4.02

100.00
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Suicide
Intensité du tabagisme
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Patients screened (n = 646)

Y

Randomly assigned (n = 525)

Y

Assigned to recelve
varenicline (n = 256)
Received varenicline: 256

Discontinued study during
treatment phase (n = 40; 15.6%)*
Adverse events: 6 (2.3%)
Mo longer willing to
participatet: 16 (6.3%)
Lost to follow-up: 5 (2.0%)
Protocol violation®: 2 (D.8%)
Did not meet eligibility
criteria: 0
Others: 11 (4.3%)

Y

(n =269)

Assigned to receive placebo

Recelved placebo: 269

Discontinued varenicline
treatment (n = 55; 21.5%)*
Adverse events: 16 (6.3%)
No longer willing to
participatet: 16 (6.3%)
Lost to follow-up: 5 (2.0%)
Protocol violation: 3 (1.29%)
Did not meet eligibility
criteria: 0
Otherg: 15 (5.9%)

Discontinued placebo
(n = 83; 30.9%)*
Adverse events: 21 (7.8%)
Mo longer willing to
participatet: 22 (8.2%)
Lost to follow-up: 7 (2.6%)
Protocol violatlon®: 5 (1.9%)
Did not meet eligibility
criteria: 1 (0.4%)
Other§: 27 (10.0%)

v

Completed treatment phase (n = 216; 84.4%)

Discontinued study during
follow-up phase (n = 41; 16.0%)
Participant died: 2 {(0.8%)
Mo longer willing to
participatet: 15 (5.9%)
Lost to follow-up: 7 (2.7%)
Protocol violationd: 4 (1.6%:)
Otherg: 13 (5.1%)

Y

Completed study (n = 175; 68.4%)

Y

Included in the efficacy and safety analyses (n = 256; 100%)

Y

Discontinued study during
treatment phase (n = 59; 21.9%)*
Adverse events: 5 (1.9%)
Mo longer willing to
participatet: 22 (8.2%)
Lost to follow-up: 7 (2.6%)
Protocol violation®: 3 (1.1%)
Did not meet eligibility
criteria: 1 (0.4%)
Otherg: 21 (7.8%)

Completed treatment phase (n = 210; 78.1%)
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Discontinued study during
follow-up phase (n = 31; 11.5%)
Participant died: 0
No longer willing to
participatet: 11 (4.1%)
Lost to follow-up: 6 (2.2%)
Protocol violation®: 3 (1.1%)
Otherg: 11 (4.1%)

Completed study (n = 179; 66.5%)

L J

Included in the efficacy and safety analyses (n = 269; 100%)
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