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Is Varenicline efficacy and safety in the
smokers with cardiovascular disease?

P: Smokers with cardiovascular diseases
I: Varenicline

C: Placebo

O: Efficacy and safety

Type of Question: Intervention (Therapy)
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Varenicline does not bind to the nicotinic receptors that
lead to an increase in heart rate or blood pressure, and
in the clinical trials, varenicline did not have these
hemodynamic effects.

In a placebo-controlled trial of 714 smokers with stable
cardiovascular disease, varenicline did not increase
cardiovascular events or mortality [81].
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Sample size: 714 smokers

Study design

A multicenter, randomized, double-blind, placebo-
controlled trial
Varenicline group: n=355
0.5 mg once daily for 3 days, 0.5 mg twice daily for 4
days, and then 1.0 mg twice daily for a total of 12 weeks

Placebo group: n=359
Placebo regimen
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Inclusion Criteria

Adults (35-75 yrs) smoked an average of >10 cigarettes
daily in the year before enrollment, wanted to stop smoking
but had no tried to quit in the past 3 months, had stable
documented CVD (other than hypertension) that had been
diagnosed for > 2 months.
CVD diagnoses

M,

coronary revascularization,

angina pectoris (confirmed by procedure report),

peripheral arterial vascular disease (confirmed by physical
examination or procedure report),

cerebrovascular disease (stroke or transient ischemic attack
confirmed by neurological evaluation or procedure report)
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Exclusion criteria
Smokers had undergone a cardiovascular procedure or cardiovascular
instability in the past 2 months.
Cardiovascular exclusions
uncontrolled hypertension
significant neurological sequela of cerebrovascular disease
peripheral vascular disease with prior amputation
severe congestive heart failure (NTHA class Il or V)
Other situations:
moderate or severe COPD;
uncontrolled gastrointestinal, hepatic, or endocrine disease (HbAlc > 9);
severe renal impairment;
cancer;
diagnosis of depression;
treatment with antidepressants in the past year;
history of psychosis, panic disorder, or bipolar disorder;
drug or alcohol abuse or dependence in the past year;

smoking cessation medication use (nicotine replacement therapy, bupropion,
clonidine, or nortriptyline) in the past month
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Primary end point
CO-confirmed continuous abstinence rate (CAR) for weeks
9 through 12 (last 4 weeks of treatment)
Secondary end point
The key secondary end point:
CAR for weeks 9 to 24

7-day point prevalence of tobacco abstinence at weeks 12,
24, and 52




714 Randomized
(1:1 ratio)

858 Individuals 144 Excluded
118 Did not meet inclusion criteria
20 Refused to participate
6 Other reason

o —_
il .
355 Assigned to varenicline group 358 Assigned to placebo group
353 Received study drug 350 Received study drug
60 Discontinued treatment (16.9%) 64 Discontinued treatment (17.8%)
Adverse events n=34 (9.6%) Adverse events n=15 (4.3%)
Died n=0  (0%) Died n=2 (0.6%)
Lack of efficacy n=1 (0.3%) Lack of efficacy n=3 (0.8%)
Refusal to participate further n=13(3.7%) Refusal to participate further n=34 (9.5%)
Lost to follow-up n=6 (1.7%) Lost to follow-up n=3 (0.8%)
Other n=6 (1.7%) Other n=7 (1.9%)
2 Randomized net treated (0.6%) 9 Randomized not treated (2.5%)
293 Completed treatment (82.5%) 286 Completed treatment (79.7%)
53 Discontinued study (14.9%) 70 Discontinued study (19.7%)
Adverse events n=8 (2.3%) Adverse events n=5  (1.4%)
Lack of efficacy n=0 (0%} Lack of efficacy n=2  (0.6%)
Refusal to participate further n=24 (6.8%) Refusal to participate further n=37 (10.3%)
Died n=2 (0.6%) Died n=5  (1.4%)
Lost to follow-up n=14 (3.9%) Lost to follow-up n=11 (3.1%)
Other n=5 (1.4%) Other n=10 (2.8%) 591 SmOKerS
-ompleted study [E5.7%] 289 Completed study (80.5%) Completed
I [
385 Included in efficacy analysis the StUdy

353 Included in safety analysis

359 Included in efficacy analysis
350 Included in safety analysis

Figure 1. Participant disposition. Flow of participants through the study.
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P<0.0001

T T T T T T T T T T T T
8 12 16 20 24 28 32 36 40 44 48 52

&+(

Safety (varenicline group VS placebo group)
The two groups did not differ significantly in adverse events

Cardiovascular mortality (0.3% VS 0.6%; difference, 0.3%;
95% Cl, 1.3t0 0.7)
all-cause mortality (0.6% VS 1.4%; difference, 0.8%; 95% ClI,
2.310 0.6)
cardiovascular events (7.1% VS 5.7%; difference, 1.4%; 95%
Cl, 2.3t05.0)
serious adverse events (6.5% and 6.0%; difference, 0.5%;
95% ClI, 3.1to 4.1).
As a result of adverse events, 9.6% of varenicline and
4.3% of placebo participants discontinued study drug.
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Varenicline is effective for smoking cessation
in smokers with cardiovascular disease.

It was well tolerated and did not increase
cardiovascular events or mortality.
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Title: Efficacy and safety of varenicline for smoking cessation in
patients with cardiovascular disease: a randomized trial.

Journal Circulation Year [2010 |Authors gfno()t:/ivi’:‘zANE,iTrtAe;éac,
Jan Garza D, Tonstad S.
Randomized Yes No |Blinding Yes No
Measure: gold standard Yes No
Valid | Follow-up: 82.8 % |ITT analysis Yes No
Sample size: intervention group 355
control (placebo) group: 359
group '”‘r’:t'g”t (95TEC|) RRR | ARR | NNT
Impact Varenicline 47% 3.14 38.4% | 33.1% 4
placebo 13.9% |(4.181t08.19)
Randomized controlled trial
sample size trial duration
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