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Bottom Line:
The combination of varenicline
(Champix) and nicotine replacement
therapy is more effective than vareni-
cline alone in achieving smoking absti-
nence at 12 weeks and 24 weeks in
adult smokers. (LOE = 1b)

Reference:
Koegelenberg CF, et al. Efficacy of
varenicline combined with nicotine
replacement therapy vs varenicline
alone for smoking cessation: a random-
ized clinical trial. JAMA 2014;312(2):
155–61.

Study Design: Randomised controlled
trial (double-blinded) Funding: Industry
Setting: Outpatient (any) Allocation:
Concealed

Synopsis:
Optimal combinations of therapy for
achieving smoking cessation in adults
remain uncertain. These investigators
identified relatively healthy smokers,
aged 18 years to 75 years, seeking
assistance for smoking cessation.
Eligible participants (N = 446) with a his-

tory of smoking at least 10 cigarettes
per day during the previous year ran-
domly received (concealed allocation
assignment) varenicline (0.5mg once
daily for three days, titrated to 0.5mg
twice daily for days 4 to 7, and then to
the maintenance dose of 1mg twice
daily for a total of 12 weeks) and either
active 15mg nicotine patches (applied
topically for 16 hours each day, begin-
ning two weeks before the target quit
date and continuing for a total of 14
weeks) or matched placebo patches. 

Outcomes included self-reported
use of nicotine-containing products with
verification by measurement of exhaled
carbon monoxide levels. Both patients
and clinicians remained masked to treat-
ment group assignment. Complete fol-
low-up occurred for 88 per cent of
participants at 24 weeks. Individuals dis-
continuing the study or lost to follow-up
were considered smokers in the per-pro-
tocol and intention-to-treat calculations
of abstinence rates. 

Using a per-protocol analysis (includ-
ing only patients who took at least one
or more doses of varenicline while using
the randomised patch), patients receiv-

ing varenicline and active nicotine
replacement therapy were significantly
more likely to achieve smoking absti-
nence at 24 weeks than those using
varenicline and the placebo patch (65.1
vs 46.7 per cent; number needed to
treat, NNT = 6; 95% CI 4–11). 

Using intention-to-treat analysis, con-
tinuous abstinence at 12 weeks
occurred in 44.6 per cent of patients
receiving active nicotine replacement
therapy compared with 31.3 per cent of
those receiving placebo (NNT= 7.5;
4.5–23.0). There was no significant
group difference in mean weight gain.
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