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ABSTRACT

BACKGROUND

Placebo-controlled trials indicate that cytisine, a partial agonist that binds the
nicotinic acetylcholine receptor and is used for smoking cessation, almost doubles
the chances of quitting at 6 months. We investigated whether cytisine was at least
as effective as nicotine-replacement therapy in helping smokers to quit.

METHODS ’

We conducted a pragmatic, open-label, noninferiority trial in New ‘Zealand in
which 1310 adult daily smokers who were motivated to quit and called the na-
tional quitline were randomly assigned in a 1:1 ratio to receive cytisine for 25 days
or nicotine-replacement therapy for 8 weeks. Cytisine was provided by mail, free.
of charge, and nicotine-replacement therapy was provided through vouchers for
Iow-cost patches along with gum or lozenges. Low-intensity, telephone-delivered
behavioral support was provided to both groups through theé quitline. The pri-
mary outcome was self-reported continuous abstinence at 1 month.

RESULTS .

At 1 month, continuous abstinence from smoking was reported for 40% of par-
ticipants receiving cytisine (264 of 655) and 31% of participants receiving nicotine-
replacement therapy (203 of 655), for a difference of 9.3 percentage points (95%
confidence interval, 4.2 to 14.5). The effectiveness of cytisine for continuous ab-
stinence was superior to that of nicotine-replacement therapy at 1 week, 2 moaths,
and 6 months. In a prespecified subgroup analysis of the primary outcome, cyti-
sine was superior to nicotine-replacement therapy among women and noninferior
among men. Self-reported adverse events over 6 months occurred more frequently
in the cytisine group (288 events. among 204 participants) than in the group receiv-
ing nicotine-replacement therapy (174 events among 134 participants); adverse
events were primarily nausea and vomiting and sleep disorders.

CONCLUSIONS
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When combined with brief behavioral support, cytisie was found to be superior '

to nicotine-replacement therapy in helping smokers quit smoking, but it was as-
sociated with a higher frequency of self-reported adverse events. (Funded by the
Health Research Council of New Zealand; Australian New Zealand Clinical Trials
Registry number, ACTRN126100005900066.)
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11,071 Callers were potentially
eligible

1691 Were assessed and excluded
989 Were ineligible
702 Declined to participate
8070 Did nof need to be contacted
because recruitment target
was met
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1310 Were assessed and underwent
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655 Were assigned to cytisine
€55 Received cytisine

655 Were assigned to NRT
655 Received NRT
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600 Were included in 1-wk follow-up
47 (796) Were lost to follow-up
1 Died
7 Withdrew

51 {8%) Were lost to follow-up
8 Withdrew '

596 Were included in 1-wk follow-up |
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565 Were included in 1-mo follow-up
80 (12%) Were lost to follow-up
1 Died
9 Withdrew

560 Were included in 1-mo follow-up
82 (13%) Were lost to follow-up
13 Withdrew
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513 Were included in 2-mo follow-up
127 {19%) Were lost to follow-up
1 Died
14 Withdrew

516 Were included in 2-mo follow-up
126 (19%) Were lost to follow-up
13 Withdrew
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456 Were included in 6-mo follow-up
182 (28%) Were lost to foliow-up
1 Died
16 Withdrew

467 Were included in 6-mo follow-up
173 (2635) Were lost to follow-up
1 Diied
14 Withdrew
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655 Were included in the 1-mo analysis
118 Had protocol violations
5 Becamne pregnant
19 Crossed over to NRT
1 Underwent non-NRT use
3 Used e-cigarettes
3 Received antipsychotic agents

655 Were included in the 1-mo analysis
104 Had protocol violations
3 Became pregnant
1 Crossed over to cytisine
1 Underwent non-NRT use
2 Used e-cigarettes
4 Received antipsychotic agents

# Plus-minus values are means +SD. No significant differences were observed
between groups in baseline characteristics. NRT denotes hicotine-replace-
ment therapy.

+ Ethnic group was self-reperted. Maori are indigenous New Zealanders; all
others are non-Maori.

i The number of cigarettes smoked per day includes hand-rolled cigarettes,

§ Cigaretie dependence was measured with the Fagerstrdm Test of Cigarette
Dependence. On a scale of 1 to 10, a score above 5 indicates high cigareite
dependence and a scare of 5 or below Indicates low cigarette dependence.




