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Abstract

Abstract contenBackground: Smoking is a chronic disease and one of the main causes of years of life lost or years lived with

disability and is considered worldwide the main cause of preventable death. Aims: To review the efficacy and safety of cytisine

for smoking cessation. Design: were previously established (PROSPERO ID: CRD42022296780); an exhaustive search

was carried out in different databases, identifying randomized controlled trials (RCTs). Settings: health centers of any level.

Participants: persons of any age or gender, smokers. Interventions: cytisine at standard dosage versus placebo, varenicline,

and nicotine replacement therapy (NRT). Findings: We identified 12 RCTs. Eight RCTs compared cytisine to placebo at the

standard dose (RR= 2.25, 95% CI 1.40 to 3.62; I2= 90%). Following sensitivity analysis, we pooled the findings of five RCTs

evidencing that cytisine is an effective treatment for smoking cessation, increasing the chances of quitting We pooled the findings

of five RCTs which contributed to the primary analysis covering 2134 patients, 1099 of whom took cytisine, and indicates

that cytisine at the standard dosage is an effective smoking cessation treatment that increases the chances of quitting compared

to placebo (smoking cessation rate at longest follow-up: RR= 3.46, 95% CI 2.45 to 4.89; participants = 2134; I²= 18%;

smoking cessation rate at least six months: RR of 3.40 (95% CI 2.17 to 5.32); participants = 1938; I²= 35%; low-quality

evidence). We estimate an NNT of 6. Two trials compared the efficacy of cytisine versus NRT and the combination of both

studies yields modest results in favor of cytisine. Three trials compared cytisine versus varenicline, without a clear benefit

for cytisine. Meta-analyses of all non-serious AEs in the cytisine group versus placebo groups yielded a RR of 1.24 (95%

CI 1.11 to 1.39; participants = 5895; studies = 8; I² = 0%; high-quality evidence). Conclusions: cytisine increased the

chances of successful smoking cessation by more than three-fold compared with placebo. Cytisine had a benign safety profile,

with no evidence of serious safety concerns. Limited evidence suggests that cytisine may be more effective than NRT, with

modest cessation rates. [O1]

1



P
os
te
d
on

27
J
u
n
20
23

—
T
h
e
co
p
y
ri
gh

t
h
ol
d
er

is
th
e
au

th
or
/f
u
n
d
er
.
A
ll
ri
gh

ts
re
se
rv
ed
.
N
o
re
u
se

w
it
h
ou

t
p
er
m
is
si
on

.
—

h
tt
p
s:
//
d
oi
.o
rg
/1
0.
22
54
1/
au

.1
67
51
61
04
.4
31
69
12
1/
v
2
—

T
h
is

a
p
re
p
ri
n
t
a
n
d
h
as

n
ot

b
ee
n
p
ee
r
re
v
ie
w
ed
.
D
a
ta

m
ay

b
e
p
re
li
m
in
a
ry
.

Figure 1: This is a caption
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Review Manager 5.4 1

Figures
Figure 2

Risk of bias summary: review authors' judgements about each risk of bias item for each included study.

Figure 2: This is a caption
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Figures
Figure 1

PRISMA study flow diagram.

Figure 3: This is a caption
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Figures
Figure 3

Risk of bias graph: review authors' judgements about each risk of bias item presented as percentages across all 
included studies.

Figure 4: This is a caption
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Review Manager 5.4 1

Figures
Figure 4 (Analysis 1.1)

Forest plot of comparison: 1 Cytisine vs placebo, outcome: 1.1 Smoking cessation rate at longest follow-up.

Figure 5: This is a caption
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Review Manager 5.4 1

Figures
Figure 5 (Analysis 1.2)

Forest plot of comparison: 1 Cytisine vs placebo, outcome: 1.2 Smokiing cessation rate at least six months.

Figure 6: This is a caption
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Review Manager 5.4 1

Figures
Figure 6 (Analysis 1.3)

Forest plot of comparison: 1 Cytisine vs placebo, outcome: 1.3 Subgroup: Income level of study population.

Figure 7: This is a caption
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Review Manager 5.4 1

Figures
Figure 7 (Analysis 1.4)

Forest plot of comparison: 1 Cytisine vs placebo, outcome: 1.4 Subgroup: Cytisine in association with behavioral 
therapy.

Figure 8: This is a caption
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Review Manager 5.4 1

Figures
Figure 8 (Analysis 2.1)

Forest plot of comparison: 2 Cytisine vs NRT, outcome: 2.1 Smoking cessation rate at longest follow up.

Figure 9: This is a caption
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Data and analyses
4 Incidence of Adverse Events (AEs)

Outcome or Subgroup Studies
Participa
nts

Statistical Method Effect Estimate

4.1 All AEs in Cytisine vs 
placebo trials

8 5895 Risk Ratio (M-H, Random, 95% 
CI)

1.24 [1.11, 1.39]

 

Figures
Figure 9 (Analysis 4.1)

Forest plot of comparison: Cytisine vs placebo, outcome 4.1. Incidence of non-serious AEs

Figure 10: This is a caption
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