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Abstract

Background and Aim: Some clinical trials have reported on the treatment of alcohol-drinking smokers with drugs. This network

meta-analysis aims to explore the effect of pharmacological interventions on smoking cessation in such populations. Methods:

Only randomized controlled trials (RCTs) were included through a system and comprehensive database search. The risk of

bias for the included studies were assessed using Cochrane tool. A network meta-analysis was performed using STATA software

to evaluate the effect size between different comparisons, and provide the best smoking cessation intervention based on the

SUCRA value. Results: A total of 15 RCTs involving 1565 participants were included. The risk of bias was low in five studies

and unclear in ten studies. Network meta-analysis showed that the superiority of quitting smoking was reflected in Varenicline

vs Placebo (OR=4.90, 95%CI [1.77,13.55]), Varenicline vs Naltrexone (OR=3.50, 95%CI [1.13,11.06]), and Varenicline vs

Bupropion (OR=3.32, 95%CI [1.03,10.74]). None of the other pairwise comparisons showed significant difference. Finally, the

probability ranking results indicated that Varenicline was the most effective intervention. Conclusions: The network meta-

analysis showed that compared with Naltrexone, Bupropion, and Placebo, Varenicline had obvious superiority in quitting

smoking, while there was no difference in effect between other drugs. Meanwhile, we look forward to more high-quality studies

to investigate the existing evidence.
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Pharmacological intervention onsmoking cessation of drinking smokers: a network meta-
analysis of randomized controlled trials

Abstract

Background and Aim: Some clinical trials have reported on the treatment of alcohol-drinking smokers
with drugs. This network meta-analysis aims to explore the effect of pharmacological interventions on
smoking cessation in such populations.

Methods: Only randomized controlled trials (RCTs) were included through a system and comprehensive
database search. The risk of bias for the included studies were assessed using Cochrane tool. A network
meta-analysis was performed using STATA software to evaluate the effect size between different comparisons,
and provide the best smoking cessation intervention based on the SUCRA value.

Results: A total of 15 RCTs involving 1565 participants were included. The risk of bias was low in
five studies and unclear in ten studies. Network meta-analysis showed that the superiority of quitting
smoking was reflected in Varenicline vs Placebo (OR=4.90, 95%CI [1.77,13.55]), Varenicline vs Naltrexone
(OR=3.50, 95%CI [1.13,11.06]), and Varenicline vs Bupropion (OR=3.32, 95%CI [1.03,10.74]). None of the
other pairwise comparisons showed significant difference. Finally, the probability ranking results indicated
that Varenicline was the most effective intervention.

Conclusions: The network meta-analysis showed that compared with Naltrexone, Bupropion, and Placebo,
Varenicline had obvious superiority in quitting smoking, while there was no difference in effect between other
drugs. Meanwhile, we look forward to more high-quality studies to investigate the existing evidence.

Keywords: Pharmacotherapies, Smoking cessation, Drinking smokers, Network meta-analysis

What is already known about this subject

· Co-occurring smoking and heavy alcohol use have a high prevalence of comorbidities, and it is a significant
public health concern.

· Some drugs are effective for people who are dependent on tobacco or alcohol. However, the current evidence
for the effect of pharmacological interventions on drinking smokers is weak.

What this study adds

· For these drinking smokers, Varenicline is superior to other drugs in quitting smoking.

· Overall, the adverse events of the drug and the placebo group are not significantly different, and these
drugs are relatively safe.
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Introduction

Smoking is one of the main risk factors for many chronic diseases, and it is still the main preventable cause
of disease and premature death in the world. It is of great significance to implement smoking cessation
treatment for all smokers. Nicotine contained in tobacco products can trigger the release of dopamine and
other neurotransmitters in the brain, thereby enhancing smokers’ dependence on tobacco. 1 However, smoking
is an addictive behavior, for most smokers, it is difficult for them to quit smoking permanently. In a survey
of more than 5000 adults in England in 2006, about half of smokers have tried to quit smoking at least once
in the past year, and it is estimated that there is a permanent smoking cessation rate of 2% to 3% every
year. 2

For smokers with alcohol problems, they face greater health risks and it is more difficult to quit smoking.
Globally, the disability adjusted life years of tobacco and alcohol use rank fourth and fourth and fifth
respectively. 3 The co-occurrence of smoking and drinking is a significant public health concern, tobacco use
and alcohol use disorder have a high prevalence of comorbidities. Smoking combined with alcohol use has
negative health effects, including but not limited to increased cancer risk and mortality. 4-6Epidemiological
studies show that there is a strong positive correlation between smoking and drinking. 3,7 For example, a
study published in 2006 investigated cigarette smoking and the risk for alcohol use disorders among adolescent
drinkers, and the results showed that smokers had 4.5-fold higher odds of alcohol use disorders than never-
smokers. 8 Compared with people who do not drink alcohol, alcoholics have a higher smoking rate. 9-11For
example, Elissa R. et al. conducted a survey in US colleges, and the most obvious finding is that 44-59% of
alcoholic drinkers smoke.12 And clinical trials have shown that drinking after quitting smoking will promote
the recurrence of smoking.13 It can be seen that it may be more difficult for smokers who use alcohol to
quit smoking. Therefore, smoking cessation treatment for alcoholics can not only improve the success rate
of smoking cessation, but also reduce the cost of medical care.

Drug therapy is the most common way to quit smoking. Randomized controlled trials (RCTs) are widely
acknowledged as the design of choice for evaluating the effectiveness of health care. 14,15Many clinical trials
and systematic reviews have revealed the effectiveness of some drugs in smoking cessation. In order to verify
the effectiveness of different drugs on alcoholic smokers, a network meta-analysis is conducted in this study.
At present, there are some clinical trials on smoking cessation of alcoholic smokers with different drug
treatments. The existing traditional systematic review can only compare the effects of experimental drugs
and control treatment. The purpose of this network meta-analysis is to directly or indirectly compare the
smoking cessation effects of a variety of different drugs on alcoholic smokers, so as to rank the smoking
cessation effects of different drugs.

Methods

Search strategy

PubMed, The Cochrane Library, Web of Science, and Embase databases were searched from the date of
their inception to August 15, 2021. In addition, supplementary searches were conducted through the WHO
International Clinical Trials Registry Platform (ICTRP) search portal and grey literature. The main search
strategies were as follows: (smok* OR cigarette OR tobacco OR nicotine) AND (Alcohol* OR drink) AND
(cessation OR quit* OR abstinence OR stop*) AND (drug OR medicine OR pharmaco*) AND (“random*”
OR “blind*” OR “single-blind*” OR “double-blind*” OR “treble-blind*” OR “triple-blind*”).

Inclusion and exclusion criteria

Studies with the following criteria were included:1) Only randomized controlled trials (RCTs) evaluating the
effect of different drugs on smoking cessation were included. 2) Population: alcohol-drinking smokers, each
trial had reports on consumption of alcohol and smoking. 3) Intervention: the experimental group accepted
pharmacotherapies and the control group received a placebo; 3) Outcomes: only the indicators related to
smoking were included, smoking cessation rate signified the number of people who quit smoking (such as
continuous abstinence and point prevalence abstinence), recorded at the end of each treatment.

3
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Studies that were duplicate reports or with insufficient data, such as protocols, conference proceedings, or
abstracts, were excluded. Studies written in languages other than English were not included.

Study selection and data extraction

Two reviewers independently conducted screening and data extraction, with any disagreements resolved by
consultation with a third reviewer. After removing duplicate articles, two reviewers screened the titles and
abstracts according to the inclusion criteria and then read the full-text articles to determine the final studies
for inclusion.

A pre-set standardized form was used to extract the key information by two reviewers, independently. The
data that were extracted from each publication included: (1) details of the study, such as the year of
publication, study design, name of the first author, and country; (2) characteristics of the population, such
as their age and cigarettes smoked per day; (3) details of the intervention, such as the drug name, dose,
and duration of treatment; (4) treatment outcomes, including the number of people who successfully quit
smoking and any adverse events.

Risk of bias assessment

The risk of bias for the included studies was assessed by two independent reviewers using the Cochrane
Collaboration’s tool,16 and disagreements were resolved by consensus or a third reviewer.17 Seven domains
were considered in the evaluation process: sequence generation, allocation concealment, blinding, incomplete
outcome data, selective outcome reporting, and other potential sources of bias. Studies were judged to be
“low-risk bias” if all items were “low risk” when one item was unclear risk bias, studies were rated as “unclear
risk of bias”. When one item was high risk, studies were rated as “high-risk bias”. 18

Data Analysis

Stata 15.1 software (network package and the network graphs package) was used to conduct network meta-
analysis. 19,20 A network diagram with nodes and lines was constructed to represent different interventions,
the size of the nodes represented the number of populations, and the thickness of lines between the nodes
represented the number of studies included. For the quit smoking rate (dichotomous variable), the odds
ratio (OR) with 95% confidence interval (CI) was used to estimate the effect size. The network meta-
analysis results were summarized base on all possible pairwise comparisons, including mixed comparisons
(the combined effect of direct and indirect comparisons) and indirect comparisons.

In addition, a traditional meta-analysis was conducted by RevMan software, Similarly, OR with 95% CI
was used to calculate the effect size, and the P -value was used to judge whether there was a statistical
difference between interventions. Statistical heterogeneity was assessed with the Chi-squared and I -squared
(I 2) tests. High heterogeneity in the results was identified if the tests were statistically significant (p< 0.05)
and the I 2 > 50%, in which case a random-effects model was selected. Otherwise, a fixed-effects model was
used.

The smoking cessation effect of different drugs was estimated based on the surface under the cumulative
ranking curve (SUCRA). The value of SUCRA ranged from 0 to 100%, when the SUCRA value was 100%, it
indicated that the intervention was the most effective, and the smaller the value, the worse the intervention.

Results

Literature screening process and results

As shown in figure 1, the initial electronic search identified 1025 potentially relevant publications. After the
removal of 545 duplicates, the titles and abstracts of 42 relevant publications were screened for eligibility
and for full-text review. Finally, a total of 15 RCTs were included. 21-35

Study characteristics

4
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As shown in Table 1, the included RCTs involved 1565 alcohol-drinking smokers (803 in treatment groups
and 762 in control groups). All studies were published between 2005 and 2020 in the United States (n =
13), United Kingdom (n = 1) and Canada (n = 1). Most smokers were over 40 years of age and smoked
more than ten cigarettes per day. All studies were the two-arm design and the treatment group in each
RCT examined one of six drugs, including Varenicline (n = 5), Naltrexone (n = 4), Topiramate (n = 2),
Bupropion (n = 3), and Baclofen (n = 1), meanwhile all RCTs gave a placebo to the control group. The
duration of the measurement phase ranged from four weeks to 52 weeks, and the smoking cessation rate was
the outcome indicator of all studies, including 7-day point prevalence abstinence, prolonged (continuous)
abstinence, and other point prevalence abstinence (direct reports at each stage).

Risk of bias

As shown in Figure 2, Five studies had a low risk of bias. These studies used a random treatment allocation
sequence generated by a computer or random number table, allocation concealment with envelopes, and
a double-blind execution to ensure the quality of the research design. The remaining ten studies had an
unclear risk of bias due to insufficient information in the reports.

Network diagram

As shown in figure 3, a network diagram was conducted based on the six interventions (Baclofen, Bupropion,
Naltrexone, Topiramate, Varenicline, and Placebo). A total of five direct comparisons and 10 indirect
comparisons were included in this diagram. Varenicline vs placebo occupied a larger proportion, and the
placebo group accounted for the largest sample size.

Network meta-analysis

The result of network meta-analysis was shown in figure 4. The final network effect showed that the
comparisons with a statistically different including Varenicline vs Placebo (OR=4.90, 95%CI [1.77,13.55]),
Varenicline vs Naltrexone (OR=3.50, 95%CI [1.13,11.06]), and Varenicline vs Bupropion (OR=3.32, 95%CI
[1.03,10.74]). This signified that compared with placebo, Naltrexone, and Bupropion, Varenicline had an
evident superiority in quitting smoking. The comparison between any other interventions did not show a
significant difference.

Traditional meta-analysis

As shown in figure 5, six drugs were included. The meta-analysis showed that, compared with the placebo,
there was a statistically significant differences in Varenicline (OR= 4.76, 95%CI [1.84, 12.31]). Other drugs
did not show a significant superiority in smoking cessation compared to placebo.

Probability ranking

As shown in figure 6, the SUCRA probability ranking showed the different treatment effects of these
interventions. For seven interventions, their treatment effects were ranked as follows, Varenicline (SU-
CRA=85.5), Baclofen (SUCRA=82.9), Bupropion (SUCRA=41.6), Topiramate (SUCRA=41.5), Naltrexone
(SUCRA=37.9), and Placebo (SUCRA=10.7).

Safety

As shown in table 2, the adverse events reported in some studies were used to assess the safety of specific
drugs. From the results, three drugs (Varenicline, Topiramate, and Bupropion) reported the symptoms and
cases of adverse reactions in different groups. These adverse symptoms mainly included nausea, insomnia,
headache and depression, etc. From the statistical difference, paresthesia caused by Topiramate, mild nausea
caused by Varenicline, and insomnia caused by Bupropion reported more cases than placebo group. For other
symptoms, there was no obvious difference between drugs and placebo.

Discussion

Summary of results

5
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In this network meta-analysis, 15 studies covering 1565 patients were included. We evaluated the effec-
tiveness and safety of some drugs (varenicline, naltrexone, baclofen, topiramate and bupropion) in quitting
smoking for drinking smokers. The results of network meta-analysis showed that in all 15 pairwise compar-
isons (including direct and indirect comparison), only Varenicline showed smoking cessation effect compared
with Placebo, Naltrexone, and Bupropion, no significant statistical difference was shown in the comparisons
between other drugs or placebo. Meanwhile, the results of traditional meta-analysis showed that compared
with Placebo, only Varenicline had obvious superiority in quitting smoking. Based on the above analysis,
the value of Varenicline for smoking cessation is worth exploring. Judging from the current clinical evidence,
many systematic reviews have explored the effect of smoking cessation on Varenicline. However, for the defi-
nition of the population, some reviews did not clearly divide it, or focused on other types of populations (such
as cardiovascular smokers, schizophrenia smokers, etc.). For example, an updated meta-analysis performed
in 2015 by Kishi, T et al. explored the effects of varenicline adjuvant therapy for smoking cessation in people
with schizophrenia, 36 the results suggested that although varenicline adjuvant therapy was well tolerated,
varenicline was not superior to placebo in smoking cessation. Another systematic review published by Wu,
Q et al. determined the effectiveness and safety of varenicline in treating tobacco dependence in patients
with severe mental illness, the author pointed out that Varenicline appeared to be significantly more effective
than placebo in assisting with smoking cessation. 37 From the conclusions of the above two reviews, the
characteristics of the population seem to play an important role in the effect of smoking cessation. Therefore,
for drinking smokers, we still need to interpret the existing conclusions carefully.

As for the methodological quality of the included studies, although there are no ”high risk of bias ” studies,
the risk of bias results of more than half of the studies are ”unclear risk of bias ”, so the methodological quality
of these randomized controlled trials is low. Due to the random sequence generation, allocation concealment,
and blinding for all people are important design steps of RCT, however, the description information of these
three items is unclear, eventually an unclear risk bias is generated. There is no doubt that potential risk bias
will reduce the quality of evidence. At the same time, we should consider the impact of other factors on the
quality of evidence. For inconsistency, due to no closed loop was formed in the network diagram, thus we did
not perform inconsistency test. However, precision, heterogeneity, and publication bias may reduce the level
of evidence for some interventions. For example, in network meta-analysis, Varenicline showed statistical
differences compared with Placebo, Naltrexone, and Bupropion, but they all had a wide confidence interval
(imprecision). Moreover, in traditional meta-analysis, we found high statistical heterogeneity in Topiramate
vs Placebo (I 2=69%). Due to few studies, we did not explore publication bias, but we cannot completely
ignore the impact of this factor on the level of evidence.

Implications for future research

In this network meta-analysis, we compared different drugs and assessed the level of evidence for different
interventions or comparisons. In general, we have made meaningful discoveries. At the same time, in
the process of conducting this research, we are still able to provide some implications for future research.
First, for drinking smokers, they are a special group of people. Currently, there are a limited number of
clinical trials of smoking cessation in such populations, and for some RCTs involving very small sample sizes.
Therefore, we look forward to future studies that will focus on such people while also expanding the sample
in the trial design to improve the validity of the research evidence. Moreover, following scientific guidance in
methodology, the details of the trial design process should be clearly reported. High quality meta-analysis
(MA) is increasingly regarded as one of the key tools to obtain evidence, so it is necessary to improve the
quality of randomized controlled trials. 38At the same time, researchers should investigate the potential
impact of population variables on outcomes. Because participants’ age, degree of tobacco dependence, drug
dosage, duration of intervention, and degree of alcoholism may all be important variables that affect smoking
outcomes.

Second, the enrichment of intervention methods is an important step to provide the best evidence for clinical
decision-making. However, judging from the research published so far, smoking cessation interventions for
drinking smokers are mainly some drugs, other non-pharmacological interventions are rarely seen. Moreover,

6
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in these drug trials, it is basically a comparison between one specific drug and placebo. Therefore, future
research can explore more intervention models, such as psychotherapy, acupuncture, or non-invasive brain
stimulation, etc., which can also be applied to this group of people. At the same time, for pharmacological
intervention, more drugs can be considered in one trial to achieve direct comparison between different drugs.
Meanwhile we should also actively explore the effect of the combination of these drugs on the outcome of
smoking cessation. Finally, the safety and applicability of these drugs should also be fully considered, and
timely preventive measures should be taken for inapplicable populations or serious adverse events. Moreover,
there should be a detailed record of the usage, dosage, and duration of these drugs.

Limitations

This study has the following limitations: 1) Limited by the search language and authority, we only searched
English literature, and may miss some studies that meet the inclusion criteria, which may lead to potential
publication bias or language bias. 2) Limited by the search time, new trials may appear in the future, which
may lead to changes in the current research results, and we will update it in two years. 3) Different clinical
trial studies have different reports on the outcomes of quitting smoking. Some studies use cotinine-confirmed
prolonged smoking abstinence, while others use the 7-day point prevalence abstinence. The differences in the
reporting methods of quitting smoking outcomes may affect the summary results. Therefore, it is necessary
to carefully evaluate the combined effect. 4) A further subgroup analysis was not conducted, we cannot
clearly assess the impact of some variables on the current level of evidence. Due to the limited number of
studies on specific drugs, we did not analyze the potential effects of age, smoking status, alcohol consumption,
drug dosage, duration, etc. on the outcome of smoking cessation.

Conclusion

For drinking smokers, both meta-analysis indicated that Varenicline might be a meaningful drug in quit-
ting smoking, while compared with placebo, the remain drugs do not show obvious superiority in smoking
cessation. At the same time, we should comprehensively evaluate the safety of these drugs and seek the
best dosage. However, based on the limitations of this study, more large-scale and high-quality randomized
controlled trials are needed to provide evidence to support the effectiveness and safety of smoking cessation
drugs.

Acknowledgements: None.

Conflict of interests: The authors declare that there is no conflict of interests.

Funding: This research is supported by the National Natural Science Foundation of China (Project No.
72074103); the Fundamental Research Funds for the Central Universities:lzujbky-2021-ct06、lzujbky-2021-
kb22.

DATE AVAILABILITY STATEMENT: The data that support the findings of this study are available
from the corresponding author upon reasonable request.

Reference

1. McNeill A, Robson D. A man before his time: Russell’s insights into nicotine, smoking, treatment and
curbing the smoking problem.Addiction (Abingdon, England). 2018;113(4):759-763.

2. R W. Background smoking cessation rates in England. 2006.
http://www.smokinginengland.info/Ref/paper2.

3. Powles J, Day N. Interpreting the global burden of disease.Lancet (London, England).
2002;360(9343):1342-1343.

4. Kuper H, Tzonou A, Kaklamani E, et al. Tobacco smoking, alcohol consumption and their interaction in
the causation of hepatocellular carcinoma. International journal of cancer. 2000;85(4):498-502.

7



P
os

te
d

on
31

J
an

20
24

—
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
70

66
83

84
.4

45
59

99
6/

v
1

—
T

h
is

is
a

p
re

p
ri

n
t

a
n
d

h
as

n
o
t

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

.

5. Lowenfels AB, Maisonneuve P, Cavallini G, et al. Prognosis of chronic pancreatitis: an international
multicenter study. International Pancreatitis Study Group. The American journal of gastroenterology.
1994;89(9):1467-1471.

6. Prabhu A, Obi KO, Rubenstein JH. The synergistic effects of alcohol and tobacco consumption on the
risk of esophageal squamous cell carcinoma: a meta-analysis. The American journal of gastroenterology.
2014;109(6):822-827.

7. Krall EA, Garvey AJ, Garcia RI. Smoking relapse after 2 years of abstinence: findings from the VA
Normative Aging Study. Nicotine & tobacco research : official journal of the Society for Research on Nicotine
and Tobacco. 2002;4(1):95-100.

8. Grucza RA, Bierut LJ. Cigarette smoking and the risk for alcohol use disorders among adolescent drinkers.
Alcoholism, clinical and experimental research. 2006;30(12):2046-2054.

9. Schorling JB, Gutgesell M, Klas P, Smith D, Keller A. Tobacco, alcohol and other drug use among college
students. Journal of substance abuse. 1994;6(1):105-115.

10. Craig TJ, Van Natta PA. The association of smoking and drinking habits in a community sample.
Journal of studies on alcohol.1977;38(7):1434-1439.

11. Dawson DA. Drinking as a risk factor for sustained smoking.Drug and alcohol dependence.
2000;59(3):235-249.

12. Weitzman ER, Chen YY. The co-occurrence of smoking and drinking among young adults in college:
national survey results from the United States. Drug and alcohol dependence. 2005;80(3):377-386.

13. Kahler CW, Spillane NS, Metrik J. Alcohol use and initial smoking lapses among heavy drinkers in
smoking cessation treatment.Nicotine & tobacco research : official journal of the Society for Research on
Nicotine and Tobacco. 2010;12(7):781-785.

14. Elfghi M, Jordan F, Sultan S, Tawfick W. Study within a trial protocol: Same-day consent vs. delayed
consent in a randomized trial.Journal of evidence-based medicine. 2020;13(3):246-248.

15. Xu C, Thabane L, Liu T, Borhan A, Sun X. Flexible piecewise linear model for investigating dose-
response relationship in meta-analysis: Methodology, examples, and comparison. Journal of evidence-based
medicine. 2019;12(1):63-68.

16. Higgins JP, Altman DG, Gøtzsche PC, et al. The Cochrane Collaboration’s tool for assessing risk of bias
in randomised trials.BMJ (Clinical research ed). 2011;343:d5928.

17. Li Y, Cao L, Zhang Z, et al. Reporting and methodological quality of COVID-19 systematic reviews
needs to be improved: an evidence mapping.Journal of clinical epidemiology. 2021;135:17-28.

18. Pan B, Ge L, Xun YQ, et al. Exercise training modalities in patients with type 2 diabetes mellitus: a
systematic review and network meta-analysis. The international journal of behavioral nutrition and physical
activity. 2018;15(1):72.

19. Statacorp N, Statacorp L, Statacorp S, Statacorp L. Stata Statistical Software: Release 13. 2013.

20. Grant RL. The uptake of Bayesian methods in biomedical meta-analyses: A scoping review (2005-2016).
Journal of evidence-based medicine. 2019;12(1):69-75.

21. Bold KW, Zweben A, Fucito LM, et al. Longitudinal Findings from a Randomized Clinical Trial of
Varenicline for Alcohol Use Disorder with Comorbid Cigarette Smoking. Alcoholism, clinical and experimental
research. 2019;43(5):937-944.

22. Hurt RT, Ebbert JO, Croghan IT, Schroeder DR, Hurt RD, Hays JT. Varenicline for tobacco-dependence
treatment in alcohol-dependent smokers: A randomized controlled trial. Drug and alcohol dependence.
2018;184:12-17.

8



P
os

te
d

on
31

J
an

20
24

—
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
70

66
83

84
.4

45
59

99
6/

v
1

—
T

h
is

is
a

p
re

p
ri

n
t

a
n
d

h
as

n
o
t

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

.

23. Zawertailo L, Ivanova A, Ng G, Le Foll B, Selby P. Safety and Efficacy of Varenicline for Smoking Cessa-
tion in Alcohol-Dependent Smokers in Concurrent Treatment for Alcohol Use Disorder: A Pilot, Randomized
Placebo-Controlled Trial. Journal of clinical psychopharmacology. 2020;40(2):130-136.

24. Kahler CW, Cioe PA, Tzilos GK, et al. A Double-Blind Randomized Placebo-Controlled Trial of Oral
Naltrexone for Heavy-Drinking Smokers Seeking Smoking Cessation Treatment. Alcoholism, clinical and
experimental research. 2017;41(6):1201-1211.

25. Leggio L, Zywiak WH, Edwards SM, Tidey JW, Swift RM, Kenna GA. A preliminary double-
blind, placebo-controlled randomized study of baclofen effects in alcoholic smokers. Psychopharmacolo-
gy.2015;232(1):233-243.

26. O’Malley SS, Zweben A, Fucito LM, et al. Effect of Varenicline Combined With Medical Management
on Alcohol Use Disorder With Comorbid Cigarette Smoking: A Randomized Clinical Trial. JAMA psychia-
try.2018;75(2):129-138.

27. Anthenelli RM, Heffner JL, Wong E, et al. A Randomized Trial Evaluating Whether Topiramate Aids
Smoking Cessation and Prevents Alcohol Relapse in Recovering Alcohol-Dependent Men. Alcoholism, clinical
and experimental research. 2017;41(1):197-206.

28. Johnson BA, Ait-Daoud N, Akhtar FZ, Javors MA. Use of oral topiramate to promote smoking ab-
stinence among alcohol-dependent smokers: a randomized controlled trial. Archives of internal medicine.
2005;165(14):1600-1605.

29. O’Malley SS, Krishnan-Sarin S, McKee SA, et al. Dose-dependent reduction of hazardous alcohol use
in a placebo-controlled trial of naltrexone for smoking cessation. The international journal of neuropsycho-
pharmacology. 2009;12(5):589-597.

30. Kalman D, Herz L, Monti P, et al. Incremental efficacy of adding bupropion to the nicotine patch
for smoking cessation in smokers with a recent history of alcohol dependence: results from a randomized,
double-blind, placebo-controlled study. Drug and alcohol dependence. 2011;118(2-3):111-118.

31. Fucito LM, Toll BA, Wu R, Romano DM, Tek E, O’Malley SS. A preliminary investigation of varenicline
for heavy drinking smokers.Psychopharmacology. 2011;215(4):655-663.

32. Grant KM, Kelley SS, Smith LM, Agrawal S, Meyer JR, Romberger DJ. Bupropion and nicotine patch
as smoking cessation aids in alcoholics.Alcohol (Fayetteville, NY). 2007;41(5):381-391.

33. King A, Cao D, Vanier C, Wilcox T. Naltrexone decreases heavy drinking rates in smoking cessation
treatment: an exploratory study.Alcoholism, clinical and experimental research.2009;33(6):1044-1050.

34. Fridberg DJ, Cao D, Grant JE, King AC. Naltrexone improves quit rates, attenuates smoking urge,
and reduces alcohol use in heavy drinking smokers attempting to quit smoking. Alcoholism, clinical and
experimental research. 2014;38(10):2622-2629.

35. Hays JT, Hurt RD, Decker PA, Croghan IT, Offord KP, Patten CA. A randomized, controlled trial
of bupropion sustained-release for preventing tobacco relapse in recovering alcoholics. Nicotine & tobacco
research : official journal of the Society for Research on Nicotine and Tobacco. 2009;11(7):859-867.

36. Kishi T, Iwata N. Varenicline for smoking cessation in people with schizophrenia: systematic review and
meta-analysis. European archives of psychiatry and clinical neuroscience. 2015;265(3):259-268.

37. Wu Q, Gilbody S, Peckham E, Brabyn S, Parrott S. Varenicline for smoking cessation and reduction in
people with severe mental illnesses: systematic review and meta-analysis. Addiction (Abingdon, England).
2016;111(9):1554-1567.

38. Yan P, Yao L, Li H, et al. The methodological quality of robotic surgical meta-analyses needed to be
improved: a cross-sectional study.Journal of clinical epidemiology. 2019;109:20-29.

9



P
os

te
d

on
31

J
an

20
24

—
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
70

66
83

84
.4

45
59

99
6/

v
1

—
T

h
is

is
a

p
re

p
ri

n
t

a
n
d

h
as

n
o
t

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

.

Hosted file

table.docx available at https://authorea.com/users/735832/articles/711908-pharmacological-

intervention-on-smoking-cessation-of-drinking-smokers-a-network-meta-analysis-of-

randomized-controlled-trials

Hosted file

figure.docx available at https://authorea.com/users/735832/articles/711908-pharmacological-

intervention-on-smoking-cessation-of-drinking-smokers-a-network-meta-analysis-of-

randomized-controlled-trials

10

https://authorea.com/users/735832/articles/711908-pharmacological-intervention-on-smoking-cessation-of-drinking-smokers-a-network-meta-analysis-of-randomized-controlled-trials
https://authorea.com/users/735832/articles/711908-pharmacological-intervention-on-smoking-cessation-of-drinking-smokers-a-network-meta-analysis-of-randomized-controlled-trials
https://authorea.com/users/735832/articles/711908-pharmacological-intervention-on-smoking-cessation-of-drinking-smokers-a-network-meta-analysis-of-randomized-controlled-trials
https://authorea.com/users/735832/articles/711908-pharmacological-intervention-on-smoking-cessation-of-drinking-smokers-a-network-meta-analysis-of-randomized-controlled-trials
https://authorea.com/users/735832/articles/711908-pharmacological-intervention-on-smoking-cessation-of-drinking-smokers-a-network-meta-analysis-of-randomized-controlled-trials
https://authorea.com/users/735832/articles/711908-pharmacological-intervention-on-smoking-cessation-of-drinking-smokers-a-network-meta-analysis-of-randomized-controlled-trials

