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RESEARCH QUESTIONS 

 
1. What is the clinical evidence regarding the effectiveness of smoking cessation 

interventions for patients with severe mental illnesses? 
 

2. What are the evidence-based guidelines regarding smoking cessation interventions for 
patients with severe mental illnesses? 

 
KEY FINDINGS 

 
Six systematic reviews with meta-analyses, eight randomized controlled trials, and six non-
randomized studies were identified regarding the effectiveness of smoking cessation 
interventions for patients with severe mental illnesses. 
 
METHODS 

 
A limited literature search was conducted on key resources including PubMed, The Cochrane 
Library, University of York Centre for Reviews and Dissemination (CRD) databases, Canadian 
and major international health technology agencies, as well as a focused Internet search. No 
filters were applied to limit the retrieval by study type. Where possible, retrieval was limited to 
the human population. The search was also limited to English language documents published 
between January 1, 2006 and July 22, 2016. Internet links were provided, where available. 
 
SELECTION CRITERIA 

 
One reviewer screened citations and selected studies based on the inclusion criteria presented 
in Table 1. 
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Table 1:  Selection Criteria 

Population Adult patients who are smokers and who have severe mental illnesses ( 
schizophrenia, schizo-affective disorder, psychosis, bipolar disorder, other 
psychotic disorders; also post-traumatic stress disorder) 

Interventions Nicotine Replacement Therapy (NRT); 

Varenicline; 
Bupropion; 

Combination therapies that include either NRT or an oral drug 

Comparators Q1: Any comparator; 

      No active comparator; 
      Comparisons between those with and without mental illnesses 
Q2: No comparator 

Outcomes Q1: Length of time for success, doses that are successful, safety. 

Q2: Guidelines for those with severe mental illnesses 

Study Designs Health technology assessments, systematic reviews, meta-analyses, 
randomized controlled trials, non-randomized studies, evidence-based 
guidelines 

 
RESULTS 

 
Rapid Response reports are organized so that the higher quality evidence is presented first. 
Therefore, health technology assessment reports, systematic reviews, and meta-analyses are 
presented first. These are followed by randomized controlled trials, non-randomized studies, 
and evidence-based guidelines. 
 

Six systematic reviews with meta-analyses, eight randomized controlled trials, and six non-
randomized studies were identified regarding the effectiveness of smoking cessation 
interventions for patients with severe mental illnesses. No relevant health technology 
assessments or evidence-based guidelines were identified. 
 
Additional references of potential interest are provided in the appendix. 
 
 
Health Technology Assessments  

No literature identified.  
 
Systematic Reviews and Meta-analyses  
 
1. Roberts E, Eden EA, McNeill A, Robson D. Efficacy and tolerability of pharmacotherapy 

for smoking cessation in adults with serious mental illness: a systematic review and 
network meta-analysis. Addiction. 2016 Apr;111(4):599-612.  
PubMed: PM26594837 
 

2. 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. 2016 Apr 4. Epub ahead of print. 
PubMed: PM27043328 
 
 
 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=retrieve&db=pubmed&list_uids=26594837&dopt=abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=retrieve&db=pubmed&list_uids=27043328&dopt=abstract
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3. Kishi T, Iwata N. Varenicline for smoking cessation in people with schizophrenia: 
systematic review and meta-analysis. Eur Arch Psychiatry Clin Neurosci. 2015 
Apr;265(3):259-68.  
PubMed: PM25283510 
 

4. Tsoi DT, Porwal M, Webster AC. Interventions for smoking cessation and reduction in 
individuals with schizophrenia. Cochrane Database Syst Rev. 2013;(2):CD007253.  
PubMed: PM23450574 
 

5. Weiner E, Ball MP, Buchholz AS, Gold JM, Evins AE, McMahon RP, et al. Bupropion 
sustained release added to group support for smoking cessation in schizophrenia: a new 
randomized trial and a meta-analysis. J Clin Psychiatry. 2012 Jan;73(1):95-102.  
PubMed: PM21535998 
 

6. Tsoi DT, Porwal M, Webster AC. Efficacy and safety of bupropion for smoking cessation 
and reduction in schizophrenia: systematic review and meta-analysis. Br J Psychiatry. 
2010 May;196(5):346-53.  

PubMed: PM20435957 

Randomized Controlled Trials  

 
7. Dennis PA, Kimbrel NA, Dedert EA, Beckham JC, Dennis MF, Calhoun PS. Supplemental 

nicotine preloading for smoking cessation in posttraumatic stress disorder: results from a 
randomized controlled trial. Addict Behav. 2016 Aug;59:24-9.  
PubMed: PM27046670 
 

8. Smith RC, Amiaz R, Si TM, Maayan L, Jin H, Boules S, et al. Varenicline effects on 
smoking, cognition, and psychiatric symptoms in schizophrenia: a double-blind 
randomized trial. PLoS One [Internet]. 2016 [cited 2016 Aug 3];11(1):e0143490. Available 
from: http://www.ncbi.nlm.nih.gov/pmc/articles/PMC4701439 
PubMed: PM26730716 
 

9. Chengappa KN, Perkins KA, Brar JS, Schlicht PJ, Turkin SR, Hetrick ML, et al. 
Varenicline for smoking cessation in bipolar disorder: a randomized, double-blind, 
placebo-controlled study. J Clin Psychiatry. 2014 Jul;75(7):765-72.  
PubMed: PM25006684 
 

10. Evins AE, Cather C, Pratt SA, Pachas GN, Hoeppner SS, Goff DC, et al. Maintenance 
treatment with varenicline for smoking cessation in patients with schizophrenia and bipolar 
disorder: a randomized clinical trial. JAMA [Internet]. 2014 Jan 8 [cited 2016 Aug 
3];311(2):145-54. Available from: http://www.ncbi.nlm.nih.gov/pmc/articles/PMC4124884 
PubMed: PM24399553 
 

11. Chen HK, Lan TH, Wu BJ. A double-blind randomized clinical trial of different doses of 
transdermal nicotine patch for smoking reduction and cessation in long-term hospitalized 
schizophrenic patients. Eur Arch Psychiatry Clin Neurosci. 2013 Feb;263(1):75-82.  
PubMed: PM22729212 
 
 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=retrieve&db=pubmed&list_uids=25283510&dopt=abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=retrieve&db=pubmed&list_uids=23450574&dopt=abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=retrieve&db=pubmed&list_uids=21535998&dopt=abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=retrieve&db=pubmed&list_uids=20435957&dopt=abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=retrieve&db=pubmed&list_uids=27046670&dopt=abstract
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC4701439
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=retrieve&db=pubmed&list_uids=26730716&dopt=abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=retrieve&db=pubmed&list_uids=25006684&dopt=abstract
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC4124884
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=retrieve&db=pubmed&list_uids=24399553&dopt=abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=retrieve&db=pubmed&list_uids=22729212&dopt=abstract
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12. Fatemi SH, Yousefi MK, Kneeland RE, Liesch SB, Folsom TD, Thuras PD. Antismoking 
and potential antipsychotic effects of varenicline in subjects with schizophrenia or 
schizoaffective disorder: a double-blind placebo and bupropion-controlled study. 
Schizophr Res. 2013 May;146(1-3):376-8.  
PubMed: PM23507358 
 

13. Williams JM, Anthenelli RM, Morris CD, Treadow J, Thompson JR, Yunis C, et al. A 
randomized, double-blind, placebo-controlled study evaluating the safety and efficacy of 
varenicline for smoking cessation in patients with schizophrenia or schizoaffective 
disorder. J Clin Psychiatry. 2012 May;73(5):654-60.  
PubMed: PM22697191 
 

14. Weiner E, Buchholz A, Coffay A, Liu F, McMahon RP, Buchanan RW, et al. Varenicline for 
smoking cessation in people with schizophrenia: a double blind randomized pilot study. 
Schizophr Res [Internet]. 2011 Jun [cited 2016 Aug 3];129(1):94-5. Available from: 
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC3691956 

PubMed: PM21376537 

Non-Randomized Studies  

 
15. Garcia-Portilla MP, Garcia-Alvarez L, Sarramea F, Galvan G, Diaz-Mesa E, Bobes-

Bascaran T, et al. It is feasible and effective to help patients with severe mental disorders 
to quit smoking: an ecological pragmatic clinical trial with transdermal nicotine patches 
and varenicline. Schizophr Res. 2016 May 26. Epub ahead of print.  
PubMed: PM27237598 
 

16. Castle D, Baker AL, Richmond R, Filia SL, Harris D, Pirola-Merlo AJ. Varenicline plus 
healthy lifestyle intervention for smoking cessation in psychotic disorders. Ann Clin 
Psychiatry. 2012 Nov;24(4):285-91.  
PubMed: PM23145385 
 

17. Pachas GN, Cather C, Pratt SA, Hoeppner B, Nino J, Carlini SV, et al. Varenicline for 
smoking cessation in schizophrenia: safety and effectiveness in a 12-week, open-label 
trial. J Dual Diagn [Internet]. 2012 [cited 2016 Aug 3];8(2):117-25. Available from: 
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC3414422 
PubMed: PM22888309 
 

18. Smith RC, Lindenmayer JP, Davis JM, Cornwell J, Noth K, Gupta S, et al. Cognitive and 
antismoking effects of varenicline in patients with schizophrenia or schizoaffective 
disorder. Schizophr Res. 2009 May;110(1-3):149-55.  
PubMed: PM19251401 
 

19. George TP, Vessicchio JC, Sacco KA, Weinberger AH, Dudas MM, Allen TM, et al. A 
placebo-controlled trial of bupropion combined with nicotine patch for smoking cessation 
in schizophrenia. Biol Psychiatry [Internet]. 2008 Jun 1 [cited 2016 Aug 3];63(11):1092-6. 
Available from: http://www.ncbi.nlm.nih.gov/pmc/articles/PMC2693008 
PubMed: PM18096137 
 
 

http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=retrieve&db=pubmed&list_uids=23507358&dopt=abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=retrieve&db=pubmed&list_uids=22697191&dopt=abstract
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC3691956
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=retrieve&db=pubmed&list_uids=21376537&dopt=abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=retrieve&db=pubmed&list_uids=27237598&dopt=abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=retrieve&db=pubmed&list_uids=23145385&dopt=abstract
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC3414422
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=retrieve&db=pubmed&list_uids=22888309&dopt=abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=retrieve&db=pubmed&list_uids=19251401&dopt=abstract
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC2693008
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=retrieve&db=pubmed&list_uids=18096137&dopt=abstract
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20. Evins AE, Cather C, Culhane MA, Birnbaum A, Horowitz J, Hsieh E, et al. A 12-week 
double-blind, placebo-controlled study of bupropion SR added to high-dose dual nicotine 
replacement therapy for smoking cessation or reduction in schizophrenia. J Clin 
Psychopharmacol. 2007 Aug;27(4):380-6.  

PubMed: PM17632223 

Guidelines and Recommendations  

No literature identified. 
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Appendix – Further information: 

 
Previous CADTH Reports 

 
21. Varenicline versus other therapy for patients with psychiatric disorders: comparative safety 

and guidelines [Internet]. Ottawa: Canadian Agency for Drugs and Technologies in Health; 
2011 Feb 24. (Rapid response report: summary of abstracts). [cited 2016 Aug 3]. 
Available from: https://www.cadth.ca/sites/default/files/pdf/htis/feb-
2011/K0322_Varenicline_safety_final.pdf 
   

Randomized Controlled Trials – Severity of Mental Illness Unspecified 

 
22. Anthenelli RM, Benowitz NL, West R, St Aubin L, McRae T, Lawrence D, et al. 

Neuropsychiatric safety and efficacy of varenicline, bupropion, and nicotine patch in 
smokers with and without psychiatric disorders (EAGLES): a double-blind, randomised, 
placebo-controlled clinical trial. Lancet. 2016 Jun 18;387(10037):2507-20.  

PubMed: PM27116918 

Non-Randomized Studies – Severity of Mental Illness Unspecified 

 
23. Raich A, Ballbe M, Nieva G, Cano M, Fernandez T, Bruguera E, et al. Safety of 

varenicline for smoking cessation in psychiatric and addicts patients. Subst Use Misuse. 
2016 Apr 15;51(5):649-57.  
PubMed: PM27050328 
 

24. Schuck RK, Dahl A, Hall SM, Delucchi K, Fromont SC, Hall SE, et al. Smokers with 
serious mental illness and requests for nicotine replacement therapy post-hospitalisation. 
Tob Control. 2016 Jan;25(1):27-32.  
PubMed: PM25209524 
 

25. Kaduri P, Voci S, Zawertailo L, Chaiton M, McKenzie K, Selby P. Real-world effectiveness 
of varenicline versus nicotine replacement therapy in patients with and without psychiatric 
disorders. J Addict Med. 2015 May;9(3):169-76.  
PubMed: PM25622124 
 

26. Stapleton JA, Watson L, Spirling LI, Smith R, Milbrandt A, Ratcliffe M, et al. Varenicline in 
the routine treatment of tobacco dependence: a pre-post comparison with nicotine 
replacement therapy and an evaluation in those with mental illness. Addiction. 2008 
Jan;103(1):146-54.  
PubMed: PM18028247 
 

https://www.cadth.ca/sites/default/files/pdf/htis/feb-2011/K0322_Varenicline_safety_final.pdf
https://www.cadth.ca/sites/default/files/pdf/htis/feb-2011/K0322_Varenicline_safety_final.pdf
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=retrieve&db=pubmed&list_uids=27116918&dopt=abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=retrieve&db=pubmed&list_uids=27050328&dopt=abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=retrieve&db=pubmed&list_uids=25209524&dopt=abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=retrieve&db=pubmed&list_uids=25622124&dopt=abstract
http://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=retrieve&db=pubmed&list_uids=18028247&dopt=abstract
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