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RESEARCH QUESTIONS 
 

1. What is the clinical evidence regarding the comparative safety and risks associated with 
the use of varenicline versus other therapy options for smoking cessation in patients with 
psychiatric illnesses? 

 

2. What are the evidence-based guidelines regarding the use of varenicline for smoking 
cessation in patients with psychiatric illnesses? 

 
KEY MESSAGE 
 
From the limited literature search, we identified three non-randomized studies1-3 that addressed 
the research question, and whose findings were mixed. Four guidelines were identified.4-7 No 
relevant health technology assessments, systematic reviews, randomized controlled trials or 
controlled clinical trials were identified that presented relevant evidence regarding the safety of 
varenicline in patients with mental illness. 
 
METHODS 
 
A limited literature search was conducted on key resources including PubMed, The Cochrane 
Library (2011, Issue 1), University of York Centre for Reviews and Dissemination (CRD) 
databases, Canadian and major international health technology agencies, as well as a focused 
Internet search. Research question #1 is an update of “Varenicline for smoking cessation in 
patients with psychiatric illness: a review of the risks”; results were retrieved from April 23, 2010 
to February 8, 2011 and no filters were applied to limit the retrieval by study type. For research 
question #2, methodological filters were applied to limit retrieval to guidelines from January 1, 
2006 to February 8, 2011. The search was also limited to English language documents. Internet 
links were provided where available. 
 

http://www.cadth.ca/media/pdf/l0183_varenicline_safety_htis-2.pdf
http://www.cadth.ca/media/pdf/l0183_varenicline_safety_htis-2.pdf
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The summary of findings was prepared from the abstracts of the relevant information. Please 
note that data contained in abstracts may not always be an accurate reflection of the data 
contained within the full article.  
 
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. 
 
Three non-randomized studies were identified that provided information on safety and risks 
associated with the use of varenicline versus other therapy options for smoking cessation in 
patients with psychiatric illnesses. Four guidelines were identified that provide information 
regarding the use of varenicline for smoking cessation in patients with psychiatric illnesses. 
Other articles of potential interest are included in the appendix. 
 
OVERALL SUMMARY OF FINDINGS   
 
Findings from the studies included to address the first research question were mixed. In a 
retrospective chart review, the use of varenicline resulted in a 29% increase in mental health 
encounters for veterans with posttraumatic stress disorder.1 A retrospective cohort study 
indicated that varenicline was effective as an antismoking agent and did not significantly 
increase serious psychological distress.2 However, the abstract indicates only 23% of the 
sample was treated with varenicline, and findings for varenicline are grouped with combination 
therapy results; therefore, conclusions from this study should be interpreted carefully.2 Finally, a 
comparative study found that smokers with a previous psychiatric diagnosis were more likely to 
report anxiety and depression than smokers with no such history, but intensity ratings did not 
differ after adjusting for multiple comparisons.3 This study warrants further examination due to 
limited information in the abstract. No relevant health technology assessments, systematic 
reviews, randomized controlled trials or controlled clinical trials were identified that presented 
relevant evidence regarding the safety of varenicline in patients with mental illness. 
 
For patients who are prescribed varenicline and who have a history of psychiatric illness, the 
identified guidelines4-7 recommend the following:  
 

 Clinicians should inquire as to their patients psychiatric history4  

 Clinicians should closely monitor their patients for changes in mood and behavior4-7  

 Patients with a history of depression should be monitored more closely for symptoms of 
depression following smoking cessation5 
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