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Atypical antipsychotics for anxiety: Worth worrying 
about? 
 
 
Clinical Question: Are atypical antipsychotics (alone 
or added to antidepressants) effective in managing 
anxiety disorders? 
 
 

Bottom Line: Atypical antipsychotics have similar efficacy to 
antidepressants in generalized anxiety disorder (GAD), but are more 
poorly tolerated and do not improve response rates when added to 
antidepressants. In obsessive-compulsive disorder (OCD), 
approximately one in 4-8 people will have a response when 
antipsychotics are added to antidepressants, while one in nine will 
stop due to adverse effects.   
 
Evidence:  

• All included results statistically significant unless mentioned. 
o GAD: Highest quality systematic review of nine randomized controlled trials 

(RCTs) (4,387 patients).1 
 Quetiapine versus placebo (four RCTs, 2,262 patients): 

• Response: Number Needed to Treat (NNT)=6. Inconsistent results. 
• Remission: NNT=10. Inconsistent results. 
• Withdrawal due to adverse events: Number Needed to Harm (NNH)=9. 

 Quetiapine versus antidepressants (two RCTs, 858 patients):  
• Similar efficacy but quetiapine more withdrawal due to adverse effects 

NNH=11.  
 Quetiapine (one RCT, 22 patients), risperidone (two RCTs, 457 patients), or 

olanzapine (one RCT, 24 patients) versus placebo added to antidepressants:  
• No differences except olanzapine one improved anxiety rating.  

o OCD: Highest quality systematic review of 11 RCTs (396 patients):2 
 Antipsychotic versus placebo added to antidepressants: 

• Olanzapine: Not different. 
• Quetiapine: Response NNT=8 (borderline significance p=0.07). 

o Stopping early due to adverse effects NNH=9 over 12 weeks.  
• Risperidone: Response NNT=4. 

o No difference in stopping early for adverse effects. 
 No RCTs versus placebo or antidepressants. 

http://r20.rs6.net/tn.jsp?llr=j5jhyecab&et=1106581339886&s=0&e=0018HsPjNJAVitI8Ray9i14VUEPh8QgRLpopT1hs0e5ZuwGPqGnH9-N6tL_UP5LTij9cP43lHBva_IRi6MMeFppG6SamR3ro1dGo2mwyQcV95k=


o Other reviews found similar results.3-10 Aripiprazole may be beneficial in OCD, 
based on two RCTs (79 patients).7  

o Limitations: Short-term (≤16 weeks); all manufacturer-sponsored, often small 
sample sizes, unclear randomization and blinding procedures in most studies.1,2  

 
Context: 

• No evidence for panic and too little evidence (two RCTs, 27 patients) for social 
phobia.1  

• NNT~5-6 over 10-13 weeks for response from antidepressants in GAD and OCD.11,12 
• For depression, atypical antipsychotics have stronger evidence for augmentation of 

antidepressants than therapy alone.13 
• Canadian guidelines recommend atypical antipsychotics typically 3rd line (alone or 

adjunct) for most anxiety disorders, with risperidone and aripiprazole 1st line 
adjuncts in OCD.14 
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discipline. Each article is peer-reviewed, ensuring it maintains a high standard of quality, accuracy, and academic 
integrity.  
 
The ACFP has supported the publishing and distribution of the Tools for Practice library since 2009. If you are not a 
member of the ACFP and would like to receive the TFP emails, please sign up for the distribution list at 
http://bit.ly/signupfortfp. Archived articles are available at no extra cost on the ACFP website.  
 
You can now earn credits on Tools for Practice! In August 2014, the ACFP launched GoMainpro, an online 
accreditation tool to help facilitate MAINPRO® accreditation for the ACFP’s Tools for Practice library which has been 
accredited for Mainpro-M1 credits by the College of Family Physicians of Canada (CFPC). The combination of the 
CFPC’s Direct Entry Program and GoMainpro’s tracking and reporting features provide an easy and convenient way 
to earn Mainpro-M1 credits. 
  
This communication reflects the opinion of the authors and does not necessarily mirror the perspective and policy 
of the Alberta College of Family Physicians. 
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