
Tools for Practice is proudly sponsored by the Alberta College of Family Physicians (ACFP). 
ACFP is a provincial, professional voluntary organization, representing more than 4,000 
family physicians, family medicine residents and medical students in Alberta. Established 
over fifty years ago, the ACFP strives for excellence in family practice through advocacy, 
continuing medical education and primary care research. www.acfp.ca 

 
 

Reviewed: April 30, 2015 
Evidence Updated: Meta-analysis 

Bottom Line: No change 
First Published: September 6, 2011 

 
 

Antidepressants for preventing headaches: Which 
work and how well? 
 
 
Clinical Question: In the prevention or prophylaxis of 
headaches (including migraines), which 
antidepressants work and how effective are they? 
 
 

Bottom-line: Daily tricyclic antidepressants, particularly 
amitriptyline, effectively reduce headache severity and frequency 
(for 1 in 8 over placebo). They are effective regardless of headache 
type and the benefit improves with time.   
 
Evidence:  

• Two systematic reviews and meta-analyses provide the best evidence: 
o Tricyclic antidepressants (TCA):1 37 trials (17 tension, 13 migraine, rest mixed); 

3,176 patients, mean age 40, 73% female.  
 Versus Placebo, daily TCA resulted in statistically significant: 

• Reduced “burden of headache” (standard mean difference -0.96, -1.39 to 
-0.53). 

• More patients experienced 50% reduction in headaches: 38.4% versus 
24.9%, Number Needed to Treat (NNT)=8. 

• Both migraine and tension type benefited. 
• Benefit improved with time.   
• Higher adverse events with TCA (NNT to harm=5) but no difference in 

withdrawal. 
 Versus Selective Serotonin Re-uptake Inhibitor (SSRI): TCA’s were superior. 
 Versus other agents: Limited data but direct comparisons suggest no efficacy 

difference between TCA and topiramate (two trials) or beta-blockers (three 
trials). 

o No evidence to support the use of SSRI or SNRI antidepressants for migraine 
prophylaxis:2 11 trials, 585 patients.   

 
Context:   

• A review of all medications for migraine prophylaxis places amitriptyline (with 
propranolol and nadolol) as first line agents.3   

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


o Dual benefits with amitriptyline can be achieved when patients have co-morbid 
depression and/or early insomnia.3 

o Blood pressure medicines for headache prophylaxis are covered in the next Tools 
for Practice (#52). 

• Majority of TCA trials used amitriptyline (30 of 37 trials) at doses of 10-150 mg, 
mean 80 mg)1 
o Slow titration can maximize benefit while limiting adverse events. 

• Beta-Blockers, some anticonvulsants and some blood pressure medications (other 
than just beta-blockers) have also been shown to be effective for migraine 
prevention.4-6 
o For example, NNT is 4-7 for topiramate producing 50% reduction in migraine 

frequency.4  
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Tools for Practice is a biweekly article summarizing medical evidence with a focus on topical issues and practice 
modifying information. It is coordinated by G. Michael Allan, MD, CCFP and the content is written by practicing 
family physicians who are joined occasionally by a health professional from another medical specialty or health 
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 
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