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Guide 
 
1. Did the review explicitly address a 
sensible question?  
 

 
Yes. Determine if sumitriptan+naproxen is effective and tolerable compared 
to each individual meds or placebo 

 
2. Was the search for relevant studies 
details and exhaustive?  
 

Mostly. This was an update to a prior Cochrane, Included Medline studies from 1948-
2015 and EMBASE from 1974-2015.  Exploded all terms though they limited to 
(Appendix 2, 3, 4) –  search terms  sumitriptan, naproxen and treximet. omitting other 
triptans and NSAIDs. 
They also searched bibliographies from articles and contacted manufacturers 
regarding unpublished studies.   

 
3. Were the primary studies of high 
methodological quality?  
 

Maybe. Authors applied GRADE guidelines for quality assessment of studies and all 
of the included studies were either Moderate of High in their GRADE score.  In 
addition, the Oxford Quality or Jadad Score was included for assessment of risk of 
bias. All randomized and double blinded.  One study was small but not included in 
any analysis. (13 studies found, 12 used). “All studies reported that they were double-
blind, but only four adequately described the methods used to maintain blinding.” 
“All studies stated that they were randomised but only six adequately described the 
methods used to generate the random sequence” 
7 were parallel group designs, 6 were cross over designs 
Assessed for bias – 3 scored 5/5, 3- 4/5, 7- 3/5 – points lost for non-reported 
methods 

 
4. Were the criteria for study inclusion 
pre-determined and clearly stated?   
 
 

Yes.  Randomised, double-blind, placebo- or active-controlled 
studies. 2 review authors independently reviewed articles for inclusion. Conflicts 
adjudicated by third author.  
Required at least 10+ participants per treatment team 
Measured at least 1 of the outcomes (Pain-free/Pain-relief @2hr) 
Going into study – no dosing restrictions on study drugs, >18yo.  Migraine definition 
by IHS.  No other restrictions on patients (other meds, migraine frequency, etc) 
   

 
5. Did the authors adequately assess 
the quality of the included studies? 
 
 

Yes. As above.   

CLINICAL IMPORTANCE 
 
6. What were the overall results of the 
review? 
 
(Are the results of all included studies 
clearly displayed?  Are the results 
similar from study to study?  Is there a 
clinical bottom line?  If the study 
results combined, was it appropriate to 
do so?) 
 
 

Total of 13 included studies. Twelve from prior Cochrane Review. One additional. 
Summary table on Pg. 23. 
Medications better than placebo 
Triptans better than naproxen 
Combination significantly better than individual drugs on their own 
More effective if treated when pain is still mild 
 
More adverse events when pain is moderate/severe than when mild 
No difference in adverse events between combination drugs and triptans 
Less adverse events with naproxen than with triptans 
Summary table with NNT.   
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7. How precise are the results? 
 
(What were the confidence intervals? 
p-values?) 
 

 

 
The NNT for pain-free at two hours was 3.1 (95% confidence interval 2.9 to 3.5) 
when the baseline pain was mild (50% response with sumatriptan 
plus, naproxen compared with 18%with placebo), and 4.9 (confidence interval 4.3 to 
5.7) when baseline pain was moderate or severe (28%with sumatriptan 
plus, naproxen compared with 8% with placebo) 
NNH for all mild adverse events NNH 11 (8.3 to 15) for severe and NNH 18 (13 to 30) for 
mild. Dizziness, paresthesia, somnolence, nausea, dyspepsia, dry mouth, and chest discomfort 
were the most commonly reported adverse events. One participant, who had several 
cardiovascular risk factors, experienced heart palpitations and was admitted to hospital after 
receiving sumatriptan 85 mg; the event was judged probably related 
to study medication (only “serious” adverse event) 
 

 
 
8. Were the results similar from study 
to study?  
 
 

 
Yes, L’Abbe plots illustrate similarity of results. Heterogeneity between studies and 
result was low 
 

APPLICABILITY  
 
9.  How can I best interpret the results 
to apply them to the care of my 
patients?  
 

Treating migraines early (when mild) is likely more effective. 
Combination of sumitriptan/naproxen works better, although not a huge difference 
between triptan +/- naproxen 
There is a Low NNT to experience benefit 

 
10. Were all patient important 
outcomes considered?  
 
 

No economic analysis. Cost. Days lost to work.  
Outcomes considered included 

- Pain free @ 2hr 
- Pain relief @ 2hr 
- 24 hr Sustained pain relief 

Adverse events – limited and underpowered to detect significant differences. Mostly  
 
11. Are the benefits worth the costs 
and potential risks?  
 
 
 

 
This study alluded to that the combination drug marketed (85mg imitrex + 500mg 
naproxen) vs separate tablets (50mg/100mg of imitrex + 500mg of naproxen) doesn’t 
really matter too much, but obviously the study was not oriented around it 

 
Limitations:  

- Study is not ED based. Patients were treated at home.  Patients were generally recruited from outpatient 
neurology clinics. Mean age 36-43 y/o 

- Patients had a strict IHS definition of headache.  – There is a study of probable migraine with similar 
results 

- Study is limited with respect to adverse events as each individual study may not have been powered to 
identify adverse effects. 

- No economic analysis such as costs for treatment or days lost to work etc.  
 
Clinical Bottom Line:  

- Combination treatment is better than individual drugs or placebo 
- Treatment more effective when HA is treated early 
- More adverse effects with use of triptans than placebo or naproxen 
- Dosing of triptan in combination vs tablet may not be that important.  This was not directly studied, this is 

my interpretation from the way they described. 
- What about other NSAIDs or triptans 
- This seems much more relevant for outpatient therapy than ED based, but this is still a treatment option 

for in the ED 
 
 


