
e-Table 4. GRADE Evidence Profile. Based on Grading of Recommendations Assessment, Development and Evaluation (GRADE) approach, using 

the GRADEpro GDT app* 

Certainty assessment № of patients Effect 

Certainty Importance 
№ of 

studies 
Study design Risk of bias Inconsistency Indirectness Imprecision Other considerations acetazolamide placebo 

Relative 
(95% CI) 

Absolute 
(95% CI) 

Paresthesia 

39  randomised 
trials  

serious a not serious  not serious  serious b strong association d 542/1155 (46.9%)  81/1029 (7.9%)  OR 12.3 
(9.3 to 16.0)  

434 more 
per 1,000 
(from 364 

more to 499 
more)  

⨁⨁⨁◯ 

MODERATE  

IMPORTANT  

Dysgeusia 

22  randomised 
trials  

serious a not serious  not serious  serious c none  84/813 (10.3%)  10/635 (1.6%)  OR 4.2 
(2.5 to 7.1)  

47 more per 
1,000 

(from 23 
more to 86 

more)  

⨁⨁◯◯ 

LOW  

IMPORTANT  

Polyuria 

22  randomised 
trials  

serious a not serious  not serious  serious c none  157/840 (18.7%)  54/717 (7.5%)  OR 1.9 
(1.3 to 2.8)  

59 more per 
1,000 

(from 20 
more to 110 

more)  

⨁⨁◯◯ 

LOW  

IMPORTANT  

Fatigue 

14  randomised 
trials  

serious a not serious  not serious  serious c none  58/400 (14.5%)  7/382 (1.8%)  OR 6.5 
(3.4 to 12.4)  

90 more per 
1,000 

(from 41 
more to 170 

more)  

⨁⨁◯◯ 

LOW  

IMPORTANT  

CI: Confidence interval; OR: Odds ratio 

Explanations 

a. >50% of included studies were judged as unclear/high risk of overall bias, but risk of bias was not a significant effect modifier. Thus, we rated risk of bias as "serious", but not as "very serious". 
b. Optimal information size (OIS) criterion met based on total event criterion (>400) and “large sample size” (>2,000), but due to the wide confidence interval (CI) rated as “serious” (but the CI excluded the null/substantial benefit, thus did not rate imprecision as "very serious"). 
c. Rated imprecision as “serious” because OIS criterion was neither met based on sample size criterion (for alpha 0.05, beta 0.20, RR change 25% required Ngroup= 17,341/3,449/14,553 for dysgeusia/polyuria/fatigue) or event criterion (#Events <<400 for all) and confidence intervals  
    were wide (but excluded the null/substantial benefit, thus did not rate imprecision as "very serious"). 
d. Lower bound of the confidence interval >5 

*GRADEpro Guideline Development Tool [Software]. McMaster University, 2015 (developed by Evidence Prime, Inc.). Available from gradepro.org  
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