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	[bookmark: _GoBack]Supplementary Table 9 Summary of findings for spironolactone + Diane-35 versus finasteride + Diane-35

	Spironolactone 100 mg/day + cyproterone acetate/EE (Diane-35) od compared to finasteride 5 mg/day + cyproterone acetate/EE od for acne vulgaris in adult females

	Patient or population: acne vulgaris in adult females 
Intervention: spironolactone 100 mg/day + cyproterone acetate/EE (Diane-35) od 
Comparison: finasteride 5 mg/day + cyproterone acetate/EE od 

	Outcomes
	Anticipated absolute effects* (95% CI) 
	Relative effect
(95% CI) 
	№ of participants 
(studies) 
	Quality of the evidence
(GRADE) 
	Comments

	
	Risk with finasteride 5 mg/day + cyproterone acetate/EE od
	Risk with spironolactone 100 mg/day + cyproterone acetate/EE (Diane-35) od
	
	
	
	

	Physician-assessed change in total lesion count - not measured 
	- 
	- 
	- 
	- 
	- 
	This outcome was not assessed. 

	Physician-assessed change in global acne severity
Assessed with: Indian grading system (1-4, higher is worse) [79]
follow up: 12 months 
	In the spironolactone plus cyproterone acetate/EE group, the acne score consistently fell from 2.8 (2.0) at baseline to 1.8 (35.7%, no SD) at 3 months and 0.3 (89.3%, no SD) at month 12. In the finasteride plus cyproterone acetate/EE group, the acne score consistently fell from 2.8 (1.9) at baseline to 1.55 (44.6%, no SD) at 3 months and 0.1 (96.4%, no SD) at month 12. 
	-
	45 ITT population with acne for PP population was not reported
(1 RCT) a
	⨁⨁◯◯
LOW b,c
	The between group difference was not statistically significant. 

	Participant-reported improvement in global acne severity - not measured 
	- 
	- 
	- 
	- 
	- 
	This outcome was not assessed. 

	Change in health-related quality of life - not measured 
	- 
	- 
	- 
	- 
	- 
	This outcome was not assessed. 

	Number and proportion of participants reporting each type of adverse event throughout the study period
Follow up: mean 12 months 
	The side effects of spironolactone plus cyproterone acetate/EE in 5 women were severe nausea and vomiting (3), depression (1) and mild hypertension (1). The side effects of finasteride plus cyproterone acetate/EE in 3 women were severe nausea and vomiting (2) and oedema of the feet (1) 
	-
	120 ITT population (number with/without acne)
(1 RCT) a
	⨁◯◯◯
VERY LOW d,e,f
	Side effects were not reported unless associated with discontinuation. The report was unclear as to how many participants with acne discontinued. 

	Outcomes
	Anticipated absolute effects* (95% CI)
	Relative effect
(95% CI) 
	№ of participants 
(studies) 
	Quality of the evidence
(GRADE) 
	Comments

	
	Risk with finasteride 5 mg/day + cyproterone acetate/EE od
	Risk with spironolactone 100 mg/day + cyproterone acetate/EE (Diane-35) od
	
	
	
	

	Duration of remission post treatment
Follow up: mean 6 months 
	There was no increase in acne score within the six month period in the spironolactone plus COC group however there was a small increase of 0.5 in the finasteride plus COC group. 
	-
	45 ITT population
(1 RCT) a
	⨁⨁◯◯
LOW b,c
	

	Time to improvement within the first eight weeks - not measured 
	- 
	- 
	- 
	- 
	- 
	This outcome was not assessed. 

	*The risk in the intervention group (and its 95% confidence interval) is based on the assumed risk in the comparison group and the relative effect of the intervention (and its 95% CI). 
CI: Confidence interval; MD: Mean difference 

	GRADE Working Group grades of evidence
High quality: We are very confident that the true effect lies close to that of the estimate of the effect
Moderate quality: We are moderately confident in the effect estimate: The true effect is likely to be close to the estimate of the effect, but there is a possibility that it is substantially different
Low quality: Our confidence in the effect estimate is limited: The true effect may be substantially different from the estimate of the effect
Very low quality: We have very little confidence in the effect estimate: The true effect is likely to be substantially different from the estimate of effect 


a. Kriplani et al [34]. 
b. We decided not to downgrade for risk of bias, although detection bias cannot be fully excluded, but we downgraded twice for imprecision. 
c. We downgraded two levels for very serious imprecision, low sample size. 
d. We downgraded one level for serious risk of bias, due to lack of blinding of the participants (detection bias).
e. We downgraded one level for serious indirectness as side effects were only reported when associated with discontinuation. 
f. We downgraded one level for serious imprecision, low sample size. As we had already downgraded for risk of bias and indirectness, we could not downgrade more than once for imprecision. 
EE ethinyl estradiol, ITT intention to treat, od once a day, PP per protocol, RCT randomized controlled trial, SD standard deviation. 
