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	[bookmark: _GoBack]Supplementary Table 8 Summary of findings for spironolactone + COC versus flutamide + COC

	Spironolactone 50 mg bid (100 mg/day) + levonorgestrel/EE compared to flutamide 250 mg bid + levonorgestrel/EE for acne vulgaris in adult females

	Patient or population: acne vulgaris in adult females 
Intervention: spironolactone 50 mg bid (100 mg/day) + levonorgestrel/EE 
Comparison: flutamide 250 mg bid + levonorgestrel/EE 

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

	
	Risk with flutamide 250 mg bid + levonorgestrel/EE
	Risk with spironolactone 50 mg bid (100 mg/day) + levonorgestrel/EE
	
	
	
	

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

	Physician-assessed change in global acne severity
Assessed with: Cremoncini score [77]
Follow up: mean 9 months 
	In the spironolactone group the combined severity score for acne, seborrhoea and alopecia [77] showed an approximately 50% reduction from 2.85 to 1.3 at 3 months with a further decrease in score at month 9 to 1.0 (65% reduction). In the flutamide group there was a 85% reduction at 3 months with a reduction of Cremoncini score [77] from 2.6 to 0.4 and a further reduction at 9 months to 0.2 (92% reduction). 
	-
	22 with acne, seborrhea and/or alopecia
(1 RCT) a
	⨁◯◯◯
VERY LOW b,c
	The between group difference was statistically significant (p<0.05). Moreover, 5/10 in the spironolactone group showed an improvement, three no change and two an increase in acne lesions. In the flutamide group 11/12 demonstrated an improvement. 

	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 9 months 
	In the spironolactone group menstrual abnormalities (metrorrhagia, 5 or 6 women), dizziness (6 or 7), breast tenderness (6 or 7) and mild hypotension (2 or 3). Four women in this arm stopped therapy due to unspecified side effects. In the flutamide plus levonorgestrel/EE arm, the only side effect regarded by the investigators as significant was dry skin (21). Only 1 woman in this arm stopped therapy due to an unspecified side effect.
	-
	50 (including women with hirsutism)
(1 RCT) a
	⨁◯◯◯
VERY LOW c,d
	The number and proportion of women in each arm with side effects were not reported.

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

	
	Risk with flutamide 250 mg bid + levonorgestrel/EE
	Risk with spironolactone 50 mg bid (100 mg/day) + levonorgestrel/EE
	
	
	
	

	Duration of remission post treatment
Follow up: mean 6 months 
	The combined severity score for acne, seborrhoea and alopecia (Cremoncini 1976) was measured 3 and 6 months after treatment had ended. Severity scores for both arms increased and for the spirolactone arm had returned to baseline after six months.
	-
	22
(1 RCT) a
	⨁◯◯◯
VERY LOW b,c
	

	Time to improvement within the first eight weeks
Follow up: mean 9 months 
	The combined severity score for acne, seborrhoea and alopecia [77] was reported monthly beginning one month after therapy was initiated.  According to the original authors, the difference versus baseline was not significant until month 3 (p <0.05) for the spironolactone arm but was significant at month one (p <0.05) and month 2 (p <0.01) for the flutamide arm.    
	-
	22
(1 RCT) a
	⨁◯◯◯
VERY LOW b,c
	The uncertainty regarding the number of women with acne make it impossible to calculate the mean difference between the two treatments at any time point.

	*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 

	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. Cusan et al [30] 
b. We downgraded one level for serious indirectness. A combined severity score for acne, seborrhoea, and alopecia was used 
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) 
bid twice a day, COC combined oral contraceptive, EE ethinyl estradiol.
