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eTable 3: Evidence profile (EP) for the association between adherence to the Mediterranean diet and acne development using GRADE tool.
	Study design
	Detailed judgment
	Overall judgment

	Factors that can reduce the quality of the evidence

	
Risk of bias
	· Matching eligibility criteria: selection of matching variables is consistent with methodological reasoning and/or clinical evidence, without under- or over-matching. Randomization of control sampling was not adequately reported in three studies.
· Measurement:
Exposure: All studies used validated questionnaires for the measurement of exposures. Nondifferential misclassification might have resulted from recall bias, as diet is changeable overtime and can be difficult to record.
Outcome: Case definition is not reported adequately in three studies. It is also unreported if ascertainment of control status was conducted by a competent clinician.
· Confounding: 
Measurement: the validity and reliability of confounder measurement were variable across studies. 
Adjustment: while matching was methodologically and clinically justifiable, analytical adjustment for potential confounders was not adequate, overlooking the effect of multiple confounders reported in the literature across most included studies.
	Some serious limitations in control sampling, outcome measurement, and analytical adjustment for confounders

Downgrade by one.

	Inconsistency of results
	· Points estimates vary across studies, with the confidence interval reported by Taha et al minimally overlapping with the other two studies. Statistical analysis indicates substantial level of heterogeneity (heterogeneity p=0.02, I2=0%). 
· The exposure, outcome, and study design are similar across studies, but the target populations are variable. Subgroup analysis is not feasible due to the low number of included studies. Therefore, heterogeneity of results cannot be explained.
	Serious inconsistency (unexplained heterogeneity of results)
Downgrade by one

	Indirectness of evidence

	· The studies directly addressed the comparator, exposure, and measure included in the review question, with minor indirectness in the target population. 
	No serious indirectness
No downgrading

	Imprecision

	· The threshold for the optimal information size (OIS) is met. 
· The summary confidence interval (CI 95%) is wide (0.08-1.28, summary OR=0.32) and overlaps no effect (OR=1). 
· Despite the large protective summary OR, compelling justification for an appreciable benefit is lacking, especially with the small number of studies included in the meta-analysis (n=3).
	Some serious limitations in imprecision
Downgrade by one

	Publication bias

	· Clues to possible publication bias exist (a small number of observational studies reporting positive results in a landscape of a recently suggested topic).
· The small number of published studies and lack of comprehensive search strategy limited qualitative and quantitative assessment of publication bias. 

	- Undetected

No downgrading

	Factors that can increase the quality of the evidence

	Large magnitude of an effect

	· The summary effect estimate (OR=0.32) is large (<0.5). 
· The validity of the studies is a major concern that undermine the magnitude of the effect estimate. 
· The confidence interval is wide and overlap with an OR of no effect.

	Concerns of validity override the large magnitude of effect estimate. 
No upgrading.

	Dose-response gradient
	· The methodology of categorization employed by the included studies did not allow for dosing the exposure, except for the study by Barrea et al that categorized adherence to the MD into three categories (low-average-high). The average adherence group did not significantly differ in outcome status. 
	Exposure dosing is not employed in the methodologies of most included studies. 
No upgrading

	Effect of plausible residual confounding

	· Diet research is by nature susceptible to residual confounding whose effect may push an effect in either positive or negative direction. Identifying, measuring, ascertaining, and adjusting for these confounders are difficult. 

	Identifying plausible residual confounding is not possible. 
No upgrading
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