Additional file 3. Grading of studies by the GRADE scale.

	 
GRADE criteria
	Rating

	Footnotes

	Quality of the evidence

	Risk of Bias

	No
serious (-1)
very serious (-2)
	As assessed with Newcastle-Ottawa scale : 
High - Moderate - Low
	 
 
 
⊕ ⊕ ⊕ ⊕ High
 

⊕ ⊕ ⊕ Moderate
 
 

⊕ ⊕ Low
 

⊕ Very Low

	 
Inconsistency
	No
serious (-1)
very serious (-2)
	Targeted : Contradicting studies
EWAS : Lack of replication cohort
	

	 
Indirectness
	No
serious (-1)
very serious (-2)
	Generalizability
Particular population
Validation of gene expression changes
No direct measure of DNA methylation
Lack of appropriate controls
Lack of descriptive statistics of participants
	

	 
Imprecision
	No
serious (-1)
very serious (-2)
	Targeted : n<63 per group with 1:1 ratio (or 47 ART/94 NC with 1:2 ratio, or 42 ART/126 NC with 1:3 ratio)
EWAS : n<100 in total or one group n<30
Non-quantitative assessment or Global methylation
	

	 
Publication Bias
	Undetected
Strongly suspected (-1)
	Less than 3 genes studied in a same biological pathway
	

	Other
(upgrading factors)
	
	 Inconsistency:  +1 if analysis by disease stage
Imprecision : +1  +2 if large sample size
	




