
Appendix 4: Summary of the overall strength of evidence using Grading of Recommendations Assessment, Development and Evaluation (GRADE).
  
	Certainty assessment
	Certainty
	Importance

	№ of studies
	Study design
	Risk of bias
	Inconsistency
	Indirectness
	Imprecision
	Other considerations
	
	

	Observational studies

	1
	observational studies
	seriousa
	not serious
	serious
	not serious
			none
	⨁◯◯◯
Very low
	IMPORTANT

	In vitro studies

	2
	In vitro 
studies
	very seriousb
	not serious
	not serious
	not serious
	none
	⨁◯◯◯
Very low
	IMPORTANT

	Randomised Clinical Trials

	3
	randomised trials
	very seriousc
	not serious
	seriousd
	not serious
	none
	⨁◯◯◯
Very low
	IMPORTANT


CI: confidence interval
Explanations
a. The study had not presented a control group
b. The risk of bias were high for some questions (95% CI, trial limitations) and no statistical analysis was done in one of the studies.
c. In all 3 RCT, no information about the dropouts and not enough data about the statistical analysis done concerning the dropouts.
d. The main objectives of the RCT are different from the main objective of this review.

