	
	
	
	
	
	
	
	
	Effect 
	
	

	Outcome 
	No of studies 
	Design 
	Risk of bias
	Inconsistency 
	Indirectness
	Imprecision
	Other considerations 
	SMD (95%CI)
	Quality 
	Importance 

	FBS
	25  studies 
	Meta-analysis of RCTs 
	Serious a
	Serious b
	No serious
	No serious
	None 
	-0.35 (-0.56, -0.23)
	Low

   
	Critical  

	Serum insulin
	20 studies 
	Meta-analysis of RCTs 
	Serious a
	Serious b
	No serious
	No serious
	None 
	-1.99 (-2.41 to -1.58)
	Low


	Critical  

	HOMA-IR
	21 studies 
	Meta-analysis of RCTs 
	Serious a
	Serious b
	No serious
	No serious
	None 
	-061 (-0.72, -0.50)
	Low


	Critical

	HOMA-B
	5 studies 
	Meta-analysis of RCTs 
	No serious
	Serious b
	No serious
	No serious
	None 
	-24.58 (-30.59, -18.56)
	Moderate 
[image: ]
	Critical

	QUICKI
	
12 studies 
	Meta-analysis of RCTs 
	Serious a
	No serious
	No serious
	Serious c
	None 
	0.01 (0.00, 0.01)
	Low


	Critical

	1-hour OGTT
	
2 studies 
	Meta-analysis of RCTs 
	No serious
	NC
	No serious
	Serious d
	None 
	-1.44 (-5.50, 2.62)
	Low


	Important 

	2-hour OGTT
	
3 studies 
	Meta-analysis of RCTs 
	No serious
	NC
	No serious
	Serious d
	None 
	-0.02 (-0.17, 0.13)
	Low


	Critical

	HbA1c
	
2 studies 
	Meta-analysis of RCTs 
	No serious
	NC
	No serious
	Serious d
	None 
	-0.08 (-0.21, 0.05)
	Low


	Critical

	C-peptide
	
2 studies 
	Meta-analysis of RCTs 
	No serious
	NC
	No serious 
	Serious d
	None 
	0.03 (-0.22, 0.28)
	Low


	Important 


[bookmark: _GoBack]Table S3. Strength of evidence according to the GRADE 

SMD: standard mean difference, CI: confidence interval, RCTs: randomized clinical trials, FBS: fasting blood sugar, HOMA-IR: homeostatic model assessment for insulin resistance, HOMA-B: homeostatic model assessment of beta cell function, QUICKI: quantitative insulin sensitivity check index, OGTT: oral glucose tolerance test, HbA1c: glycated hemoglobin, NC: Not calculable 
a significant publication bias
b significant heterogeneity 
c confidence intervals include null effect or include appreciable harm or benefit 
d small number of participants 
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