Table 1. Risk of bias assessment for genetic association studies based on the HuGE Review Handbook V1.0*
	
	Y
	PY
	NI
	PN
	N

	1.Domain Selection bias

	Biased selection of cases 
1.1: Did the study describe the selection process of the cases?
	
	
	
	
	

	Biased selection of controls
1.2: Are the controls selected from the same source population as the case-subjects?
	
	
	
	
	

	Differential participation in cases and controls 
1.3: Was the proportion of non-participation similar in cases and controls?
	
	
	
	
	

	Loss to follow-up 
1.4: The study did not suffer from substantial loss to follow up and/or the proportion of loss of follow-up similar in cases and controls. 
	
	
	
	
	

	2. Domain Information bias

	Assessment of genotypes 
2.1: Did the study use quality control measures to prevent misclassification of genotypes?
	
	
	
	
	

	2.2: Was genotyping of cases and controls performed together (not separately)?
	
	
	
	
	

	2.3: For candidate genes studies: Were the laboratory staff and outcome assessors blinded to the genotyping results and outcome of interest?
	
	
	
	
	

	3. Domain Confounding

	Population stratification 
3.1: Did the study control for population stratification?
	
	
	
	
	

	“Confounding” from other sources
3.2: Did the study adjust for age and/or sex?
	
	
	
	
	

	4. Domain Multiple testing and replication 

	4.1: Did the study adjust for multiple testing?
	
	
	
	
	

	4.2: Did the study try to replicate the results?
	
	
	
	
	

	5. Domain Hardy-Weinberg Equilibrium (HWE) 

	5.1: Was the departure from HWE tested (in controls) and its significance/magnitude of departure evaluated?
	
	
	
	
	


Abbreviations: Y: yes; PY: probably yes; NI: no information; PN: probably no; N: no
*Each domain has signaling questions. Only if answers to all signaling questions within a domain are ‘yes’ or ‘probably yes’, then the domain will be assessed as ‘low risk of bias’. If the answers to all signaling questions within a domain are ‘no information’, then the domain will be assessed as ‘some concerns’. If one or more of the answers to signaling questions within a domain are ‘probably no’ or ‘no’, then the domain will be assessed as ‘high risk of bias’. 
We will consider studies that are assessed as having ‘low risk of bias’ in all domains as being at ‘overall low risk of bias’. Studies with one or more of these domains assessed as ‘some concerns’ or ‘high risk of bias’ will be judged as being at ‘overall high risk of bias’. 
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