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	Evidence from studies of exposed humans

	Cardiovascular/Ischemic heart disease incidence and mortality
 

27 medium or high confidence studies (21 case-control/cohort; 3 cross-sectional; 3 ecological)
	Large, prospective cohort studies support exposure-dependent associations of relatively low exposures to iAs in drinking water (<100 µg/L).
	All or most studies are medium or high confidence
Consistency - across study types, including cross-sectional, and ecological “natural experiments;” across populations including U.S., Bangladesh, China, Taiwan, and Mexico.
Dose-response gradient - observed in many studies.
Large or concerning magnitude of effect - large odds ratios in some studies.
Coherence - with findings for related endpoints/CHD risk factors such as hypertension, atherosclerosis.

	No factors noted

	⊕⊕⊕
Robust
Based on consistent evidence with individual-level exposure data including studies with exposure gradients spanning relatively low (<100 ug/L) concentrations of iAs in drinking water, and associations with related CVD endpoints such as atherosclerosis and hypertension. 

	Hypertension

31 medium or high confidence studies (12 case-control/cohort; 19 cross-sectional)
	Some, but not all, well-designed cohort studies report positive associations. Results are sensitive to the choice of exposure metric.
	All or most studies are medium or high confidence
Consistency - with metrics indicating recent exposure to iAs (or cumulative exposure in currently exposed populations) are generally reported; across different life stages, including adults, pregnant women, and children.
Dose-response gradient - observed in many studies.
Large or concerning magnitude of effect
Coherence - across markers of hypertension as well as related endpoints such as QT prolongation.

	No factors noted

	⊕⊕⊕
Robust
Based on consistent evidence between iAs and hypertension with exposure-dependent changes. Findings further supported by studies showing the effect of iAs exposure across related endpoints or risk factors.

	Cerebrovascular disease and stroke

11 medium or high confidence studies (7 case-control/cohort; 3 cross-sectional; 1 ecological)
	Some well-conducted studies report positive associations. However, imprecise or null associations were also observed across other studies of varying quality and design.
	All or most studies are medium or high confidence
Dose-response gradient - observed, though more consistently observed in populations with higher (>50 ug/L) concentrations of iAs in drinking water.

	Unexplained inconsistency - across cross-sectional studies.

	⊕⊕⊙
Moderate
Based on some evidence indicating iAs exposure is associated with stroke, although some findings are inconsistent. 






