Table S1. Sensitivity of results to methodological choices and data sources.
	Type of sensitivity analysis
	Risk factor
	Main analysis
	Attributable deaths in 
main analysis
	Sensitivity analysis
	Attributable deaths in sensitivity analysis

	Exposure metric
	High cholesterol
	LDL cholesterol as exposure metric
	113,000
	Total cholesterol as exposure metric a
	120,000

	
	Tobacco smoking
	Used smoking impact ratio (SIR) as exposure metric
	467,000
	Used  prevalence of current and former smoking as exposure metric
	405,000

	
	High blood glucose
	Used fasting plasma glucose (FPG) as measured in NHANES
	190,000
	Assumed that diabetes treatment may not reduce cardiovascular disease risk, even if it reduces FPG b
	216,000

	The shape of the exposure distribution
	Low intake of fruits and vegetables
	Used normal exposure distribution
	58,000
	Used exposure distribution observed in NHANES
	56,000

	
	Overweight-obesity (high BMI)
	Used normal exposure distribution
	216,000
	Used exposure distribution observed in NHANES
	210,000

	
	High blood pressure
	Used normal exposure distribution
	395,000
	Used exposure distribution observed in NHANES
	419,000

	
	High blood glucose
	Used normal exposure distribution
	190,000
	Used exposure distribution observed in NHANES
	197,000

	
	High LDL cholesterol
	Used normal exposure distribution
	113,000
	Used exposure distribution observed in NHANES
	115,000

	
	Low dietary polyunsaturated fatty acids (PUFA)
	Used normal exposure distribution
	15,000
	Used exposure distribution observed in NHANES
	16,000

	Optimal exposure distribution, theoretical-minimum-risk exposure distribution (TMRED)
	High LDL cholesterol
	2.0 mmol/L as the mean of TMRED
	113,000
	2.3 mmol/L as the mean of TMRED c
	83,000

	
	High LDL cholesterol
	2.0 mmol/L as the mean of TMRED
	113,000
	1.6 mmol/L as the mean of TMRED d
	148,000

	
	High BMI
	21 kg/m2 as the mean of TMRED
	216,000
	23 kg/m2 as the mean of TMRED e
	176,000

	
	Low dietary PUFA
	10 % of total calories from PUFA
	15,000
	15 % of total calories from PUFA
	39,000

	
	High dietary salt
	0.5 g/d of sodium as the mean of TMRED
	102,000
	1.0 g/d of sodium as the mean of TMRED
	82,000

	
	Alcohol use
	Abstaining for the whole population as the TMRED
	27,000 f
	Regular intake of the lowest average alcohol use (0-19.9 g/d for women and 0-39.9 g/d for men) for men as the TMRED
	23,000 f

	
	Physical inactivity
	Used four categories with “highly active” as the theoretical-minimum risk category
	191,000
	Three categories with “recommended-level active” as the theoretical-minimum-risk category
	129,000

	Disease outcomes included in the analysis


	Tobacco smoking
	Colorectal cancer and hypertensive disease were not included
	467,000
	Colorectal cancer and hypertensive disease were included
	485,000

	
	High BMI
	Non-Hodgkin lymphoma was not included
	216,000
	Non-Hodgkin lymphoma was included
	224,000

	Effect sizes
	High LDL cholesterol
	Null effect on ischemic stroke in those ≥ 70 years 
	113,000
	Protective effect of lower cholesterol on ischemic stroke in those ≥ 70 years
	116,000

	
	High dietary salt and cardiovascular diseases
	Change in systolic blood pressure (SBP) per unit reduction in salt intake from He et al [1]
	102,000
	Change in SBP per unit reduction in salt intake from Law et al [2]
	194,000

	Adjustment for regression dilution bias as a result of one-off measurements
	Physical inactivity
	Did not adjust for regression dilution bias  
	191,000
	Adjusted for regression dilution bias due to one-off baseline measurement of physical activity [3]
	317,000

	Correlation between risk factor and disease-specific mortality 
	High blood pressure (correlation with ischemic heart disease; IHD)
	Used population attributable fraction (PAF) estimator in the Equation 1, applied to total IHD deaths
	185,000
	Estimated PAF in 3 SBP categories (≥ 140, 120-140 and < 120 mmHg) and applied to IHD deaths in each category separately g
	200,000

	
	Tobacco smoking (correlation with IHD)
	Used PAF estimator in the Equation 1, applied to total IHD deaths
	60,000
	Estimated PAF in former and current smokers and applied to IHD deaths in each category separately g
	58,000

	
	High BMI (correlation with IHD)
	Used PAF estimator in the Equation 1, applied to total IHD deaths
	107,000
	Estimated PAF in normal weight, overweight and obese and applied to IHD deaths in each category separately g
	85,000 h

	Correlation between two risk factors
	High blood pressure (correlation with LDL cholesterol for effect on IHD)
	Used PAF estimator in the Equation 1
	185,000
	Used partial PAF estimator stratified on LDL cholesterol levels [4]
	242,000


a The TMRED had a mean of 3.8 and SD of 0.6 mmol/L [5].

b This analysis was conducted because the most recent evidence from clinical trials showed that intensive treatment of diabetes may reduce FPG but not the risk of the outcomes caused by diabetes [6,7]. We calculated the difference between mean FPG at baseline and at the end of follow-up in the conventional treatment arm of the ADVANCE trial [6] and used it as the mean effect of treatment in diabetics. We added this mean effect to measured FPG of diabetics in NHANES to estimate their pre-treatment FPG.
c Calculated as the average LDL that would lead to the 3.8 mmol/L TMRED used for total cholesterol, based on the ratio of total to LDL cholesterol in the NHANES 2003-2006 data.

d Evidence from some clinical trials supports reduced risk for levels as low as 1.6 mmol/L [8,9].
e Some prospective studies have found increased mortality with BMI below 23 kg/m2 [10,11] [12].

f These analyses do not include deaths from injuries as the proportion of these deaths that are alcohol-related can not be estimated using the regular light drinkers as the minimum-risk category.

g Total IHD deaths were divided across baseline risk factor categories using the same ratios as the 1992 NHANES-I mortality follow-up.

h The number of attributable deaths was lower because there is negative correlation between BMI and IHD mortality.
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