	Supplementary Table S1. Stratified analyses of the association between DNAm-predicted GDF-15 and all-cause mortality risk.

	Subgroup
	n (%)
	HR (95%CI)
	p-value
	p-value interaction

	Age
	
	
	
	0.973

	50-65
	103 (30.03)
	1.21 (0.83-1.78)
	0.317
	

	> 65
	240 (69.97)
	1.62 (1.33-1.98)
	<0.001
	

	Sex
	
	
	
	0.791

	Male
	186 (54.23)
	1.64 (1.32-2.03)
	<0.001
	

	Female
	157 (45.77)
	1.67 (1.22-2.28)
	0.001
	

	Race and ethnicity
	
	
	
	0.146

	White
	226 (65.89)
	1.69 (1.35-2.13)
	<0.001
	

	Black
	47 (13.70)
	1.55 (0.97-2.50)
	0.069
	

	Mexican American
	50 (14.58)
	3.70 (1.39-9.83)
	0.009
	

	Others
	20 (5.83)
	0.04 (0.02-0.06)
	<0.001
	

	Education level
	
	
	
	0.041

	Less than high school
	107 (31.20)
	1.45 (1.01-2.07)
	0.046
	

	High school or equivalent
	80 (23.32)
	2.16 (1.48-3.16)
	<0.001
	

	College or above
	156 (45.48)
	1.78 (1.34-2.36)
	<0.001
	

	Smoking status
	
	
	
	0.057

	Smoker
	214 (62.39)
	1.47 (1.20-1.79)
	<0.001
	

	Non-smoker
	129 (37.61)
	2.93 (1.96-4.38)
	<0.001
	

	Coronary heart disease
	
	
	
	0.198

	Yes
	44 (13.02)
	1.43 (0.85-2.41)
	0.176
	

	No
	294 (86.98)
	1.70 (1.39-2.07)
	<0.001
	

	Hypertension
	
	
	
	0.121

	Yes
	187 (54.52)
	1.52 (1.23-1.89)
	<0.001
	

	No
	156 (45.48)
	1.89 (1.37-2.61)
	<0.001
	

	Diabetes
	
	
	
	0.608

	Yes
	56 (16.47)
	1.96 (1.19-3.23)
	0.008
	

	No
	284 (83.53)
	1.58 (1.30-1.92)
	<.001
	

	Chronic kidney disease
	
	
	
	0.006

	Yes
	21 (6.14)
	0.00 (0.00- 645931185.56)
	0.072
	

	No
	321 (93.86)
	1.62 (1.36-1.93)
	<.001
	

	HorvathAge
	
	
	
	0.679

	Low
	114 (33.24)
	1.46 (1.04-2.06)
	0.028
	

	Middle
	114 (33.24)
	1.71 (1.16-2.52)
	0.006
	

	High
	115 (33.53)
	1.63 (1.25-2.12)
	<.001
	

	Frailty
	
	
	
	0.523

	Little or not
	311 (90.67)
	[bookmark: OLE_LINK1]1.61 (1.35-1.93)
	<.001
	

	Pronounced
	32 (9.33)
	2.36 (1.06-5.27)
	0.036
	

	Abbreviations: HR-hazard ratio; CI-confidence interval



