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Supplemental Table 1 
Characteristics of included and excluded samples of the 2016 Health and Retirement Study (HRS) Venous Blood Study participants with DNA methylation data (n=4,018)

	[bookmark: _Hlk175008177]Variable
	Overall, 
N = 4,0181
	Excluded, N = 136
	Included, 
N = 3,882
	p-value1

	Epigenetic Clock (Outcome)
	
	
	
	

	  GrimAge acceleration in years, mean(SD)
	0.0 (4.8)
	-0.2 (4.4)
	0.0 (4.8)
	0.8

	  Levine age acceleration in years, mean(SD)
	0 (7)
	1 (8)
	0 (7)
	0.12

	  MPOA age acceleration in years, mean(SD)
	0 (6)
	0 (6)
	0 (6)
	0.8

	  Horvath age acceleration in years, mean(SD)
	0 (6)
	1 (7)
	0 (6)
	0.3

	  Hannum age acceleration in years, mean(SD)
	0.0 (5.2)
	0.8 (5.2)
	0.0 (5.2)
	0.03

	Depressive symptoms (Exposure)
	
	
	
	

	  CES-D2 score, mean(SD)
	1.42 (1.97)
	1.75 (2.17)
	1.40 (1.96)
	0.08

	N Missing
	1
	1
	0
	

	  High depressive symptoms (CES-D2 score ≥   4), n(%)
	585 (15%)
	29 (21%)
	556 (14%)
	0.02

	N Missing
	1
	1
	0
	

	  Any depressive symptoms (CES-D2 score ≥ 1), n(%)
	2,138 (53%)
	79 (59%)
	2,059 (53%)
	0.2

	N Missing
	1
	1
	0
	

	Primary adjustment variables
	
	
	
	

	  Chronological age in years, mean(SD)
	70 (10)
	69 (11)
	70 (10)
	0.4

	  Female gender, n(%)
	2,349 (58%)
	81 (60%)
	2,268 (58%)
	0.8

	  Race/ethnicity, n(%)
	
	
	
	0.02

	 Non-Hispanic White
	2,669 (67%)
	74 (61%)
	2,595 (67%)
	

	 Non-Hispanic Black or Other
	779 (19%)
	19 (15%)
	760 (19%)
	

	 Hispanic
	556 (14%)
	29 (24%)
	527 (14%)
	

	 N Missing
	14
	14
	0
	

	  Marital status, n(%)
	
	
	
	0.5

	 Married
	2,300 (57%)
	65 (54%)
	2,235 (58%)
	

	 Not married
	1,702 (43%)
	55 (46%)
	1,647 (42%)
	

	 N Missing
	16
	16
	0
	

	  Highest level of education, n(%)
	
	
	
	0.02

	 No degree
	675 (17%)
	35 (26%)
	640 (16%)
	

	 GED/HS diploma
	2,094 (52%)
	61 (45%)
	2,033 (52%)
	

	 College and more than college
	1,249 (31%)
	40 (29%)
	1,209 (31%)
	

	  Granulocytes percent, mean(SD)
	62 (10)
	61 (10)
	62 (10)
	0.8

	 N Missing
	33
	33
	0
	

	  Monocytes percent, mean(SD)
	8.52 (2.43)
	8.50 (2.39)
	8.52 (2.43)
	>0.9

	 N Missing
	32
	32
	0
	

	  Lymphocytes percent, mean(SD)
	30 (9)
	30 (10)
	30 (9)
	0.9

	 N Missing
	32
	32
	0
	

	Secondary adjustment variables
	
	
	
	

	  Physical activity level3, mean(SD)
	23 (15)
	22 (16)
	23 (15)
	0.6

	 N Missing
	39
	39
	0
	

	  Number of chronic health conditions out of 84, mean(SD)
	2.44 (1.53)
	2.49 (1.48)
	2.43 (1.53)
	0.7

	  Smoke status, n(%)
	
	
	
	0.3

	 Never
	1,764 (44%)
	53 (47%)
	1,711 (44%)
	

	 Former
	1,775 (44%)
	51 (46%)
	1,724 (44%)
	

	 Current
	455 (11%)
	8 (7.1%)
	447 (12%)
	

	 N Missing
	24
	24
	0
	

	  Number of days per week consuming alcohol, mean(SD)
	1.19 (2.01)
	0.72 (1.44)
	1.20 (2.02)
	0.01

	N Missing
	12
	12
	0
	


1P-value was calculated using the Wilcoxon rank sum test for continuous variables; P-value was calculated using   
  Pearson’s Chi-squared test for categorical variables
2Center for Epidemiology Studies Depression Scale
3 Physical activity level was calculated by summing up frequencies of each physical activity intensity multiplied by
   matched average Metabolic Equivalent of Task (METs)
4Number of chronic health condition out of high blood pressure, diabetes, cancer, lung disease, heart disease, 
  stroke, psychiatric problems, and arthritis



Supplemental Table 2 
Distribution of variables included in the analytic sample of the 2016 Health and Retirement Study Venous Blood Study participants by level of depressive symptoms, GrimAge age acceleration, gender, and race/ethnicity (n=3,882)
	
	Dichotomous depressive symptoms
	GrimAge age acceleration residuals
	Gender
	Race/ethnicity

	Characteristic
	Low or no depressive symptoms, N = 3,326
	Elevated depressive symptoms, N = 556
	P1
	No depressive symptoms, N = 1,823
	Has any depressive symptoms, N = 2,059
	P1
	Age decelerated, N = 2,180
	Age accelerated, N = 1,702
	P1
	Male, N = 1,614
	Female, N = 2,268
	P1
	Non-Hispanic White, N = 2,595
	NH-Black or Other, N = 760
	Hispanic, N = 5271
	P1

	Epigenetic clock (Outcome)
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	  GrimAge acceleration in years, mean(SD)
	-0.2 (4.7)
	1.1 (5.1)
	<0.001
	-0.6 (4.6)
	0.5 (4.8)
	<0.001
	-3.4 (2.3)
	4.3 (3.5)
	<0.001
	1.8 (4.6)
	-1.3 (4.4)
	<0.001
	-0.2 (4.8)
	1.1 (5.0)
	-0.2 (4.3)
	<0.001

	  GrimAge age acceleration >0, n(%)
	1,410 (42%)
	292 (53%)
	<0.001
	711 (39%)
	991 (48%)
	<0.001
	-
	-
	-
	958 (59%)
	744 (33%)
	<0.001
	1,074 (41%)
	400 (53%)
	228 (43%)
	<0.001

	  Levine age acceleration in years, mean(SD)
	0 (7)
	1 (7)
	<0.001
	-1 (7)
	1 (7)
	<0.001
	-2 (6)
	2 (7)
	<0.001
	0 (7)
	0 (7)
	<0.001
	0 (7)
	0 (7)
	0 (6)
	0.5

	  Levine age acceleration >0, n(%)
	1,529 (46%)
	296 (53%)
	0.001
	783 (43%)
	1,042 (51%)
	<0.001
	779 (36%)
	1,046 (61%)
	<0.001
	795 (49%)
	1,030 (45%)
	0.018
	1,206 (46%)
	359 (47%)
	260 (49%)
	0.5

	  MPOA age acceleration in years, mean(SD)
	0 (6)
	1 (6)
	<0.001
	-1 (6)
	0 (7)
	<0.001
	-3 (5)
	4 (6)
	<0.001
	1 (7)
	0 (6)
	<0.001
	0 (7)
	2 (6)
	0 (6)
	<0.001

	  MPOA age acceleration >0, n(%)
	1,516 (46%)
	297 (53%)
	<0.001
	800 (44%)
	1,013 (49%)
	<0.001
	564 (26%)
	1,249 (73%)
	<0.001
	829 (51%)
	984 (43%)
	<0.001
	1,135 (44%)
	431 (57%)
	247 (47%)
	<0.001

	  Horvath age acceleration in years, mean(SD)
	0.0 (6.4)
	0.0 (6.6)
	>0.9
	0.0 (6.0)
	-0.1 (6.7)
	0.6
	-0.5 (5.7)
	0.6 (7.2)
	<0.001
	0.7 (6.3)
	-0.6 (6.5)
	<0.001
	0.1 (6.5)
	0.0 (6.5)
	-1.0 (6.0)
	<0.001

	  Horvath age acceleration >0, n(%)
	1,735 (52%)
	289 (52%)
	>0.9
	971 (53%)
	1,053 (51%)
	0.2
	1,042 (48%)
	982 (58%)
	<0.001
	922 (57%)
	1,102 (49%)
	<0.001
	1,376 (53%)
	402 (53%)
	246 (47%)
	0.026

	  Hannum age acceleration in years, mean(SD)
	-0.1 (5.2)
	0.1 (5.4)
	0.5
	-0.1 (5.2)
	0.1 (5.3)
	0.3
	-0.9 (4.8)
	1.1 (5.5)
	<0.001
	1.1 (5.1)
	-0.8 (5.2)
	<0.001
	0.3 (5.3)
	-1.6 (5.3)
	0.6 (4.6)
	<0.001

	   Hannum age acceleration >0, n(%)
	1,607 (48%)
	278 (50%)
	0.5
	875 (48%)
	1,010 (49%)
	0.5
	866 (40%)
	1,019 (60%)
	<0.001
	954 (59%)
	931 (41%)
	<0.001
	1,305 (50%)
	298 (39%)
	282 (54%)
	<0.001

	Depressive symptoms (Exposure)
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	  CES-D2 score, mean(SD)
	0.72 (0.93)
	5.53 (1.36)
	<0.001
	0.00 (0.00)
	2.65 (1.99)
	<0.001
	1.25 (1.86)
	1.60 (2.07)
	<0.001
	1.18 (1.76)
	1.57 (2.08)
	<0.001
	1.19 (1.84)
	1.77 (2.01)
	1.93 (2.27)
	<0.001

	  High depressive symptoms (CES-D2 score >= 4), n(%)
	-
	-
	-
	0 (0%)
	556 (27%)
	<0.001
	264 (12%)
	292 (17%)
	<0.001
	172 (11%)
	384 (17%)
	<0.001
	300 (12%)
	138 (18%)
	118 (22%)
	<0.001

	  Any depressive symptoms (CES-D2 score >= 1), n(%)
	1,503 (45%)
	556 (100%)
	<0.001
	-
	-
	-
	1,068 (49%)
	991 (58%)
	<0.001
	788 (49%)
	1,271 (56%)
	<0.001
	1,221 (47%)
	506 (67%)
	332 (63%)
	<0.001

	Primary adjustment variables
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	  Chronological age in years, mean(SD)
	70 (10)
	68 (9)
	<0.001
	70 (9)
	70 (10)
	0.035
	70 (10)
	70 (10)
	0.2
	70 (10)
	70 (10)
	0.005
	71 (10)
	67 (9)
	66 (9)
	<0.001

	  Female sex, n(%)
	1,884 (57%)
	384 (69%)
	<0.001
	997 (55%)
	1,271 (62%)
	<0.001
	1,524 (70%)
	744 (44%)
	<0.001
	-
	-
	-
	1,457 (56%)
	497 (65%)
	314 (60%)
	<0.001

	  Race/ethnicity, n(%)
	
	
	<0.001
	
	
	<0.001
	
	
	<0.001
	
	
	<0.001
	
	
	
	-

	Non-Hispanic White
	2,295 (69%)
	300 (54%)
	
	1,374 (75%)
	1,221 (59%)
	
	1,521 (70%)
	1,074 (63%)
	
	1,138 (71%)
	1,457 (64%)
	
	-
	-
	-
	

	NH-Black or Other
	622 (19%)
	138 (25%)
	
	254 (14%)
	506 (25%)
	
	360 (17%)
	400 (24%)
	
	263 (16%)
	497 (22%)
	
	-
	-
	-
	

	Hispanic
	409 (12%)
	118 (21%)
	
	195 (11%)
	332 (16%)
	
	299 (14%)
	228 (13%)
	
	213 (13%)
	314 (14%)
	
	-
	-
	-
	

	  Marital status, n(%)
	
	
	<0.001
	
	
	<0.001
	
	
	<0.001
	
	
	<0.001
	
	
	
	<0.001

	Married
	2,013 (61%)
	222 (40%)
	
	1,215 (67%)
	1,020 (50%)
	
	1,326 (61%)
	909 (53%)
	
	1,130 (70%)
	1,105 (49%)
	
	1,582 (61%)
	322 (42%)
	331 (63%)
	

	Not married
	1,313 (39%)
	334 (60%)
	
	608 (33%)
	1,039 (50%)
	
	854 (39%)
	793 (47%)
	
	484 (30%)
	1,163 (51%)
	
	1,013 (39%)
	438 (58%)
	196 (37%)
	

	  Highest level of education, n(%)
	
	
	<0.001
	
	
	<0.001
	
	
	<0.001
	
	
	0.026
	
	
	
	<0.001

	No degree
	498 (15%)
	142 (26%)
	
	197 (11%)
	443 (22%)
	
	301 (14%)
	339 (20%)
	
	258 (16%)
	382 (17%)
	
	238 (9.2%)
	153 (20%)
	249 (47%)
	

	GED/HS diploma
	1,751 (53%)
	282 (51%)
	
	945 (52%)
	1,088 (53%)
	
	1,067 (49%)
	966 (57%)
	
	815 (50%)
	1,218 (54%)
	
	1,410 (54%)
	408 (54%)
	215 (41%)
	

	College and more than college
	1,077 (32%)
	132 (24%)
	
	681 (37%)
	528 (26%)
	
	812 (37%)
	397 (23%)
	
	541 (34%)
	668 (29%)
	
	947 (36%)
	199 (26%)
	63 (12%)
	

	  Granulocytes percent, mean(SD)
	62 (9)
	61 (10)
	0.3
	62 (9)
	61 (10)
	0.2
	60 (9)
	64 (10)
	<0.001
	63 (9)
	61 (9)
	<0.001
	63 (9)
	57 (10)
	61 (9)
	<0.001

	  Monocytes percent, mean(SD)
	8.58 (2.44)
	8.17 (2.36)
	<0.001
	8.63 (2.48)
	8.42 (2.39)
	0.018
	8.50 (2.34)
	8.54 (2.54)
	>0.9
	9.00 (2.50)
	8.18 (2.33)
	<0.001
	8.75 (2.45)
	8.34 (2.48)
	7.67 (2.04)
	<0.001

	  Lymphocytes percent, mean(SD)
	30 (9)
	31 (10)
	0.048
	30 (9)
	30 (10)
	0.027
	32 (9)
	28 (9)
	<0.001
	28 (9)
	31 (9)
	<0.001
	28 (9)
	35 (10)
	31 (8)
	<0.001

	Secondary adjustment variables
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	
	

	  Physical activity level3, mean(SD)
	24 (15)
	16 (14)
	<0.001
	26 (15)
	20 (15)
	<0.001
	25 (15)
	20 (15)
	<0.001
	24 (15)
	21 (14)
	<0.001
	23 (15)
	20 (14)
	22 (15)
	<0.001

	  Smoke status, n(%)
	
	
	<0.001
	
	
	<0.001
	
	
	<0.001
	
	
	<0.001
	
	
	
	<0.001

	Never
	1,489 (45%)
	222 (40%)
	
	844 (46%)
	867 (42%)
	
	1,309 (60%)
	402 (24%)
	
	565 (35%)
	1,146 (51%)
	
	1,135 (44%)
	325 (43%)
	251 (48%)
	

	Former
	1,493 (45%)
	231 (42%)
	
	824 (45%)
	900 (44%)
	
	838 (38%)
	886 (52%)
	
	857 (53%)
	867 (38%)
	
	1,191 (46%)
	313 (41%)
	220 (42%)
	

	Current
	344 (10%)
	103 (19%)
	
	155 (8.5%)
	292 (14%)
	
	33 (1.5%)
	414 (24%)
	
	192 (12%)
	255 (11%)
	
	269 (10%)
	122 (16%)
	56 (11%)
	

	  Number of days per week consuming alcohol, mean(SD)
	1.25 (2.04)
	0.95 (1.86)
	<0.001
	1.37 (2.12)
	1.05 (1.92)
	<0.001
	1.20 (2.00)
	1.22 (2.04)
	0.9
	1.52 (2.21)
	0.98 (1.84)
	<0.001
	1.43 (2.21)
	0.76 (1.46)
	0.71 (1.50)
	<0.001

	  Number of chronic health conditions out of 84, mean(SD)
	2.26 (1.45)
	3.45 (1.61)
	<0.001
	2.01 (1.38)
	2.81 (1.56)
	<0.001
	2.18 (1.45)
	2.75 (1.57)
	<0.001
	2.40 (1.51)
	2.45 (1.55)
	0.6
	2.43 (1.54)
	2.55 (1.52)
	2.29 (1.52)
	0.009


1P-value was calculated using the Wilcoxon rank sum test for continuous variables; P-value was calculated using   
  Pearson’s Chi-squared test for categorical variables
2Center for Epidemiology Studies Depression Scale
3 Physical activity level was calculated by summing up frequencies of each physical activity intensity multiplied by
   matched average Metabolic Equivalent of Task (METs)
4Number of chronic health condition out of high blood pressure, diabetes, cancer, lung disease, heart disease, 
  stroke, psychiatric problems, and arthritis



Supplemental Table 3
Linear regression associations between two dichotomous operationalization of depressive symptoms and GrimAge age acceleration in the 2016 Health and Retirement Study Venous Blood Study participants with DNA methylation data (N=3,882)
	
	Unadjusted model
	Model 1a
	Model 2b

	High depressive symptoms (CES-D score ≥ 4)

	
	B (SE)
	B (SE)
	B (SE)
	B (SE)
	B (SE)
	B (SE)
	B (SE)

	Intercept
	-0.17 (0.08)*
	-5.31 (0.77)***
	-5.41 (0.77)***
	-5.34 (0.78)***
	-8.83 (0.69)***
	-8.87 (0.69)***
	-8.8 (0.69)***

	High depressive symptoms (CES-D score ≥ 4), n(%)
	1.26 (0.22)***
	1.15 (0.19)***
	1.72 (0.34)***
	1.3 (0.26)***
	0.22 (0.17)
	0.53 (0.28)
	0.12 (0.22)

	Age
	
	-0.04 (0.01)***
	-0.04 (0.01)***
	-0.04 (0.01)***
	-0.02 (0.01)**
	-0.02 (0.01)**
	-0.02 (0.01)**

	Female
	
	-3.17 (0.14)***
	-3.06 (0.15)***
	-3.17 (0.14)***
	-2.62 (0.12)***
	-2.56 (0.13)***
	-2.62 (0.12)***

	Hispanic
	
	-0.51 (0.22)*
	-0.52 (0.22)*
	-0.49 (0.24)*
	0.15 (0.18)
	0.14 (0.18)
	0.06 (0.2)

	Non-Hispanic Black or other
	
	1.8 (0.18)***
	1.8 (0.18)***
	1.88 (0.2)***
	1.74 (0.15)***
	1.74 (0.15)***
	1.73 (0.17)***

	GED or High school diploma
	
	-0.83 (0.2)***
	-0.83 (0.2)***
	-0.83 (0.2)***
	-0.42 (0.17)*
	-0.42 (0.17)*
	-0.42 (0.17)*

	Some college or more than college
	
	-2.43 (0.22)***
	-2.44 (0.22)***
	-2.43 (0.22)***
	-1.2 (0.19)***
	-1.21 (0.19)***
	-1.2 (0.19)***

	Non-married
	
	1.1 (0.14)***
	1.1 (0.14)***
	1.1 (0.14)***
	0.27 (0.12)*
	0.27 (0.12)*
	0.27 (0.12)*

	Granulocytes
	
	0.15 (0.01)***
	0.15 (0.01)***
	0.15 (0.01)***
	0.14 (0.01)***
	0.14 (0.01)***
	0.14 (0.01)***

	Monocytes
	
	0.15 (0.03)***
	0.14 (0.03)***
	0.15 (0.03)***
	0.18 (0.02)***
	0.18 (0.02)***
	0.17 (0.02)***

	Physical Activity
	
	
	
	
	-0.03 (0)***
	-0.03 (0)***
	-0.03 (0)***

	Alcohol use (days/week)
	
	
	
	
	0.06 (0.03)*
	0.06 (0.03)*
	0.06 (0.03)*

	Former Smoker
	
	
	
	
	1.91 (0.12)***
	1.91 (0.12)***
	1.91 (0.12)***

	Current Smoker
	
	
	
	
	7.25 (0.19)***
	7.24 (0.19)***
	7.26 (0.19)***

	Number of chronic health conditions
	
	
	
	
	0.33 (0.04)***
	0.34 (0.04)***
	0.33 (0.04)***

	High depressive symptoms * Female
	
	
	-0.83 (0.41)*
	
	
	-0.46 (0.34)
	

	High depressive symptoms * Hispanic
	
	
	
	-0.17 (0.5)
	
	
	0.43 (0.42)

	High depressive symptoms * Non-Hispanic Black or other
	
	
	
	-0.44 (0.47)
	
	
	0.09 (0.39)

	
	
	
	
	
	
	
	

	Adjusted model R2
	0.008321
	0.25
	0.25
	0.25
	0.48
	0.48
	0.48

	F (df1, df2)
	33.57 (1, 3880)***
	127.9 (10, 3871)***
	116.7 (11, 3870)***
	106.6 (12, 3869)***
	237.8 (15, 3866)***
	223.1 (16, 3865)***
	209.9 (17, 3864)***

	
	
	
	
	
	
	
	

	Any depressive symptoms (CES-D score ≥ 1)

	
	B (SE)
	B (SE)
	B (SE)
	B (SE)
	B (SE)
	B (SE)
	B (SE)

	Intercept
	-0.56 (0.11)***
	-5.38 (0.78)***
	-5.35 (0.78)***
	-5.35 (0.78)***
	-8.84 (0.69)***
	-8.86 (0.7)***
	-8.8 (0.69)***

	Any depressive symptoms (CES-D score ≥ 1), n(%)
	1.07 (0.15)***
	0.76 (0.14)***
	0.68 (0.21)**
	0.63 (0.16)***
	0.15 (0.12)
	0.19 (0.18)
	0.02 (0.14)

	Age
	
	-0.04 (0.01)***
	-0.04 (0.01)***
	-0.04 (0.01)***
	-0.02 (0.01)**
	-0.02 (0.01)**
	-0.02 (0.01)**

	Female
	
	-3.15 (0.14)***
	-3.22 (0.2)***
	-3.14 (0.14)***
	-2.62 (0.12)***
	-2.59 (0.17)***
	-2.62 (0.12)***

	Hispanic
	
	-0.51 (0.22)*
	-0.51 (0.22)*
	-0.66 (0.33)*
	0.15 (0.18)
	0.15 (0.18)
	0 (0.28)

	Non-Hispanic Black or other
	
	1.72 (0.18)***
	1.72 (0.18)***
	1.38 (0.29)***
	1.72 (0.15)***
	1.72 (0.15)***
	1.37 (0.24)***

	GED or High school diploma
	
	-0.81 (0.2)***
	-0.81 (0.2)***
	-0.8 (0.2)***
	-0.42 (0.17)*
	-0.42 (0.17)*
	-0.4 (0.17)*

	Some college or more than college
	
	-2.38 (0.22)***
	-2.38 (0.22)***
	-2.36 (0.22)***
	-1.19 (0.19)***
	-1.19 (0.19)***
	-1.17 (0.19)***

	Non-married
	
	1.11 (0.14)***
	1.11 (0.14)***
	1.1 (0.14)***
	0.27 (0.12)*
	0.27 (0.12)*
	0.26 (0.12)*

	Granulocytes
	
	0.15 (0.01)***
	0.15 (0.01)***
	0.15 (0.01)***
	0.14 (0.01)***
	0.14 (0.01)***
	0.14 (0.01)***

	Monocytes
	
	0.14 (0.03)***
	0.14 (0.03)***
	0.14 (0.03)***
	0.18 (0.02)***
	0.17 (0.02)***
	0.17 (0.02)***

	Physical Activity
	
	
	
	
	-0.03 (0)***
	-0.03 (0)***
	-0.03 (0)***

	Alcohol use (days/week)
	
	
	
	
	0.06 (0.03)*
	0.06 (0.03)*
	0.06 (0.03)*

	Former Smoker
	
	
	
	
	1.91 (0.12)***
	1.91 (0.12)***
	1.92 (0.12)***

	Current Smoker
	
	
	
	
	7.25 (0.19)***
	7.25 (0.19)***
	7.25 (0.19)***

	Number of chronic health conditions
	
	
	
	
	0.34 (0.04)***
	0.34 (0.04)***
	0.34 (0.04)***

	Any depressive symptoms * Female
	
	
	0.14 (0.03)
	
	
	-0.06 (0.23)
	

	Any depressive symptoms * Hispanic
	
	
	
	0.29 (0.41)
	
	
	0.28 (0.34)

	Any depressive symptoms * Non-Hispanic Black or other
	
	
	
	0.56 (0.36)
	
	
	0.57 (0.3)

	
	
	
	
	
	
	
	

	Adjusted model R2
	0.01
	0.25
	0.25
	0.25
	0.48
	0.48
	0.48

	F (df1, df2)
	49.65 (1, 3880)***
	127.2 (10, 3871)***
	115.7 (11, 3870)***
	106.3 (12, 3869)***
	237.8 (15, 3866)***
	222.9 (16, 3865)***
	210.2 (17, 3864)***


aThe primary model 1 is adjusted for age, gender, race/ethnicity, highest degree obtained, marital status, percentage of granulocytes, and percentage of monocytes.
bThe secondary model 2 is adjusted for all covariates in the primary model and physical activity, number of days per week with alcohol consumption, smoking status, and number of chronic health conditions. 
Interaction models include a statistical interaction term for depressive symptoms x gender or depressive symptoms x race/ethnicity. Reference categories are male, non-Hispanic white, less than high school, never married, and never smoker
Depressives symptoms are evaluated for three different operationalization: continuous depressive symptoms (CES-D 8-item short form) [Found in Table 2 of the manuscript], high depressive symptoms (CES-D score ≥ 4), and any depressive symptoms (CES-D score ≥ 1). 
Sensitivity models were run for each depressive symptom operationalization and model on a sample excluding participants older than 85 years of age in the 2016 Health and Retirement Study Venous Blood Study can be found in Supplemental Table 5
*** P < 0.001, ** P<0.01, *P<0.05


Supplemental Table 4 
Sensitivity regression associations between depressive symptoms and DNA methylation age acceleration using different epigenetic clocks in the 2016 Health and Retirement Study Venous Blood Study participants with DNA methylation data (n=3,882)
	
	Depressive symptoms score (CES-D 8-item)
	High depressive symptoms (CES-D2 score ≥ 4)
	Any depressive symptoms (CES-D2 score ≥ 1)

	
	Model 1
	Model 2
	Model 1
	Model 2
	Model 1
	Model 2

	Levine age acceleration
	B (SE)
	B (SE)
	B (SE)
	B (SE)
	B (SE)
	B (SE)
	B (SE)
	B (SE)
	B (SE)
	B (SE)
	B (SE)
	B (SE)
	B (SE)
	B (SE)
	B (SE)
	B (SE)
	B (SE)
	B (SE)

	Depressive symptoms score
	0.20 (0.23)***
	0.21 (0.09)*
	0.33 (0.07)***
	0.02 (0.06)

	0.03 (0.10)

	0.15 (0.07)*
	0.77 (0.31)*
	0.64 (0.54)

	1.09 (0.41)**
	-0.09 (0.32)

	-0.21 (0.54)

	0.20 (0.42)

	1.10 (0.22)

	1.00 (0.33)

	1.39 (0.26)

	0.62 (0.22)

	0.56 (0.33)

	0.91 (0.27)


	Female
	-0.64 (0.23)**
	-0.63 (0.27)*
	-0.65 (0.23)**
	-0.56 (0.23)*
	-0.56 (0.27)*
	-0.57 (0.23)*
	-0.63 (0.23)**
	-0.65 (0.24)**
	-0.63 (0.23)**
	-0.56 (0.23)*
	-0.58 (0.24)*
	-0.56 (0.23)*
	-0.63 (0.22)**
	-0.73 (0.32)*
	-0.63 (0.22)**
	-0.57 (0.23)*
	-0.62 (0.32)*
	-0.57 (0.23)*

	Hispanic
	0.05 (0.35)
	0.05 (0.35)
	0.54 (0.43)
	0.32 (0.35)
	0.32 (0.35)
	0.81 (0.43)
	0.08 (0.35)
	0.08 (0.35)
	0.19 (0.38)
	0.34 (0.35)
	0.34 (0.35)
	0.45 (0.38)
	0.03 (0.35)
	0.03 (0.35)
	0.72 (0.53)
	0.27 (0.35)
	0.27 (0.35)
	1.00 (0.52)

	Non-Hispanic Black or other
	1.03 (0.29)***
	1.03 (0.29)***
	1.56 (0.37)***
	0.95 (0.29)**
	0.95 (0.29)

	1.47 (0.37)***
	1.07 (0.29)***
	1.07 (0.29)***
	1.21 (0.32)***
	0.96 (0.29)**
	0.96 (0.29)***
	1.06 (0.32)***
	0.93 (0.29)**
	0.93 (0.29)**
	1.37 (0.46)**
	0.89 (0.29)**
	0.89 (0.29)**
	1.32 (0.46)**

	Depressive symptom score * Female
	
	-0.01 (0.11)
	
	
	-0.01 (0.11)
	
	 
	0.19 (0.65)
	
	
	0.18 (0.64)
	 
	
	0.19 (0.43)
	
	
	0.10 (0.42)
	

	Depressive symptom score * Hispanic
	
	
	-0.30 (0.14)*
	
	
	-0.30 (0.14)*
	 
	
	-0.64 (0.80)

	
	
	-0.62 (0.79)

	
	
	-1.17 (0.65)

	
	
	-1.23 (0.64)


	Depressive symptom score * Non-Hispanic Black or other
	
	
	-0.34 (0.14)*
	
	
	-0.33 (0.14)*
	 
	
	-0.83 (0.74)

	
	
	-0.66 (0.73)

	
	
	-0.74 (0.57)

	
	
	-0.73 (0.56)


	Adjusted model R2
	0.07
	0.07
	0.07
	0.09
	0.09
	0.09
	0.07
	0.07
	0.07
	0.09
	0.09
	0.09
	0.07
	0.07
	0.07
	0.09
	0.09
	0.09

	F (df1, df2)
	30.69 
(10, 3871)***
	27.89
(11, 3870)***
	26.31 
(12, 3869)***
	29.92 
(15, 3866)***
	25.24 
(16, 3865)***
	24.28 
(17, 3864)***
	29.94 
(10, 3871)***
	27.22 
(11, 3870)***
	25.07 
(12, 3869)***
	26.92 
(15, 3866)***
	25.24 
(16, 3865)***
	23.81 
(17, 3864)***
	32.02 
(10, 3871)***
	29.12 
(11, 3870)***
	27.06 
(12, 3896)***
	27.47 
(15, 3866)***
	25.75 
(16, 3865)***
	24.53 
(17, 3864)***

	
	
	
	
	
	
	
	 
	
	
	
	
	 
	
	
	
	
	
	

	MPOA age acceleration
	B (SE)
	B (SE)
	B (SE)
	B (SE)
	B (SE)
	B (SE)
	B (SE)
	B (SE)
	B (SE)
	B (SE)
	B (SE)
	B (SE)
	B (SE)
	B (SE)
	B (SE)
	B (SE)
	B (SE)
	B (SE)

	Depressive symptoms score
	0.19 (0.05)***
	0.27 (0.09)**
	0.20 (0.06)**
	0.00 (0.05)

	0.06 (0.08)

	-0.02 (0.06)

	0.94 (0.27)***
	1.36 (0.47)**
	0.94 (0.36)**
	0.06 (0.26)

	0.19 (0.43)

	-0.21 (0.34)

	0.43 (0.19)*
	0.43 (0.29)

	0.32 (0.23)

	-0.17 (0.18)

	-0.05 (0.27)

	-0.27 (0.21)


	Female
	-0.76 (0.20)***
	-0.60 (0.24)*
	-0.77 (0.20)***
	-0.21 (0.18)

	-0.10 (0.22)

	-0.21 (0.18)

	-0.76 (0.20)***
	-0.68 (0.21)**
	-0.76 (0.20)***
	-0.22 (0.18)

	-0.19 (0.19)

	-0.22 (0.18)

	-0.74 (0.20)***
	-0.74 (0.28)**
	-0.74 (0.20)***
	-0.21 (0.18)

	-0.11 (0.25)

	-0.21 (0.18)


	Hispanic
	-0.07 (0.30)

	-0.08 (0.30)

	-0.01 (0.38)

	0.63 (0.28)*
	0.62 (0.28)*
	0.52 (0.35)

	-0.06 (0.30)

	-0.06 (0.30)

	-0.11 (0.33)

	0.62 (0.28)*
	0.62 (0.28)*
	0.45 (0.31)

	-0.04 (0.30)

	-0.04 (0.30)

	0.07 (0.46)

	064 (0.28)*
	0.64 (0.28)*
	0.75 (0.42)


	Non-Hispanic Black or other
	3.05 (0.26)***
	3.04 (0.26)***
	3.08 (0.32)***
	3.03 (0.23)***
	3.03 (0.23)***
	3.02 (0.30)***
	3.08 (0.25)***
	3.08 (0.25)***
	3.11 (0.28)***
	3.03 (0.23)***
	3.03 (0.23)***
	2.98 (0.25)***
	3.04 (0.26)***
	3.04 (0.26)***
	2.62 (0.40)***
	3.05 (0.23)***
	3.05 (0.23)***
	2.63 (0.37)***

	Depressive symptom score * Female
	
	-0.12 (0.10)

	
	
	-0.09 (0.09)

	
	 
	-0.63 (0.56)

	
	
	-0.20 (0.51)

	 
	
	0.00 (0.38)

	
	
	-0.20 (0.34)

	

	Depressive symptom score * Hispanic
	
	
	-0.04 (0.13)

	
	
	0.06 (0.11)

	 
	
	0.22 (0.70)

	
	
	0.89 (0.63)

	
	
	-0.12 (0.57)

	
	
	-0.13 (0.51)


	Depressive symptom score * Non-Hispanic Black or other
	
	
	-0.02 (0.12)

	
	
	0.01 (0.11)

	 
	
	-0.20 (0.65)

	
	
	0.38 (0.59)

	
	
	0.68 (0.50)

	
	
	0.67 (0.45)


	Adjusted model R2
	0.2
	0.2
	0.2
	0.34
	0.34
	0.34
	0.2
	0.2
	0.2
	0.34
	0.34
	0.34
	0.2
	0.2
	0.2
	0.34
	0.34
	0.34

	F (df1, df2)
	99.44 
(10, 3871)***
	90.55 
(11, 3870)***
	82.84 
(12, 3869)***
	134.6 
(15, 3866)***
	126.2 
(16, 3865)***
	118.7 
(17, 3864)***
	99.11 
(10, 3871)***
	90.21 
(11, 3870)***
	82.58 
(12, 3869)***
	134.6 
(15, 3866)***
	126.1 
(16, 3865)***
	118.9 
(17, 3864)***
	98.21 
(10, 3871)***
	89.26 
(11, 3870)***
	82.02 
(12, 3869)***
	134.7 
(15, 3866)***
	126.2 
(16, 3865)***
	119.0 
(17, 3864)***

	
	
	
	
	
	
	
	 
	
	
	
	
	 
	
	
	
	
	
	

	Horvath age acceleration
	B (SE)
	B (SE)
	B (SE)
	B (SE)
	B (SE)
	B (SE)
	B (SE)
	B (SE)
	B (SE)
	B (SE)
	B (SE)
	B (SE)
	B (SE)
	B (SE)
	B (SE)
	B (SE)
	B (SE)
	B (SE)

	Depressive symptoms score
	0.05 (0.05)

	-0.07 (0.09)

	0.08 (0.07)

	-0.04 (0.06)

	-0.16 (0.09)

	-0.01 (0.07)

	0.31 (0.30)

	-0.59 (0.52)

	0.22 (0.40)

	-1.11 (0.31)

	-0.98 (0.53)

	-0.22 (0.41)

	0.01 (0.21)

	-0.31 (0.32)

	0.12 (0.25)

	-0.27 (0.22)

	-0.56 (0.33)

	-0.16 (0.26)


	Female
	-1.13 (0.22)***
	-1.36 (0.26)***
	-1.13 (0.22)***
	-1.15 (0.22)***
	-1.39 (0.27)***
	-1.16 (0.22)***
	-1.13 (0.22)***
	-1.30 (0.23)***
	-1.13 (0.22)***
	-1.16 (0.22)***
	-1.32 (0.24)***
	-1.16 (0.22)***
	-1.12 (0.22)***
	-1.40 (0.31)***
	-1.12 (0.22)***
	-1.15 (0.22)***
	-1.42 (0.31)***
	-1.16 (0.22)***

	Hispanic
	-1.10 (0.33)**
	-1.09 (0.34)**
	-1.15 (0.42)**
	-1.06 (0.34)**
	-1.05 (0.34)**
	-1.12 (0.42)**
	-1.10 (0.34)**
	-1.09 (0.34)**
	-1..21 (0.37)**
	-1.07 (0.34)**
	-1.07 (0.34)**
	-1.18 (0.37)**
	-1.08 (0.34)**
	-1.08 (0.34)**
	-0.86 (0.51)

	-1.05 (0.34)**
	-1.05 (0.34)**
	-0.81 (0.51)


	Non-Hispanic Black or other
	0.05 (0.28)

	0.05 (0.28)

	0.32 (0.36)

	-0.0 (0.28)

	-0.07 (0.28)

	0.16 (0.36)

	0.05 (0.28)

	0.06 (0.28)

	0.07 (0.31)

	-0.08 (0.28)

	-0.08 (0.28)

	-0.09 (0.31)

	0.06 (0.28)

	0.06 (0.28)

	0.27 (0.44)

	-0.05 (0.29)

	-0.05 (0.29)

	0.12 (0.45)


	Depressive symptom score * Female
	
	0.18 (0.11)

	
	
	0.18 (0.11)

	
	 
	1.32 (0.63)*
	
	
	1.29 (0.62)*
	 
	
	0.55 (0.42)

	
	
	0.52 (0.42)

	

	Depressive symptom score * Hispanic
	
	
	0.01 (0.14)

	
	
	0.02 (0.14)

	 
	
	0.53 (0.77)

	
	
	0.54 (0.77)

	
	
	-0.39 (0.63)

	
	
	-0.41 (0.63)


	Depressive symptom score * Non-Hispanic Black or other
	
	
	-0.16 (0.13)

	
	
	-0.15 (0.13)

	 
	
	-0.08 (0.72)

	
	
	0.05 (0.72)

	
	
	-0.35 (0.55)

	
	
	-0.29 (0.55)


	Adjusted model R2
	0.01
	0.01
	0.01
	0.02
	0.02
	0.02
	0.01
	0.01
	0.01
	0.02
	0.02
	0.02
	0.01
	0.01
	0.01
	0.02
	0.02
	0.02

	F (df1, df2)
	5.64 
(10, 3871)***
	5.37 
(11, 3870)***
	4.84 
(12, 3869)***
	5.28 
(15, 3866)***
	5.12 
(16, 3865)***
	4.74 
(17, 3864)***
	5.65 
(10, 3871)***
	5.55 
(11, 3870)***
	4.76 
(12, 3869)***
	5.26 
(15, 3866)***
	5.20 
(16, 3865)***
	4.67 
(17, 3864)***
	5.55 
(10, 3871)***
	5.20 
(11, 3870)***
	4.68 
(12, 3869)***
	5.35 
(15, 3866)***
	5.11 
(16, 3865)***
	4.76 
(17, 3864)***

	
	
	
	
	
	
	
	 
	
	
	
	
	 
	
	
	
	
	
	

	Hannum age acceleration
	B (SE)
	B (SE)
	B (SE)
	B (SE)
	B (SE)
	B (SE)
	B (SE)
	B (SE)
	B (SE)
	B (SE)
	B (SE)
	B (SE)
	B (SE)
	B (SE)
	B (SE)
	B (SE)
	B (SE)
	B (SE)

	Depressive symptoms score
	0.14 (0.04)***
	0.13 (0.07)

	0.13 (0.05)*
	0.05 (0..05)

	0.05 (0.07)

	0.04 (0.06)

	0.41 (0.24)

	0.32 (0.41)

	0.10 (0.31)

	-0.03 (0.25)

	-0.12 (0.42)

	-0.39 (0.32)

	0.44 (0.17)**
	0.38 (0.26)

	0.34 (0.20)

	0.17 (0.17)

	0.13 (0.26)

	0.07 (0.21)


	Female
	-1.61 (0.17)***
	-1.64 (0.21)***
	-1.61 (0.17)***
	-1.63 (0.18)***
	-1.66 (0.21)***
	-1.63 (0.18)***
	-1.60 (0.17)***
	-1.62 (0.18)***
	-1.60 (0.17)***
	-1.62 (0.18)***
	-1.64 (0.19)***
	-1.62 (0.18)***
	-1.60 (0.17)***
	-1.65 (0.24)***
	-1.59 (0.17)***
	-1.63 (0.18)***
	-1.66 (0.25)***
	-1.62 (0.18)***

	Hispanic
	0.23 (0.27)

	0.24 (0.27)

	0.23 (0.33)

	0.34 (0.27)

	0.34 (0.27)

	0.32 (0.33)

	0.26 (0.27)

	0.27 (0.27)

	0.17 (0.29)

	0.36 (0.27)

	0.36 (0.27)

	0.26 (0.29)

	0.25 (0.27)

	0.25 (0.27)

	0.32 (0.40)

	0.34 (0.27)

	0.34 (0.27)

	0.43 (0.40)


	Non-Hispanic Black or other
	-1.40 (0.22)***
	-1.40 (0.22)***
	-1.45 (0.28)***
	-1.48 (0.23)***
	-1.47 (0.23)***
	-1.54 (0.28)***
	-1.37 (0.22)***
	-1.37 (0.22)***
	-1.51 (0.24)***
	-1.47 (0.23)***
	-1.47 (0.23)***
	-1.63 (0.24)***
	-1.43 (0.23)***
	-1.43 (0.23)***
	-1.82 (0.35)***
	-1.49 (0.23)***
	-1.49 (0.23)***
	-1.89 (0.35)***

	Depressive symptom score * Female
	
	0.02 (0.09)

	
	
	0.02 (0.09)

	
	 
	0.13 (0.50)

	
	
	0.13 (0.50)

	 
	
	0.11 (0.33)

	
	
	0.07 (0.33)

	

	Depressive symptom score * Hispanic
	
	
	0.01 (0.11)

	
	
	0.01 (0.11)

	 
	
	0.55 (0.61)

	
	
	0.59 (0.61)

	
	
	-0.06 (0.50)

	
	
	-0.09 (0.50)


	Depressive symptom score * Non-Hispanic Black or other
	
	
	0.03 (0.11)

	
	
	0.04 (0.11)

	 
	
	0.86 (0.57)

	
	
	0.99 (0.57)

	
	
	0.62 (0.44)

	
	
	0.64 (0.44)


	Adjusted model R2
	0.07
	0.07
	0.07
	0.08
	0.08
	0.08
	0.07
	0.07
	0.07
	0.08
	0.08
	0.08
	0.07
	0..07
	0.07
	0.08
	0.08
	0.08

	F (df1, df2)
	30.82 
(10, 3871)***
	28.02 
(11, 3870)***
	25.68 
(12, 3869)***
	22.89 
(15, 3866)***
	21.46 
(16, 3865)***
	20.2 
(17, 3864)***
	29.98 
(10, 3871)***
	27.25 
(11, 3870)***
	25.20 
(12, 3869)***
	22.8 
(15, 3866)***
	21.37 
(16, 3685)***
	20.32 
(17, 3864)***
	30.39 
(10, 3871)***
	27.63 
(11, 3870)***
	25.50 
(12, 3869)***
	22.87 
(15, 3866)***
	21.43 
(16, 3865)***
	20.32 
(017, 3864)***



aThe primary model 1 is adjusted for age, gender, race/ethnicity, highest degree obtained, marital status, percentage of granulocytes, and percentage of monocytes.
bThe secondary model 2 is adjusted for all covariates in the primary model and physical activity, number of days per week with alcohol consumption, smoking status, and number of chronic health conditions. 
Interaction models include a statistical interaction term for depressive symptoms x gender or depressive symptoms x race/ethnicity. Reference categories are male, non-Hispanic white, less than high school, never married, and never smoker
Depressives symptoms are evaluated for three different operationalization: continuous depressive symptoms (CES-D 8-item short form), high depressive symptoms (CES-D score ≥ 4), and any depressive symptoms (0 depressive symptoms vs. any). 
*** P < 0.001, ** P<0.01, *P<0.05



Supplemental Table 5
Sensitivity regression associations between depressive symptoms and DNA methylation age acceleration in the analytic sample excluding participants older than 85 of the 2016 Health and Retirement Study Venous Blood Study participants with DNA methylation data (n=3,637)
	
	Unadjusted model
	Model 1
	Model 2

	
	B (SE)
	B (SE)
	B (SE)
	B (SE)
	B (SE)
	B (SE)
	B (SE)

	Intercept
	-0.39 (0.10)***
	-5.78 (0.86)***
	-5.87 (0.86)***
	-5.82 (0.86)***
	-9.00 (0.76)***
	-9.07 (0.76)***
	9.00 (0.76)***

	Depressive symptoms score (CES-D 8-item)
	0.29 (0.04)***
	0.24 (0.04)***
	0.32 (0.06)***
	0.27 (0.05)***
	0.03 (0.03)
	0.09 (0.05)
	0.04 (0.04)

	Age
	
	-0.04 (0.01)***
	-0.04 (0.01)***
	-0.04 (0.01)***
	-0.02 (0.01)*
	-0.02 (0.01)*
	-0.02 (0.01)*

	Female
	
	-3.14 (0.15)***
	-2.98 (0.18)***
	-3.14 (0.15)***
	-2.57 (0.13)***
	-2.44 (0.15)***
	-2.57 (0.13)***

	Hispanic
	
	-0.56 (0.23)*
	-0.57 (0.23)*
	-0.48 (0.28)
	0.16 (0.19)
	0.15 (0.19)
	0.08 (0.23)

	Non-Hispanic Black or Other
	
	1.73 (0.19)***
	1.72 (0.19)***
	1.89 (0.24)***
	1.70 (0.16)***
	1.70 (0.16)***
	1.83 (0.20)***

	GED or High school diploma
	
	-0.81 (0.21)***
	-0.82 (0.21)***
	-0.82 (0.21)***
	-0.44 (0.17)*
	-0.44 (0.17)*
	-0.44 (0.17)*

	Some college or more than college
	
	-2.46 (0.23)***
	-2.47 (0.23)***
	-2.47 (0.23)***
	-1.25 (0.20)***
	-1.25 (0.20)***
	-1.26 (0.20)***

	Non-married
	
	1.12 (0.15)***
	1.11 (0.15)***
	1.11 (0.15)***
	0.31 (0.13)*
	0.30 (0.13)*
	0.31 (0.13)*

	Granulocytes
	
	0.15 (0.01)***
	0.15 (0.01)***
	0.15 (0.01)***
	0.14 (0.01)***
	0.14 (0.01)***
	0.14 (0.01)***

	Monocytes
	
	0.15(0.03)***
	0.15 (0.03)***
	0.15(0.03)***
	0.18 (0.03)***
	0.18 (0.03)***
	0.18 (0.03)***

	Physical activity
	
	
	
	
	-0.03 (0.00)***
	-0.03 (0.00)***
	-0.03 (0.00)***

	Alcohol use (days/week)
	
	
	
	
	0.08 (0.03)*
	0.08 (0.03)**
	0.08 (0.03)**

	Former smoker
	
	
	
	
	1.95 (0.13)***
	1.95 (0.13)***
	1.95 (0.13)***

	Current smoker
	
	
	
	
	7.25 (0.20)***
	7.25 (0.20)***
	7.26 (0.20)***

	Number of chronic health conditions
	
	
	
	
	0.34 (0.04)***
	0.34 (0.05)***
	0.34 (0.04)***

	Depressive symptoms score * Female
	
	
	-0.12 (0.07)
	
	
	-0.09 (0.06)
	

	Depressive symptoms score * Hispanic
	
	
	
	-0.05 (0.09)
	
	
	0.04 (0.08)

	Depressive symptoms score * Non-Hispanic Black or Other
	
	
	
	-0.10 (0.09)
	
	
	-0.07 (0.07)

	
	
	
	
	
	
	
	

	Adjusted model R2
	0.01
	0.25
	0.25
	0.25
	0.48
	0.48
	0.48

	F (df1. df2)
	51.36 (1,3635)***
	121.3 (10, 3626)***
	110.5 (11, 3625)***
	101.2 (12, 3624)***
	227.8 (15,3621)***
	213.9 (16, 3620)***
	201.1 (17, 3619)***

	

	Intercept
	-0.17 (0.09)*
	-5.55 (0.85)***
	-5.63 (0.86)***
	-5.60 (0.86)***
	-8.98 (0.75)***
	-9.02 (0.75)***
	-8.98 (0.75)***

	High depressive symptoms (CES-D score >=4)
	1.32 (0.23)***
	1.17 (0.20)***
	1.75 (0.35)***
	1.43 (0.27)***
	0.19 (0.17)
	0.55 (0.30)
	0.19 (0.23)

	Age
	
	-0.04 (0.01)***
	-0.04 (0.01)***
	-0.04 (0.01)***
	-0.02 (0.01)*
	-0.02 (0.01)*
	-0.02 (0.01)*

	Female
	
	-3.13 (0.15)***
	-3.02 (0.16)***
	-3.13 (0.15)***
	-2.57 (0.13)***
	-2.50 (0.13)***
	-2.57 (0.13)***

	Hispanic
	
	-0.54 (0.23)*
	-0.54 (0.23)*
	-0.49 (0.25)*
	0.16 (0.19)
	0.15 (0.19)
	0.09 (0.21)

	Non-Hispanic Black or Other
	
	1.77 (0.19)***
	1.77 (0.19)***
	1.89 (0.21)***
	1.71 (0.16)***
	1.70 (0.16)***
	1.74 (0.17)***

	GED or High school diploma
	
	-0.87 (0.21)***
	-0.88 (0.21)***
	-0.87 (0.21)***
	-0.44 (0.17)*
	-0.45 (0.17)*
	-0.44 (0.17)*

	Some college or more than college
	
	-2.54 (0.23)***
	-2.55 (0.23)***
	-2.54 (0.23)***
	-1.25 (0.20)***
	-1.25 (0.20)***
	-1.25 (0.20)***

	Non-married
	
	1.17 (0.15)***
	1.16 (0.15)***
	1.16 (0.15)***
	0.31 (0.12)*
	0.31 (0.12)*
	0.31 (0.12)*

	Granulocytes
	
	0.15 (0.01)***
	0.15 (0.01)***
	0.15 (0.01)***
	0.14 (0.01)***
	0.14 (0.01)***
	0.14 (0.01)***

	Monocytes
	
	0.15 (0.03)***
	0.14 (0.03)***
	0.15 (0.03)***
	0.18 (0.03)***
	0.18 (0.03)***
	0.18 (0.03)***

	Physical activity
	
	
	
	
	-0.04 (0.00)***
	-0.03 (0.00)***
	-0.03 (0.00)***

	Alcohol use (days/week)
	
	
	
	
	0.08 (0.03)*
	0.08 (0.03)*
	0.08 (0.03)*

	Former smoker
	
	
	
	
	1.95 (0.13)***
	1.95 (0.13)***
	1.95 (0.13)***

	Current smoker
	
	
	
	
	7.25 (0.20)***
	7.25 (0.20)***
	7.25 (0.20)***

	Number of chronic health conditions
	
	
	
	
	0.34 (0.04)***
	0.34 (0.04)***
	0.34 (0.04)***

	High depressive symptoms * Female
	
	
	-0.86 (0.42)*
	
	
	-0.53 (0.35)
	

	High depressive symptoms * Hispanic
	
	
	
	-0.33 (0.52)
	
	
	0.28 (0.43)

	High depressive symptoms * Non-Hispanic Black or Other
	
	
	
	-0.76 (0.49)
	
	
	-0.21 (0.40)

	
	
	
	
	
	
	
	

	Adjusted model R2
	0.01
	0.25
	0.25
	0.25
	0.48
	0.48
	0.48

	F (df1. Df2)
	33.83 (1, 3635)***
	120 (10, 3626)***
	109.6 (11, 3625)***
	100.2 (12, 3624)***
	227.8 (15, 3621)***
	213.8 (16, 3620)***
	201.0 (17, 3619)***

	

	Intercept
	-0.57 (0.12)***
	-5.68 (0.86)***
	-5.65 (0.86)***
	-5.65 (0.86)***
	-9.04 (0.76)***
	-9.07 (0.76)***
	-9.01 (0.76)***

	Any depressive symptoms score (CES-D score >=1)
	1.13 (0.16)***
	0.81 (0.14)***
	0.76 (0.22)***
	0.72 (0.17)***
	0.18 (0.12)
	0.24 (0.18)
	0.07 (0.15)

	Age
	
	-0.04 (0.01)***
	-0.04 (0.01)***
	-0.04 (0.01)***
	-0.02 (0.01)*
	-0.01 (0.01)*
	-0.02 (0.01)*

	Female
	
	-3.12 (0.15)***
	-3.17 (0.21)***
	-3.11 (0.15)***
	-2.56 (0.13)***
	-2.51 (0.17)***
	-2.56 (0.13)***

	Hispanic
	
	-0.53 (0.23)*
	-0.53 (0.23)*
	-0.61 (0.34)
	0.15 (0.19)
	0.15 (0.19)
	0.06 (0.28)

	Non-Hispanic Black or Other
	
	1.68 (0.19)***
	1.68 (0.19)***
	1.44 (0.30)***
	1.69 (0.16)***
	1.69 (0.16)***
	1.42 (0.25)***

	GED or High school diploma
	
	-0.84 (0.21)***
	-0.84 (0.21)***
	-0.84 (0.21)***
	-0.43 (0.17)*
	-0.43 (0.17)*
	-0.42 (0.17)*

	Some college or more than college
	
	-2.48 (0.23)***
	-2.47 (0.23)***
	-2.46 (0.23)***
	-1.24 (0.20)***
	-1.24 (0.20)***
	-1.22 (0.20)***

	Non-married
	
	1.17 (0.15)***
	1.17 (0.15)***
	1.17 (0.15)***
	0.31 (0.12)*
	0.31 (0.12)*
	0.30 (0.12)*

	Granulocytes
	
	0.15 (0.01)***
	0.15 (0.01)***
	0.15 (0.01)***
	0.14 (0.01)***
	0.14 (0.01)***
	0.14 (0.01)***

	Monocytes
	
	0.15 (0.03)***
	0.15 (0.03)***
	0.14 (0.03)***
	0.18 (0.03)***
	0.18 (0.03)***
	0.18 (0.03)***

	Physical activity
	
	
	
	
	-0.03 (0.00)***
	-0.03 (0.00)***
	-0.03 (0.00)***

	Alcohol use (days/week)
	
	
	
	
	0.08 (0.03)**
	0.08 (0.03)**
	0.08 (0.03)**

	Former smoker
	
	
	
	
	1.96 (0.13)***
	1.95 (0.13)***
	1.96 (0.13)***

	Current smoker
	
	
	
	
	7.25 (0.20)***
	7.25 (0.20)***
	7.25 (0.20)***

	Number of chronic health conditions
	
	
	
	
	0.34 (0.04)***
	0.34 (0.04)***
	0.34 (0.04)***

	Any depressive symptoms * Female
	
	
	0.10 (0.28)
	
	
	-0.10 (0.23)
	

	Any depressive symptoms * Hispanic
	
	
	
	0.15 (0.42)
	
	
	0.19 (0.35)

	Any depressive symptoms * Non-Hispanic Black or Other
	
	
	
	0.39 (0.37)
	
	
	0.43 (0.31)

	
	
	
	
	
	
	
	

	Adjusted model R2
	0.01
	0.24
	0.24
	0.25
	0.48
	0.48
	0.48

	F (df1. Df2)
	49.99 (1, 3635)***
	119.9 (10, 3626)***
	109.0 (11, 3625)***
	99.97 (12, 3624)***
	228 (15, 3621)***
	213.7 (16, 3620)***
	201.3 (17, 3619)


aThe primary model 1 is adjusted for age, gender, race/ethnicity, highest degree obtained, marital status, percentage of granulocytes, and percentage of monocytes.
bThe secondary model 2 is adjusted for all covariates in the primary model and physical activity, number of days per week with alcohol consumption, smoking status, and number of chronic health conditions. 
Interaction models include a statistical interaction term for depressive symptoms x gender or depressive symptoms x race/ethnicity. Reference categories are male, non-Hispanic white, less than high school, never married, and never smoker
Depressives symptoms are evaluated for three different operationalization: continuous depressive symptoms (CES-D 8-item short form), high depressive symptoms (CES-D score ≥ 4), and any depressive symptoms (0 depressive symptoms vs. any). 
*** P < 0.001, ** P<0.01, *P<0.05


Supplemental Figure 1 
Histogram plots of age acceleration based on five epigenetic clocks among the analytic sample of the 2016 Health and Retirement Study Venous Blood Study participants with DNA methylation data (n=3,882)
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