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Supplementary Figure 1. Horvath’s clock: distribution of DNAmAge, AgeAccelDiff, and IEAA by selected CRC risk factors in
overall participants. Abbreviations: AgeAccelDiff: epigenetic age acceleration as departure of DNAmAge from chronologic age; BMI: body
mass index; CRC: colorectal cancer; DNAmAge: DNA methylation-based marker of aging; E only: exogenous estrogen only; E plus P: E plus
progestin; HEI-2015: Healthy Eating Index-2015; IEAA: intrinsic epigenetic age acceleration as residuals adjusted for cell composition; WHR:
waist-to-hip ratio.
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Supplementary Figure 2. Hannum’s clock: distribution of DNAmAge, AgeAccelDiff, and IEAA by selected CRC risk factors.
Abbreviations: AgeAccelDiff: epigenetic age acceleration as departure of DNAmAge from chronologic age; BMI: body mass index; CRC:
colorectal cancer; DNAmAge: DNA methylationbased marker of aging; E only: exogenous estrogen only; E plus P: E plus progestin; HEI-2015:
Healthy Eating Index-2015; IEAA: intrinsic epigenetic age acceleration as residuals adjusted for cell composition; WHR: waist-to-hip ratio.

AGING

Www.aging-us.com 6



Type 2 diabetes: DNAmAge

Wikcaxon test p = 0.042

D BMI: DNAmAge E

Kruskal-Wolls test p = 0.397

Overall

Type 2 diabetes: AgeAccelDiff

Wilcoxon test p = 0.06

DM = yes. & OM=no

Overall F
BMI: AgeAccelDiff

Kruskal-Wols test p = 2.766-06

Obesty Extrame Obasky

G H

WHR: DNAmAge

100 Wilcoxon test p = 3 83e-05

Py
WHR = 085 WHR > 085
WHR Cat
WHR: DNAmAge
100° Among CRC 109
Wilcoxon test p = 0.0725
80- o

DNAmAge

———

WHR>0.85
WHR

[i55 o
60+ ©s1a7 10~

Underweight  Normal

Overall |

‘WHR: AgeAccelDiff

Wilcoxon test p = 3 57e-06 30~

WHR > 0.85

Among patients with CRC L
WHR: AgeAccelDiff

Among CRC 15+

Wicoxon test p = 0.0973

.19
[ (%)
5 -
&8 10
WHR <= 085 WHR > 0.85

Type 2 diabetes: [EAA

30 Wilcoxon testp =0 178

BMI: IEAA

30- Kruskal-Walls tost p = 3 476-05

30- 7 5
Underwoight  Normal  Ovorwaight  Obswty  Extrems Obosity
BMICat

WHR: IEAA

Wileoxon test p = 1 98e-06

WHR <= 0.85 WHR > 085

WHR: IEAA

Among CRC
Wilcoxan test p = 0107

wWww.aging-us.com

AGING



N Overall (0]
Alcohol: DNAmAge Alcohol: AgeAccelDiff Alcohol: [EAA
Kruskal-Wallis fost p = 031 Kruskal-Walis test p = 0 28 30 ruskok-Walks test p = 0,191
001 Y
o~ »

100 -
New  Past  <ldimo <tk 1lo<idek 7o dimk Newr Pl <ldimo <tk 1lo<dnvk Tedvek B i P <tdmo <tk Tio<han 7edm
ALCOHOL.Cat ALCOHOL.Cat ALCOHOL Cat
Q Overall R
Years of regular smoking: DNAmAge Years of regular smoking: AgeAccelDiff Years of regular smoking: [EAA
100- Kruskak-Wallis fest p = 0 682 Krusial-Walks test p = 0 398 30 Kruskak-Walis tost p = 0.262

)
Mook <Sjen | S<dbp e Moo <Sjon b e oo b s Sz
Overall U
HEI-2015, whole fruits: DNAmAge HEI-2015, whole fruits: AgeAccelDiff HEI-2015, whole fruits: IEAA
100~ Whcoxon test p = 00707 Wikazon test p = 0019 2 \Wicoxon test p = 0006
w0l

)
Gt 5 . 3 - 7 R
>Voan > Noan HEIZDNS Whos Frus <= ean _ HEIZ015-Whols Futs » Mean
HEIRO1S fruit. Cat HEIR01S fruit Cat HEIR01S. fruit Cat
w Overall X

HEI-2015, vegetables: DNAmAge HEI-2015, vegetables: AgeAccelDiff HEI-2015, vegetables: [IEAA
100.  Wikcoxon testp = 0716 20 Wikoxon test p = 0159 Wilcoxon test p = 0.368
o

40+

A 5 i 2 30- T :
HEI2015-Total Vog <= Median  HEI2015-Total Vog > Median HEI2015-Tokal Vog <= Median  HEIZ015-Total Veg > Median HEI2015-Total Vog <= Modian  HEI2015-Total Vg > Median
HEI2015.veg Cat HE2015.veg.Cat HEI2015.veg Cat

www.aging-us.com 8 AGING



z Overai AA
HEI-2015, fatty acids: DNAmAge HEI-2015, fatty acids: AgeAccelDiff HEI-2015, fatty acids: [EAA

1997 Wilcoxon test p = 0238 Wilcoxon test p = 0157 Wilcoxon test p = 0,261

HEZ015 (PUMUYSF <= Modian_ KEZ01S (PUNU)SE > Modan HEIZO18 (PUMUYSE: <= Medan _ HE01S (PUNUYSE > Modan e < bt > Medan
HEI2015 fat.Cat HEI2015.fat Cat. HEI2015 fat Cat.
BB CcC Overall DD
Physical activity: DNAmAge Physical activity: AgeAccelDiff Physical activity: [EAA
100~ Kruskal-Walls fest p = 0.317 Kruskal-Walks test p = 0.004 a9~ Kruskal-Wallis fest p = 0,032

8

Non-Active Active Non-Actve Actvo Non-Actve Acive
TEXPWK Cat TEXPWK Cat TEXPWK Cat

EE FF Among patients with CRC GG

Physical activity: DNAmAge Physical activity: AgeAccelDiff Physical activity: [EAA
100° Among CRC Among CRC #0° Among CRC
Kruskal-Walls test p = 0153 Kruskal-Walks test p = 0.172 Kruskal-Walls test p = 0.205
»-
20+
! -
k4 T ]
. & 10- 3
S C ] el
10~ o : B i | 207
it
20- s ——es
ki Novcive Ak W cive acive
Physical actmty Physical actity
HH ] 2erall ; JJ
Oophorectomy: DNAmAge Oophorectomy: AgeAccelDiff Oophorectomy: IEAA
100-  Wilcoxon test p = 0,085 20- Wilcoxon test p = 00277 39. Wecoxon test p = 0071
=
i
.
L J ’ ) - 5
None Soth taken oot None Solh taken out Nena Bot tskenout
O0PH OCPH 0OPH

www.aging-us.com 9 AGING



KK LL Overall MM
E only: DNAmAge E only: AgeAccelDiff E only: IEAA

100~ Kruskal-Wallis test p = 0.005 20- Kruskal-Wallis test p = 0 414

20- Kruskal-Wallis test p = 0.068

80~
8 s
E g
80-
3
. 2
40-
20-
20- — Q)i 30~
None <5 Years 510 <10 Years 10+ Years None <5 Years 510 <10 Yoars 10+ Years ‘ None <5 Years 510 <10 Years 10+ Years
TOTECAT_r TOTECAT_r TOTECAT_¢
NN 00 Among patients with CRC PP
E only: DNAmAge E only: AgeAccelDiff E only: IEAA
80 Among CRC 20 Among CRC 20 Among CRC
Kruskal-Wallis test p = 0.85 Kruskal-Wallis test p = 0 43 Kruskal-Wallis test p = 0.288

70- } 10-

- 10 [
64.13 | { . A
: T =
s @ - et s L . 516
& ! dha ] | g -3.18 — L - T
S J | s - =5 — 2 o 036
| 3 _——— -6.73 0 (U]
| =78 {00y o 1.73 2,05
50 | 10 P (L)) J ()
|
| N " S
0-
40- 20+ ———
None <5 Years 510 <10 Years 10+ Years None <5 Years 510 <10 Years 10+ Years None <5 Years 510 <10 Years 10+ Years
E onl E only E only
QQ RR Dverall ss
E plus P: DNAmAge E plus P: AgeAccelDiff E plus P: IEAA
100- Kruskal-Walis test p = 0.007 Kruskal-Wallis test p = 0 223 30~ Kruskal-Wallis test p = 0272
1 20- -
80- o
o,
10- 2. —
= === - =
581 g Sl : 3 o adg | | o
2 3 et . - ! [{58Te08) |
F & 3" [ 872 ilic s e 69
e \ T NAY 4237 % 3 o [[384002)
o E . A0 T . 1
[ : 'z R
40- -20- | -— ' B 0V s
| = .
20~
1 I I} ! ] ! ) ) ! 30- L L ; L
None <5 Years 5to <10 Years 10+ Years None <5 Years 5to <10 Years 10+ Years None <5 Years 5 to <10 Years 10+ Years
AT_r TOTPCAT_ TOTPCAT_

Supplementary Figure 3. Levine’s clock: distribution of DNAmAge, AgeAccelDiff, and IEAA by selected CRC risk factors.
Abbreviations: AgeAccelDiff: epigenetic age acceleration as departure of DNAmAge from chronologic age; BMI: body mass index; CRC:
colorectal cancer; DNAmAge: DNA methylationbased marker of aging; E only: exogenous estrogen only; E plus P: E plus progestin; HEI-2015:
Healthy Eating Index-2015; IEAA: intrinsic epigenetic age acceleration as residuals adjusted for cell composition; WHR: waist-to-hip ratio.
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Supplementary Figure 4. Distribution of DNAmAge by CRC status and cancer-free probability curve of AgeAccelDiff and
IEAA. Abbreviations: AgeAccelDiff: epigenetic age acceleration as departure of DNAmMAge from chronologic age; ACC: accelerated age, i.e.,
positive difference of DNAm age from chronologic age; CRC: colorectal cancer; DNAmAge: DNA methylation-based marker of aging; DCC:
decelerated age, i.e., negative difference of DNAmM age from chronologic age; IEAA: intrinsic epigenetic age acceleration as residuals

adjusted for cell composition.
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< Correlation between DNAmAge, AgeAccelDiff, and AgeAccelRes and chronologic age by CRC status >

Horvath’s clock
AgeAccelDiff

A DNAmA:%c B

NowCRC.Suga = 0009.p 0008
e, Sopa+072,p2 152013 o
LCRC Sepe 00,9+ <2016

o
po—

Crencoges Az

> D onnepennn
D E Hannum’s clock
DNAmAg:: AgeAccelDiff
L —— CRG S = CRC = NancRS

RG.Sope =081 5 NonCRC: Siga =014 510028
NoncRC: Sepe z

ouamace

ot

G H Levine’s clock
DNAmA%c AgeAccelDiff
RC Situs = GRC = NonCRC CRC St = CRC = NonCRE
20" CRC: Siope = 0.761,p = 20-14 CRC: Skopo = -0.239, p % 0.004

Non CRC: Siope = 083,p = 3260 58 20° Non CRG: Sope = 0,17, = 63005

£l & o @ @ s @
CrvonsiogesiAge Chionsiogeai Age

C AgeAccelRes e
NorchG Supa 201 500

L

AgeAccelRes e
Nooche S0 012

Crenaimaih

AgeAccelRes
cRCS:

latus = CRC = Non.CRC

(CRC: Shope = 0051, 0535
" NowCRC: Sobe =0019. 0649

@ (3

% o £
ChvonciogeaiAge

< Distribution of DNAmAge by CRC status and cancer-free probability curve of AgeAccelDiff and IEAA >
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Supplementary Figure 5. GSE51032 women, validation tests. Abbreviations: AgeAccelDiff: epigenetic age acceleration as departure
of DNAmAge from chronologic age; ACC: accelerated age, i.e., positive difference of DNAm age from chronologic age; CRC: colorectal
cancer; DCC: decelerated age, i.e., negative difference of DNAm age from chronologic age; DNAmAge: DNA methylation-based marker of
aging; IEAA, intrinsic epigenetic age acceleration as residuals adjusted for cell composition.
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< Correlation between DNAmAge, AgeAccelDiff, and AgeAccelRes and chronologic age by CRC status >
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Supplementary Figure 6. TCGA women, validation tests. Abbreviations: AgeAccelDiff: epigenetic age acceleration as departure of

DNAmAge from chronologic age; AgeAccelRes: epigenetic age acceleration as residuals by regressing DNAmAge on chronologic age; CRC:
colorectal cancer; DNAmAge: DNA methylation-based marker of aging.
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Supplementary Figure 7. GSE199057 women, validation tests. Abbreviations: AgeAccelDiff: epigenetic age acceleration as departure
of DNAmAge from chronologic age; AgeAccelRes: epigenetic age acceleration as residuals by regressing DNAmAge on chronologic age; CRC:

colorectal cancer; DNAmAge: DNA methylation-based marker of aging.
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