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Supplemental Figure S1: Consort diagram, clonal hematopoiesis of indeterminate potential (CHIP)
characteristics and intrinsic epigenetic age acceleration (IEAA). A Flowchart depicting inclusion and exclusion
criteria for the 417 available DNA samples. B Jittered dot plot of IEAA by affected gene. C Jittered dot plot of IEAA by
affected gene group. D Jittered dot plot of IEAA by number of CHIP mutations. E Jittered dot plot of IEAA by CHIP clone
size. Mean and standard deviation are shown in black.
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Supplemental Table S1: Clinical features and age acceleration. Comparison of mean age acceleration (AA) and
intrinsic epigenetic age acceleration (IEAA) for common risk factors and comorbidities in our cohort. P-values were
determined by Mann-Whitney-test.

Variable Mean AA p-value Mean IEAA p-value
[years] [years]

Sex :ﬂzrpea'e _3,389 .006* '11_'2725 .001*
Malignant Tumor Lgs _8371 694 _81437 577
CHIP res iy 183 o 513
Coronary heart disease Lis _85?71 118 -8:62 229
Cardiac insufficiency Lgs %10% .842 %2165 .822
Ca!'dia_c a_rrhythmia (including Yes 0.05 645 0.54 470
atrial fibrillation) No -0.05 ' -0.55
Cerebrovascular disease Lis 3 ;’5 .094 5:96 .005*
Peripheral artery disease Lis %1013 778 88; .924
Arterial Hypertension Lzs %%17 .621 882 .983
Type 2 diabetes mellitus Lis _%'i% 833 _%'_‘ﬁs; 941
Hyperlipidemia L‘ZS '8'812 850 'ggg 724
Obesity (BMI 230) Lis 'g.'gg 979 -%.5145 460
Hyperuricemia Lis _%32 .001* _%?7 <.001**
Kidney failure without dialysis L(ejs :8:22 400 _%'_2510 564
End stage renal disease (ESRD) Lis _?(’)%a, <.001** _2075% .018*
Chronic obstructive pulmonary Yes -0.72 473 0.06 703

disease No 0.11 ’ 0.01



Supplemental Table S2: Description of CHIP mutations of 106 individuals in our cohort as determined by Arends et al, Leukemia, 2018.

Gene_Name CHROM POS

ABL1 9 133748330
ASXL1 20 31023084
ASXL1 20 31022363
ASXL1 20 31022637
ASXL1 20 31022441
ASXL1 20 31022609
ASXL1 20 31022441
ASXL1 20 31022402
ASXL1 20 31022441
ASXL1 20 31024072
ASXL1 20 31022592
ASXL1 20 31022441
BCOR X 39933036
CBL " 119149245
CBL 1 119149239
CBL 1" 119148991
CBLB 3 105452852
DNMT3A 2 25462068
DNMT3A 2 25464450
DNMT3A 2 25470002
DNMT3A 2 25459804
DNMT3A 2 25467083
DNMT3A 2 25470912
DNMT3A 2 25457243
DNMT3A 2 25457191
DNMT3A 2 25457242
DNMT3A 2 25462068
DNMT3A 2 25467083
DNMT3A 2 25467198
DNMT3A 2 25464544
DNMT3A 2 25462077
DNMT3A 2 25464556
DNMT3A 2 25469614
DNMT3A 2 25468120
DNMT3A 2 25463171
DNMT3A 2 25468153
DNMT3A 2 25463240
DNMT3A 2 25470002
DNMT3A 2 25457242
DNMT3A 2 25463184
DNMT3A 2 25457243
DNMT3A 2 25470554
DNMT3A 2 25470028
DNMT3A 2 25457242
DNMT3A 2 25471039
DNMT3A 2 25469937
DNMT3A 2 25467061
DNMT3A 2 25463235
DNMT3A 2 25459821
DNMT3A 2 25457242
DNMT3A 2 25457176
DNMT3A 2 25463308
DNMT3A 2 25457242
DNMT3A 2 25457182
DNMT3A 2 25462006
DNMT3A 2 25464543
DNMT3A 2 25463289
DNMT3A 2 25463233
DNMT3A 2 25467099
DNMT3A 2 25469932
DNMT3A 2 25458593
DNMT3A 2 25463508
DNMT3A 2 25464552
DNMT3A 2 25457242
DNMT3A 2 25457242
DNMT3A 2 25457243
DNMT3A 2 25464535
DNMT3A 2 25468159
DNMT3A 2 25463286
DNMT3A 2 25457243
DNMT3A 2 25462075
DNMT3A 2 25462068
ETV6 12 12037459
EZH2 7 148516765
EZH2 7 148506443
EZH2 7 148523562
JAK2 9 5073770
JAK2 9 5073770
JAK3 19 17947952
NOTCH1 9 139390641
PHF6 X 133527533
PPM1D 17 58740674
PPM1D 17 58740521

REF

A

c

C

c

A

GC

A
TCACCACTGCCATAGAGAGGCGGC

O)OOOQOO)O)OOO—‘>>OQ>

>
>
>
@
o

@

PAH4H000000>P020>02>00

2

4>4>»0000-4Q

(o)
o

G
G
C
c
c
[
c
G
A
T
[
G
c
A
G
G
[
A
G
G
Cc
G
G
G
GA

@

ocoHe>»eHAA4>»0>» 4040 4>>04> 40

0Q>»>04440=4>40 4444 4> 444444000004 4>>4000>g44>>>400>00"

Annotation
missense_variant
frameshift_elongation
stop_gained

stop_gained
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missense_variant
splice_donor_variant, coding_transcript_intron_variant
missense_variant
missense_variant
missense_variant
splice_donor_variant, coding_transcript_intron_variant
stop_gained
frameshift_variant
missense_variant
missense_variant
missense_variant
missense_variant
stop_gained
frameshift_truncation, splice_region_variant
missense_variant
missense_variant
missense_variant
frameshift deletion
splice_donor_variant, coding_transcript_intron_variant
missense_variant, splice_region_variant
frameshift_variant
missense_variant
missense_variant
missense_variant
missense_variant
missense_variant
missense_variant
splice_acceptor_variant, coding_transcript_intron_variant
missense_variant
frameshift_variant
missense_variant
missense_variant
disruptive_inframe_deletion
missense_variant
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nonsynonymous SNV
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HGVS.c
c.991A>G
©.2555_2558dup
.1833_1834insTA
¢.2107C>T
€.1919dup
©.2081del
©.1919dup
¢.1885_1907del
©.1919dup
c.3543del
€.2062C>T
©.1919dup
¢.1563T>A
c.1253T>C
c.1247G>A
c.1211G>A
c.1203+1G>A
©.2339T>C
©.2063G>A
¢.1040T>G
©.2478+1G>A
¢.1792C>T
c.848del
©.2644C>T
©.2696G>A
©.2645G>A
©.2339T>C
¢.1792C>T
©.1670_1676del
¢.1969G>A
©.2330C>G
c.1957T>G
©.587del
¢.1554+2T>G
©.2322G>C
c.1522del
€.2253C>G
©.1040T>C
©.2645G>A
€.2309C>T
©.2644C>T
€.920C>T
c.1015-1G>A
©.2645G>A
¢.721dup
¢.1105A>T
c.1814T>C
©.2255_2257del
€.2462A>G
©.2645G>A
©.2144C>T
c.2185C>T
©.2645G>A
©.2705T>A
c.2401A>G
¢.1970T>C
©.2204A>C
©.2259del
¢.1776C>G
¢.1110C>A
©.2580G>A
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c.1961G>A
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€.2644C>T
c.1978T>A
¢.1516dup
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©.1090G>T
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