Table 1 Clinical features according to the presence of clonal hematopoiesis of indeterminate potential (variant allele fraction ≥ 2.0%) stratified by the median value of hs-CRP
	Variables
	Total
(N= 1286)
	CHIP(-)
/hs-CRP(-)
(N=633)
	CHIP (-)/
hs-CRP (+)
(N=617)
	CHIP (+)/
hs-CRP(-)
(N=14)
	CHIP (+)/
hs-CRP (+)
(N=22)
	P

	Age (years)
	60.7 ± 12.4
	59.5 ± 11.8
	61.3 ± 12.6
	69.3 ± 12.4
	70.3 ± 14.2
	< 0.001*

	Male 
	1037 (80.6)
	526 (83.1)
	485 (78.6)
	11 (78.6)
	15 (68.2)
	0.078

	Heart rate(beats/min)
	76.6 ± 21.4
	75.0 ± 25.8
	78.1 ± 15.7
	74.4 ± 16.9
	79.6 ± 20.8
	0.065

	SBP (mmHg)
	125.4 ± 19.9
	126.2 ± 18.8
	124.4 ± 20.9
	137.8 ± 24.2
	123.3 ± 17.6
	0.041*

	DBP(mmHg)
	78.6 ± 13.5
	78.8 ± 12.9
	78.3 ± 14.0
	86.1 ± 17.4
	78.8 ± 10.2
	0.185

	EF at admission
	53.7 ± 7.7
	54.4 ± 7.5
	52.9 ± 7.7
	56.4 ± 7.3
	52.4 ± 8.8
	0.003*

	Hypertension[%(n)]
	841 (65.4)
	412 (65.1)
	407 (66)
	9 (64.3)
	13 (59.1)
	0.910

	Hyperlipidemia[%(n)]
	1164 (90.5)
	575 (90.8)
	559 (90.6)
	12 (85.7)
	18 (81.8)
	0.353

	Diabetes Mellitus[%(n)]
	437 (34.0)
	197 (31.1)
	226 (36.6)
	3 (21.4)
	11 (50)
	0.049*

	Smoking[%(n)]
	914 (71.6)
	466 (74)
	426 (69.7)
	9 (64.3)
	13 (59.1)
	0.171

	CKD[%(n)]
	91 ( 7.1)
	33 (5.2)
	54 (8.8)
	1 (7.1)
	3 (13.6)
	0.039*

	periphery atherosclerosis[%(n)]
	68 ( 5.3)
	36 (5.7)
	32 (5.2)
	0 (0)
	0 (0)
	0.790

	History of MI [%(n)]
	223 (17.3)
	116 (18.3)
	102 (16.5)
	1 (7.1)
	4 (18.2)
	0.674

	History of PCI [%(n)]
	227 (17.7)
	126 (19.9)
	97 (15.7)
	2 (14.3)
	2 (9.1)
	0.181

	History of CABG [%(n)]
	28 ( 2.2)
	13 (2.1)
	12 (1.9)
	2 (14.3)
	1 (4.5)
	0.058

	FABP4 (ng/mL)
	7.9 ± 7.2
	7.5 ± 7.0
	8.3 ± 7.4
	8.3 ± 7.9
	9.0 ± 7.2
	0.184

	RVD (ng/mL)
	241.9 ± 294.9
	246.4 ± 306.8
	238.0 ± 287.1
	218.7 ± 168.9
	237.5 ± 228.2
	0.951

	HDL-C (mg/dl)
	1.1 ± 0.4
	1.1 ± 0.4
	1.1 ± 0.3
	1.1 ± 0.3
	1.0 ± 0.2
	0.048

	LDL-C (mg/dl)
	2.8 ± 3.9
	2.9 ± 5.5
	2.6 ± 0.9
	2.6 ± 0.8
	2.5 ± 0.8
	0.735

	Triglycerides (mmol/L)
	1.7 ± 1.2
	1.6 ± 1.1
	1.8 ± 1.2
	1.6 ± 0.8
	1.8 ± 1.2
	0.015*

	TyG index
	9.1 ± 0.7
	9.0 ± 0.7
	9.2 ± 0.7
	8.9 ± 0.6
	9.3 ± 0.9
	< 0.001*

	TC (mmol/L)
	4.3 ± 1.8
	4.3 ± 2.3
	4.3 ± 1.0
	4.2 ± 1.0
	4.1 ± 0.9
	0.940

	LPA (g/L)
	269.4 ± 277.9
	249.2 ± 275.2
	291.1 ± 280.1
	209.4 ± 145.7
	272.7 ± 320.0
	0.052

	TC/HDL-C
	4.3 ± 3.9
	4.1 ± 1.8
	4.5 ± 5.3
	4.1 ± 1.1
	4.1 ± 1.1
	0.234

	LDL-C/HDL-C
	2.7 ± 3.9
	2.7 ± 5.1
	2.7 ± 2.4
	2.5 ± 0.9
	2.6 ± 0.9
	0.994

	PTX3 (ng/mL)
	9.6 ± 15.7
	8.6 ± 15.7
	10.7 ± 15.9
	7.2 ± 3.5
	11.0 ± 8.3
	0.103

	LXA4 (ng/mL)
	6.6 ± 5.4
	6.3 ± 4.9
	6.7 ± 5.9
	6.9 ± 3.5
	9.1 ± 4.9
	0.083

	LL37 (ng/mL)
	24.0 ± 14.5
	23.1 ± 13.7
	24.9 ± 15.4
	25.7 ± 14.9
	22.3 ± 11.5
	0.144

	Creatinine (mmol/L)
	89.6 ± 37.2
	86.7 ± 37.2
	92.5 ± 37.6
	77.1 ± 8.3
	98.3 ± 31.4
	0.016*

	Fasting glucose (mmol/L)
	8.4 ± 3.8
	8.0 ± 3.5
	8.8 ± 4.1
	7.1 ± 2.9
	10.0 ± 4.8
	< 0.001*

	cTnI at baseline level (mmol/L)
	6.6 ± 15.1
	4.6 ± 12.0
	8.4 ± 17.1
	8.8 ± 26.4
	10.0 ± 22.7
	< 0.001*

	cTnI at peak level (mmol/L)
	24.0 ± 27.3
	20.2 ± 24.9
	27.6 ± 28.7
	25.8 ± 32.1
	31.7 ± 34.4
	< 0.001*

	NT-proBNP at baseline level (mmol/L)
	1040.5 ± 2514.8
	630.7 ± 1446.8
	1444.7 ± 3242.3
	816.1 ± 1619.9
	1657.9 ± 1988.6
	< 0.001*

	NT-proBNP at peak level (mmol/L)
	2963.0 ± 5317.3
	1842.0 ± 3015.3
	3895.7 ± 6252.4
	7250.7 ± 15058.7
	6178.0 ± 8960.8
	< 0.001*

	Aspirin[%(n)]
	1207 (95.2)
	595 (94.7)
	580 (95.9)
	14 (100)
	18 (85.7)
	0.166

	Statin[%(n)]
	1210 (95.4)
	595 (94.7)
	582 (96.2)
	13 (92.9)
	20 (95.2)
	0.415

	Clopidogrel[%(n)] 
	637 (50.2)
	308 (49)
	302 (49.9)
	11 (78.6)
	16 (76.2)
	0.015*

	Ticagrelor[%(n)] 
	613 (48.3)
	311 (49.5)
	294 (48.6)
	3 (21.4)
	5 (23.8)
	0.023*

	Beta-Blockers[%(n)]
	1089 (85.9)
	527 (83.9)
	534 (88.3)
	11 (78.6)
	17 (81)
	0.068

	proton pump inhibitor[%(n)]
	649 (51.3)
	324 (51.6)
	312 (51.7)
	4 (28.6)
	9 (42.9)
	0.313

	Anticoagulants[%(n)]
	36 ( 2.8)
	22 (3.5)
	13 (2.2)
	0 (0)
	1 (4.8)
	0.347

	TIMI score
	3.5 ± 2.1
	3.2 ± 1.9
	3.8 ± 2.2
	4.8 ± 2.5
	5.1 ± 2.7
	< 0.001*

	Diameter of coronary lesion (mm2)
	2.8 ± 1.2
	2.8 ± 0.9
	2.9 ± 1.5
	2.9 ± 1.1
	2.8 ± 0.9
	0.736

	Length of coronary lesion (mm)
	26.4 ± 15.7
	26.5 ± 16.3
	26.5 ± 15.3
	22.5 ± 7.2
	22.1 ± 10.2
	0.569

	All caused mortality
	125 ( 9.7)
	41 (6.5)
	74 (12)
	2 (14.3)
	8 (36.4)
	< 0.001*

	Cardiac death
	72 ( 5.6)
	25 (3.9)
	43 (7)
	1 (7.1)
	3 (13.6)
	0.023*

	Recurrence MI
	66 ( 5.1)
	31 (4.9)
	32 (5.2)
	0 (0)
	3 (13.6)
	0.281

	Recurrence HF
	39 ( 3.0)
	18 (2.8)
	20 (3.2)
	0 (0)
	1 (4.5)
	0.719

	Recurrence revas
	223 (17.3)
	120 (19)
	101 (16.4)
	1 (7.1)
	1 (4.5)
	0.189

	Ischemic stroke
	66 ( 5.1)
	33 (5.2)
	32 (5.2)
	1 (7.1)
	0 (0)
	0.749


Continuous data are presented as median (IQR). Categorical data are presented as number (%). If it is a continuous variable, it can be obtained by Kruskal Wallis rank sum test. If the counting variable is less than 10, it can be obtained by Fisher exact probability test. Abbreviations: DM, diabetes mellitus; SBP, systolic blood pressure; DBP, diabetes blood pressure; PCI, percutaneous coronary intervention; CKD, chronic kidney disease; HDL, high density lipoprotein; LDL, low density lipoprotein; TnI, troponin; CK-MB, creatine kinase isoenzymes; LPA, lipse activator; ACEI, angiotensin-converting enzyme inhibitor; ARB, angiotensin receptor blocker; hs-CRP, high sensitive C-reactive protein; MACE, major adverse cardiovascular events; MI, myocardial infarction. FABP4, Fatty acid-binding protein 4, PCSK9, proprotein convertase subtilisin/kexin type 9, PTX3, pentraxin 3, LXA4, Lipoxin A4, LL-37, Antimicrobial peptide, RVD, Resolvin D1. to convert creatinine clearance to ml/s, multiply by 0.0167. Hypertension ≥140/90 mmHg.*P<0.05

Table 2 Multivariable-Adjusted Associations of CHIP with CRP for all-cause mortality

	Variable
	Total
	Events
(N%)
	Crude HR 95%CI
	Crude 
P value
	Adjusted HR 95%CI
	Adjusted 
P value
	P1 for interaction
	P2 for interaction

	All enrolled

	CHIP(-)/CRP(-)
	633
	41 (6.5)
	1(Ref)
	 
	1(Ref)
	 
	
	

	CHIP (-)/CRP (+)
	617
	74 (12)
	1.91 (1.3~2.8)
	0.001**
	1.81 (1.22~2.69)
	0.003**
	
	

	CHIP (+)/CRP (-)
	14
	2 (14.3)
	2.37 (0.57~9.79)
	0.234
	1.99 (0.47~8.48)
	0.352
	
	

	CHIP (+)/CRP (+)
	22
	8 (36.4)
	6.54 (3.06~13.95)
	<0.001**
	3.77 (1.61~8.81)
	0.002**
	
	

	Trend.test
	1286
	125 (9.7)
	1.85 (1.47~2.33)
	<0.001**
	1.6 (1.25~2.05)
	<0.001**
	
	

	Group of CHIP mutation and CRP

	Subgroup of non-DM cohort

	CHIP (-)/CRP(-)
	436
	29 (6.7)
	1(Ref)
	 
	1(Ref)
	 
	0.088
	0.043*

	CHIP (-)/CRP (+)
	391
	39 (10)
	1.5 (0.93~2.42)
	0.099
	1.4 (0.85~2.31)
	0.189
	
	

	CHIP (+)/CRP (-)
	11
	2 (18.2)
	3.08 (0.74~12.93)
	0.124
	2.19 (0.5~9.64)
	0.300
	
	

	CHIP (+)/CRP (+)
	11
	2 (18.2)
	2.91 (0.69~12.19)
	0.144
	1.2 (0.25~5.66)
	0.820
	
	

	Trend.test
	849
	72 (8.5)
	1.5 (1.06~2.11)
	0.021
	1.23 (0.87~1.76)
	0.242
	
	

	Subgroup of DM cohort

	CHIP (-)/CRP (-)
	197
	12 (6.1)
	1(Ref)
	 
	1(Ref)
	 
	
	

	CHIP (-)/CRP (+)
	226
	35 (15.5)
	2.81 (1.46~5.41)
	0.002**
	2.52 (1.28~5)
	0.008**
	
	

	CHIP (+)/CRP (-)
	3
	0 (0)
	-
	0.997
	-
	0.997
	
	

	CHIP (+)/CRP (+)
	11
	6 (54.5)
	11.99 (4.49~32.04)
	＜0.001**
	7.39 (2.11~25.82)
	0.002**
	
	

	Trend.test
	437
	53 (12.1)
	2.22 (1.63~3.02)
	＜0.001**
	1.98 (1.34~2.92)
	0.001**
	
	


Adjusted for age, sex, smoking, hypertension, hyperlipidemia, history of MI, peripheral artery atherosclerosis, history of PCI, history of CABG, height, weight, heart rate, systolic blood pressure, diastolic blood pressure; * p＜0.05, ** p＜0.01
Table 3 Brief information of genetic instruments from the genome-wide association study for overall CHIP
mutation, DNMT3A, TET2, samll and large CHIP mutation from the UK Biobank
	First Author
	Kar SP
	Kar SP
	Kar SP
	Kar SP
	Kar SP

	Accession Id
	GCST90102618
	GCST90102619
	GCST90102620
	GCST90102621
	GCST90102622

	Publication Date
	2022/7/14
	2022/7/14
	2022/7/14
	2022/7/14
	2022/7/14

	Journal 
	Nat Genet
	Nat Genet
	Nat Genet
	Nat Genet
	Nat Genet

	Title 
	Genome-wide analyses of 200,453 individuals yield new insights into the causes and consequences of clonal hematopoiesis.
	Genome-wide analyses of 200,453 individuals yield new insights into the causes and consequences of clonal hematopoiesis.
	Genome-wide analyses of 200,453 individuals yield new insights into the causes and consequences of clonal hematopoiesis.
	Genome-wide analyses of 200,453 individuals yield new insights into the causes and consequences of clonal hematopoiesis.
	Genome-wide analyses of 200,453 individuals yield new insights into the causes and consequences of clonal hematopoiesis.

	Reported Trait
	Clonal hematopoiesis 
(overall)
	Clonal hematopoiesis 
(DNMT3A mutation)
	Clonal hematopoiesis 
( mutation)
	Clonal hematopoiesis 
(large clone)
	Clonal hematopoiesis 
(small clone)

	Traits
	clonal hematopoiesis
	clonal hematopoiesis
	clonal hematopoiesis
	clonal hematopoiesis
	clonal hematopoiesis

	Discovery SampleAncestry
	184121 European
	179103 European
	175959 European
	177967 European
	180072 European

	Replication 
Sample Ancestry
	221285 European
	218728 European
	214719 European
	215877 European
	217314 European

	Association Count
	6
	8
	1
	3
	2

	Summary 
Statistics
	http://ftp.ebi.ac.uk/pub/databases/gwas/summary_statistics/GCST90102001-GCST90103000/GCST90102618
	http://ftp.ebi.ac.uk/pub/databases/gwas/summary_statistics/GCST90102001-GCST90103000/GCST90102619
	http://ftp.ebi.ac.uk/pub/databases/gwas/summary_statistics/GCST90102001-GCST90103000/GCST90102620
	http://ftp.ebi.ac.uk/pub/databases/gwas/summary_statistics/GCST90102001-GCST90103000/GCST90102621
	http://ftp.ebi.ac.uk/pub/databases/gwas/summary_statistics/GCST90102001-GCST90103000/GCST90102622

	Agreed To Cc0
	yes
	yes
	yes
	yes
	yes

	Genotyping 
Technologies
	Genome-wide genotyping array
	Genome-wide 
genotyping array
	Genome-wide 
genotyping array
	Genome-wide genotyping 
array
	Genome-wide genotyping array

	Pubmed Id
	35835912
	35835912
	35835912
	35835912
	35835912

	Initial Sample 
Description
	10,203 European ancestry cases,173,918 European ancestry controls
	5,185 European ancestry cases,173,918 European ancestry controls
	2,041 European ancestry cases,173,918 European ancestry controls
	4,049 European ancestry cases,173,918 European ancestry controls
	6,154 European ancestry cases,173,918 European ancestry controls

	Replicate Sample Description
	9,386 European ancestry cases,211,899 European ancestry controls
	6,828 European ancestry cases,211,900 European ancestry controls
	2,818 European ancestry cases,211,901 European ancestry controls
	3,975 European ancestry cases,211,902 European ancestry controls
	5,411 European ancestry cases,211,903 European ancestry controls


Abbreviations: CHIP, clonal hematopoiesis of indeterminate potential; 
Table 4 Horizontal pleiotropy estimates of the effect of hs-CRP on TET2-CHIP mutation
	ID.
exposure
	ID.
outcome
	Outcome 
	Exposure 
	Egger_intercept
	SE
	P 
value

	GCST90018950_buildGRCh37
	ixnWIj
	GCST90102620
	GCST90018950_buildGRCh37
	0.0000369
	4.66E-05
	0.429097


Abbreviations: hs-CRP, high sensitive C-reactive protein; CHIP, clonal hematopoiesis of indeterminate potential.

