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[bookmark: _Hlk58971278]Supplemental Table 1 The assay characteristics of hs-cTnT, NT-proBNP, and cystain C
	Biomarkers
	Assay characteristics

	hs-cTnT
	Lower limit of detection (LOD) 3 ng/L,
Upper LOD 10,000 ng/L, 
The interassay coefficient of variation (CV) is  < 10% at 5.0 ng/L.

	NT-proBNP
	Lower LOD 5 ng/L, 
Upper LOD  35,000 ng/L, 
The interassay CV is 1.9% at 64 ng/L, and 1.3% at 14,142 ng/L.

	Cystain C
	Lower LOD 0.4 mg/L, 
Upper LOD of 8 mg/L,
The interassay CV is 1.5% at 0.01mg/L.



















Supplemental Table 2 The definitions of end points
	Outcome
	Definition

	All-cause death
	Include cardiovascular death and non-cardiovascular death.

	Cardiovascular death
	Defined as any one of the following:
· Any death due to proximate cardiac cause (i.e. myocardial infarction, cardiac tamponade, worsening heart failure).
· Unwitnessed death and death of unknown cause.
· All procedure-related deaths, including those related to a complication of the procedure or treatment for a complication of the procedure.
· Death caused by non-coronary vascular conditions such as cerebrovascular disease, pulmonary embolism, ruptured aortic aneurysm, dissecting aneurysm, et al.

	Non-cardiovascular death
	Any death not meeting the definitions for cardiovascular death, such as death caused by infection, malignancy, sepsis, pulmonary causes, accident, suicide or trauma.

	Myocardial infarction
	According to the Fourth Universal Definition of Myocardial Infarction 1. 
Detection of rise and/or fall of cardiac biomarkers with at least one value above the upper limits of normal, together with evidence of myocardial ischemia with at least one of the following:
· ECG changes indicative of new ischemia [new ST-T changes or new left bundle branch block (LBBB)].
· New pathological Q waves in at least two contiguous leads.
· Imaging evidence of new loss of viable myocardium or new wall motion abnormality.
OR
Sudden, unexpected cardiac death, involving cardiac arrest, often with symptoms suggestive of myocardial ischemia, and accompanied by presumably new ST elevation, or new LBBB, and/or evidence of fresh thrombus by coronary angiography and/or at autopsy, but death occurring before blood samples could be obtained, or at a time before the appearance of cardiac biomarkers in the blood.
OR
Pathological findings of an acute myocardial infarction.

	Stroke
	An acute episode of a focal or global neurological deficit with at least one of the following: change in level of consciousness, hemiplegia, hemiparesis, numbness or sensory loss affecting one side of the body, dysphasia or aphasia, hemianopia, amaurosis fugax, or other neurological signs or symptoms consistent with stroke. 
The definition of stroke requires a duration of a focal or global neurological deficit ≥24 hours; OR <24 hours if available neuroimaging documents a new hemorrhage or infarct; OR <24 hours if the neurological deficit results in death. There must also be no other readily identifiable non-stroke cause for the clinical presentation (e.g. brain tumor, trauma, infection, hypoglycemia, peripheral lesion, pharmacological influences), to be determined by or in conjunction with a designated neurologist. Diagnosis of stroke requires confirmation by a neurologist or neurosurgical specialist OR neuroimaging (CT scan or brain MRI), but stroke may be diagnosed on clinical grounds alone. 
Stroke classification: 
· Ischemic -An acute episode of focal cerebral, spinal, or retinal dysfunction caused by infarction of central nervous system tissue.
· Hemorrhagic -An acute episode of focal or global cerebral or spinal dysfunction caused by intraparenchymal, intraventricular, or subarachnoid hemorrhage. 
· Undetermined -Insufficient information to allow categorization as ischemic or hemorrhagic.

	Major bleeding
	According to Bleeding Academic Research Consortium (BARC) Definition 3.
Type 3a 
· Overt bleeding plus hemoglobin drop of 3 to <5 g/dL (provided hemoglobin drop is related to bleed).
· Any transfusion with overt bleeding.
Type 3b 
· Overt bleeding plus hemoglobin drop >=5 g/dL (provided hemoglobin drop is related to bleed).
· Cardiac tamponade Bleeding requiring surgical intervention for control (excluding dental/nasal/skin/hemorrhoid). 
· Bleeding requiring intravenous vasoactive agents.
Type 3c 
· Intracranial hemorrhage (does not include microbleeds or hemorrhagic transformation, does include intraspinal).
· Subcategories confirmed by autopsy or imaging or lumbar puncture Intraocular bleed compromising vision. 
Type 5a 
· Probable fatal bleeding; no autopsy or imaging confirmation but clinically suspicious. 
Type 5b 
· Definite fatal bleeding; overt bleeding or autopsy or imaging confirmation.











Supplemental Table 3 Associations of Dkk1 with baseline characteristics
	
	Univariate linear regression
	
	Multivariate linear regression

	
	beta
	p-value
	
	beta
	p-value

	Age
	0.007
	<0.001
	
	0.007
	<0.001

	Sex
	0.045
	0.239
	
	0.012
	0.781

	Body mass index
	-0.005
	0.3
	
	0.005
	0.409

	Current smoking
	-0.059
	0.106
	
	-0.018
	0.655

	Alcohol consumption
	0.008
	0.811
	
	0.043
	0.291

	Hypertension
	-0.028
	0.43
	
	-0.071
	0.048

	[bookmark: _Hlk100176424]Diabetes mellitus
	0.07
	0.056
	
	0.039
	0.290

	Previous myocardial infarction
	-0.009
	0.858
	
	-0.012
	0.835

	Previous PCI or CABG
	-0.044
	0.361
	
	-0.058
	0.271

	Previous stroke
	0.109
	0.026
	
	0.066
	0.186

	Peripheral arterial disease
	-0.053
	0.754
	
	-0.089
	0.598

	Heart failure
	0.473
	0.004
	
	0.336
	0.040

	Renal dysfunction
	0.669
	<0.001
	
	0.651
	<0.001

	Heart rate
	0.006
	<0.001
	
	0.005
	<0.001

	Systolic blood pressure
	0.001
	0.300
	
	0.001
	0.259

	Killip class
	0.200
	<0.001
	
	0.158
	<0.001

	ST-T elevation in admission ECG
	0.090
	0.016
	
	0.092
	0.014

	White blood cells
	0.242
	<0.001
	
	0.256
	<0.001

	Hemoglobin
	-0.545
	<0.001
	
	-0.406
	0.001

	Platelet counts
	0.324
	<0.001
	
	0.384
	<0.001

	LDL-C
	0.013
	0.788
	
	0.040
	0.421

	Hs-cTnT
	0.036
	<0.001
	
	0.031
	0.001

	Cystatin C
	0.457
	<0.001
	
	0.439
	<0.001

	NT-proBNP
	0.079
	<0.001
	
	0.058
	<0.001


CABG = coronary artery bypass grafting; ECG = electrocardiogram; hs-cTnT = high-sensitivity troponin T; LDL-C = low density lipoprotein-cholesterol; NT-proBNP = N-terminal pro-B type natriuretic peptide; PCI = percutaneous coronary intervention.



Supplemental Table 4 Incidence rates of cardiovascular and bleeding outcomes
	Outcome
	No. at risk
	No. of events
	Person-
years
	Incidence rate (%) *
	95% CI

	The composite of cardiac death, MI and stroke
	1243
	121
	1234
	9.81
	(8.20, 11.60)

	Cardiac death
	1298
	66
	1272
	5.19
	(4.04, 6.55)

	MI
	1301
	63
	1238
	5.09
	(3.93, 6.46)

	Stroke
	1357
	7
	1268
	0.55
	(0.22, 1.13)

	Major bleeding
	1341
	23
	1260
	1.83
	(1.16, 2.73)


[bookmark: _Hlk98130766]* = per 100 person-years.
CI = confidence interval; MI = myocardial infarction. 

