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Supplemental Table 1. Baseline patient characteristics according to history of MI or coronary revascularization 
	Characteristic
	History of MI or Coronary Revascularization
	P-value

	
	No (N=4144)
	Yes (N=1794)
	

	CCS angina class
	
	
	0.003

	None
	896/4142(21.6%)
	427/1794(23.8%)
	

	I
	1097/4142(26.5%)
	444/1794(24.7%)
	

	II
	1989/4142(48.0%)
	820/1794(45.7%)
	

	III
	159/4142(3.8%)
	102/1794(5.7%)
	

	IV
	1/4142(0.0%)
	0/1794(0.0%)
	

	[bookmark: _Hlk155258634]Degree of ischemia
	
	
	<0.001

	None
	157/4127(3.8%)
	97/1791(5.4%)
	

	Mild
	231/4127(5.6%)
	120/1791(6.7%)
	

	Moderate
	1424/4127(34.5%)
	749/1791(41.8%)
	

	Severe
	2265/4127(54.9%)
	813/1791(45.4%)
	

	Uninterpretable
	50/4127(1.2%)
	12/1791(0.7%)
	

	BMI, kg/m2
	
	
	<0.001

	N
	4097
	1782
	

	Median (Q1, Q3)
	27(24,31)
	28(25,31)
	

	Systolic blood pressure, mmHg
	
	
	0.005

	N
	4120
	1788
	

	Median (Q1, Q3)
	130(120,145)
	130(120,141)
	

	Diastolic blood pressure, mmHg
	
	
	<0.001

	N
	4120
	1788
	

	Median (Q1, Q3)
	78(70,82)
	75(70,80)
	

	Heart rate, bpm
	
	
	<0.001

	N
	4114
	1788
	

	Median (Q1, Q3)
	68(60,76)
	66(60,73)
	

	On dialysis at baseline
	309/4142(7.5%)
	106/1794(5.9%)
	0.031

	Biochemistry
	
	
	

	eGFR among patients not on dialysis at baseline
	
	
	<0.001

	N
	3833
	1688
	

	Median (Q1, Q3)
	81(66,97)
	78(61,93)
	

	Creatinine, mg/dL
	
	
	<0.001

	N
	3544
	1556
	

	Median (Q1, Q3)
	1.00(0.81,1.21)
	1.01(0.87,1.27)
	

	Glucose, mg/dL 
	
	
	0.050

	N
	2489
	1026
	

	Median (Q1, Q3)
	105(94,130)
	107(95,133)
	

	Sodium, mmol/L 
	
	
	0.171

	N
	3776
	1651
	

	Median (Q1, Q3)
	140(138,142)
	140(138,142)
	

	Potassium, mmol/L 
	
	
	0.007

	N
	3796
	1670
	

	Median (Q1, Q3)
	4.4(4.1,4.8)
	4.4(4.2,4.8)
	

	WBC, 109/L 
	
	
	0.017

	N
	3868
	1698
	

	Median (Q1, Q3)
	7.2(6,8.6)
	7.1(6.1,8.4)
	

	LDL-C, mg/dL 
	
	
	<0.001

	N
	3949
	1703
	

	Median (Q1, Q3)
	85(65,114)
	79(61,103)
	

	Total cholesterol, mg/dL 
	
	
	<0.001

	N
	4055
	1748
	

	Median (Q1, Q3)
	157(130,190)
	149(128,178)
	

	QOL
	
	
	

	SAQ angina frequency score
	
	
	0.877

	N
	3634
	1723
	

	Median (Q1, Q3)
	90(70,100)
	90(70,100)
	

	Medical therapy at randomization
	
	

	Aspirin
	3589/4139(86.7%)
	1616/1794(90.1%)
	<0.001

	Statin
	3788/4139(91.5%)
	1728/1794(96.3%)
	<0.001

	High intensity statin
	2679/4139(64.7%)
	1152/1793(64.2%)
	0.725

	ACEI/ARB
	2434/4139(58.8%)
	1339/1794(74.6%)
	<0.001

	Beta blockers
	3176/4139(76.7%)
	1552/1794(86.5%)
	<0.001

	Aldosterone antagonist
	75/4139(1.8%)
	54/1794(3.0%)
	0.004

	Diuretic
	913/4139(22.1%)
	481/1794(26.8%)
	<0.001

	Anticoagulants
	186/4094(4.5%)
	95/1782(5.3%)
	0.193


[bookmark: OLE_LINK29]ACEI/ARB, angiotensin-converting enzyme inhibitor/ angiotensin II receptor blocker; BMI, body mass index; CCS, Canadian Cardiovascular Society; eGFR, estimate glomerular filtration rate; LDL-C, low-density lipoprotein cholesterol; Q1, first quartile; Q3, third quartile; QOL, Quality of Life; SAQ, Seattle Angina Questionnaire; WBC, white blood count.



[bookmark: _Hlk198994209]Supplemental Table 2. Comparison of participant baseline characteristics by treatment strategy, within subgroups defined by history of MI or coronary revascularization at baseline
	Characteristic
	No History of MI or Coronary Revascularization (N=4144)
	P-value
	History of MI or Coronary Revascularization (N=1794)
	P-value

	
	Con(N=2088)
	Inv(N=2056)
	
	Con(N=883)
	Inv(N=911)
	

	Demographics 
	
	
	
	
	
	

	Age at randomization (years), median (Q1, Q3)
	63(57,70)
	63(57,70)
	0.726
	65(59,72)
	66(59,71)
	0.614

	Female sex
	520/2088(24.9%)
	543/2056(26.4%)
	0.267
	164/883(18.6%)
	180/911(19.8%)
	0.524

	Race
	
	
	0.969
	
	
	0.500

	Black
	93/2055(4.5%)
	92/2030(4.5%)
	
	45/870(5.2%)
	37/903(4.1%)
	

	White
	1264/2055(61.5%)
	1256/2030(61.9%)
	
	664/870(76.3%)
	689/903(76.3%)
	

	Other
	698/2055(34%)
	682/2030(33.6%)
	
	161/870(18.5%)
	177/903(19.6%)
	

	Ethnicity
	
	
	
	
	
	

	Hispanic or Latino
	302/2088(14.5%)
	286/2056(13.9%)
	0.857
	133/883(15.1%)
	138/911(15.1%)
	0.990

	Current smoker
	244/2085(11.7%)
	243/2055(11.8%)
	0.532
	113/882(12.8%)
	120/911(13.2%)
	0.948

	Clinical history 
	
	
	
	
	
	

	Hypertension
	1519/2081(73%)
	1498/2050(73.1%)
	0.954
	732/879(83.3%)
	739/906(81.6%)
	0.343

	Diabetes
	908/2088(43.5%)
	864/2056(42.0%)
	0.341
	400/883(45.3%)
	428/911(47.0%)
	0.475

	Use of insulin
	258/895(28.8%)
	231/842(27.4%)
	0.519
	136/390(34.9%)
	146/419(34.8%)
	0.994

	Heart failure
	74/2088(3.5%)
	85/2056(4.1%)
	0.323
	90/883(10.2%)
	92/911(10.1%)
	0.948

	Prior MI 
	/
	/
	
	567/882(64.3%)
	557/909(61.3%)
	0.188

	Prior PCI
	/
	/
	
	571/882(64.7%)
	625/911(68.6%)
	0.082

	Years, median (Q1, Q3)
	
	
	
	4.0 (1.9, 7.5)
	4.3 (2.2, 7.7)
	0.146

	Prior CABG
	/
	/
	
	107/883(12.1%)
	124/911(13.6%)
	0.345

	Years, median (Q1, Q3)
	
	
	
	9.1 (3.8, 13.6)
	7.2 (4.3, 13.5)
	0.793

	Atrial fibrillation or atrial flutter
	88/2085(4.2%)
	96/2055(4.7%)
	0.481
	44/880(5%)
	62/911(6.8%)
	0.105

	Baseline HbA1c, median (Q1, Q3)
	6.3(5.7,7.5)
	6.3(5.7,7.5)
	0.580
	6.3(5.8,7.3)
	6.4(5.8,7.5)
	0.095

	Estimated GFR, mL/min (ALL), median (Q1, Q3) 
	79(61,96)
	79(60,95)
	0.779
	75(58,92)
	77(59,93)
	0.162

	Non-cardiac vascular and comorbidity history 
	
	
	
	
	
	

	Prior cerebrovascular disease
	116/2084(5.6%)
	117/2051(5.7%)
	0.847
	108/879(12.3%)
	134/911(14.7%)
	0.134

	Prior stroke
	63/2088(3.0%)
	67/2055(3.3%)
	0.654
	36/883(4.1%)
	51/911(5.6%)
	0.134

	Prior peripheral-artery disease
	60/2082(2.9%)
	84/2054(4.1%)
	0.034
	51/881(5.8%)
	57/910(6.3%)
	0.673

	Angina history 
	
	
	
	
	
	

	Participant has ever had angina
	1799/2088(86.2%)
	1786/2056(86.9%)
	0.196
	801/883(90.7%)
	823/911(90.3%)
	0.787

	New onset of angina over the past 3 months
	449/1987(22.6%)
	401/1947(20.6%)
	0.127
	55/845(6.5%)
	69/871(7.9%)
	0.258

	Ejection fraction*
	60(55,65)
	60(56,65)
	0.702
	58(51,63)
	59(52,64)
	0.138

	[bookmark: OLE_LINK51]Stress imaging and ETT detail†
	
	
	
	
	
	

	Uninterpretable
	26/2078(1.3%)
	24/2049(1.2%)
	
	7/882(0.8%)
	5/909(0.6%)
	

	Anterior ischemia
	878/1291(68.0%)
	847/1236(68.5%)
	0.780
	441/672(65.6%)
	463/715(64.8%)
	0.734

	Inferior ischemia
	921/1290(71.4%)
	914/1236(73.9%)
	0.150
	493/671(73.5%)
	535/715(74.8%)
	0.565

	Lateral ischemia
	816/1290(63.3%)
	786/1236(63.6%)
	0.861
	478/672(71.1%)
	504/715(70.5%)
	0.793

	Anatomic Severity of CAD (modified Duke Prognostic Index) 
	
	
	0.853
	
	
	0.841

	6: 3-vessel severe stenosis (≥70%) or 2-vessel severe stenosis with proximal LAD
	230/929(24.8%)
	256/941(27.2%)
	
	93/343(27.1%)
	88/327(26.9%)
	

	5: 2-vessel severe stenosis, 1-vessel severe proximal LAD, or 3-vessel moderate stenosis (≥50%) 
	348/929(37.5%)
	337/941(35.8%)
	
	110/343(32.1%)
	108/327(33%)
	

	4: 2-vessel moderate stenosis or 1-vessel severe stenosis other than proximal LAD
	276/929(29.7%)
	272/941(28.9%)
	
	106/343(30.9%)
	93/327(28.4%)
	

	3: 1-vessel moderate stenosis (≥50%) 
	70/929(7.5%)
	69/941(7.3%)
	
	18/343(5.2%)
	22/327(6.7%)
	

	Number of 50% Diseased Vessels by CCTA
	
	
	0.181
	
	
	0.520

	0
	1/1422(0.1%)
	2/1409(0.1%)
	
	1/518(0.2%)
	0
	

	1
	253/1422(17.8%)
	274/1409(19.4%)
	
	82/518(15.8%)
	85/545(15.6%)
	

	2
	375/1422(26.4%)
	319/1409(22.6%)
	
	126/518(24.3%)
	114/545(20.9%)
	

	3
	464/1422(32.6%)
	488/1409(34.6%)
	
	188/518(36.3%)
	205/545(37.6%)
	

	LM ≥50% Stenosis by CCTA
	375/1422(26.4%)
	319/1409(22.6%)
	0.885
	15/518(2.9%)
	16/545(2.9%)
	0.959

	Proximal LAD ≥50% Stenosis by CCTA
	375/1422(26.4%)
	319/1409(22.6%)
	0.286
	207/518(40%)
	221/545(40.6%)
	0.779

	Multi-vessel Disease (50%) by CCTA
	969/1422(68.1%)
	942/1409(66.9%)
	0.617
	369/518(71.2%)
	391/545(71.7%)
	0.974

	Number of 70% Diseased Vessels by CCTA
	
	
	0.406
	
	
	0.306

	0
	114/1422(8%)
	106/1409(7.5%)
	
	42/518(8.1%)
	39/545(7.2%)
	

	1
	380/1422(26.7%)
	396/1409(28.1%)
	
	124/518(23.9%)
	121/545(22.2%)
	

	2
	282/1422(19.8%)
	258/1409(18.3%)
	
	100/518(19.3%)
	90/545(16.5%)
	

	3
	155/1422(10.9%)
	180/1409(12.8%)
	
	82/518(15.8%)
	82/545(15.0%)
	

	Proximal LAD ≥70% Stenosis by CCTA
	282/1422(19.8%)
	258/1409(18.3%)
	0.428
	93/518(18.0%)
	81/545(14.9%)
	0.321

	Multi-vessel Disease (70%) by CCTA
	541/1422(38.0%)
	545/1409(38.7%)
	0.809
	223/518(43.1%)
	218/545(40.0%)
	0.411


[bookmark: OLE_LINK47][bookmark: _Hlk157542988][bookmark: OLE_LINK28][bookmark: OLE_LINK50]CABG, coronary artery bypass graft; CAD, coronary artery disease; CCTA, coronary computed tomography angiography; Con, conservative; ETT, exercise tolerance testing; eGFR, estimate glomerular filtration rate; HbA1c, hemoglobin A1c; Inv, invasive; LAD, left anterior descending; LDL, low-density lipoprotein; LM, left main; MI, myocardial infarction; PCI, percutaneous coronary intervention; Q1, first quartile; Q3, third quartile. 
* Site-reported value, if available. If not available, then core-lab entered value. 
† All CCTA were from ISCHEMIA patients and none from ISCHEMIA-CKD, Duke categories 1 and 2 (non-obstructive CAD or normal arteries) and 7 (left main stenosis ≥50%) were excluded from analysis because these findings were not consistent with eligibility for randomization after CCTA.


[bookmark: OLE_LINK53]Supplemental Table 3. Baseline patient characteristics according to history of MI or coronary revascularization
	Characteristic
	No History of MI or Coronary Revascularization (N=4144)
	P-value
	History of MI or Coronary Revascularization  (N=1794)
	P-value

	
	Con(N=2088)
	Inv(N=2056)
	
	Con(N=883)
	Inv(N=911)
	

	[bookmark: OLE_LINK1]CCS Angina Class
	
	
	0.095
	
	
	0.627

	None
	466/2087(22.3%)
	430/2055(20.9%)
	
	202/883(22.9%)
	225/911(24.7%)
	

	I
	572/2087(27.4%)
	525/2055(25.5%)
	
	228/883(25.8%)
	216/911(23.7%)
	

	II
	981/2087(47%)
	1008/2055(49.1%)
	
	405/883(45.9%)
	415/911(45.6%)
	

	III
	68/2087(3.3%)
	91/2055(4.4%)
	
	48/883(5.4%)
	54/911(5.9%)
	

	IV
	0
	1/2055(<0.1%)
	
	0
	0
	

	Degree of ischemia†
	
	
	0.843
	
	
	0.696

	None
	84/2078(4.0%)
	73/2049(3.6%)
	
	46/882(5.2%)
	51/909(5.6%)
	

	Mild
	119/2078(5.7%)
	112/2049(5.5%)
	
	57/882(6.5%)
	63/909(6.9%)
	

	Moderate
	703/2078(33.8%)
	721/2049(35.2%)
	
	358/882(40.6%)
	391/909(43%)
	

	Severe
	1146/2078(55.1%)
	1119/2049(54.6%)
	
	414/882(46.9%)
	399/909(43.9%)
	

	BMI, kg/m2
	
	
	0.648
	
	
	0.405

	N
	2062
	2035
	
	876
	906
	

	Median (Q1, Q3)
	27(24,31)
	27(24,30)
	
	28(25,32)
	28(25,31)
	

	Systolic blood pressure, mmHg
	
	
	0.699
	
	
	0.187

	N
	2077
	2043
	
	881
	907
	

	Median (Q1, Q3)
	130(120,144)
	78(70,82)
	
	75(69,80)
	76(70,80)
	

	Diastolic blood pressure, mmHg
	
	
	0.699
	
	
	0.292

	N
	2077
	2043
	
	881
	907
	

	Median (Q1, Q3)
	78(70,82)
	78(70,82)
	
	75(69,80)
	76(70,80)
	

	Heart rate, bpm
	
	
	0.051
	
	
	0.325

	N
	2075
	2039
	
	881
	907
	

	Median (Q1, Q3)
	68(60,76)
	69(61,77)
	
	66(60,72)
	66(60,74)
	

	On Dialysis at Baseline
	159/2086(7.6%)
	150/2056(7.3%)
	0.689
	59/883(6.7%)
	47/911(5.2%)
	0.171

	Biochemistry
	
	
	
	
	
	

	eGFR among patients not on Dialysis at Baseline
	
	
	0.596
	
	
	0.351

	N
	1927
	1906
	
	824
	864
	

	Median (Q1, Q3)
	81(66,98)
	81(66,97)
	
	77(61,92)
	79(61,94)
	

	Creatinine, mg/dL
	
	
	0.873
	
	
	0.199

	N
	1789
	1755
	
	764
	792
	

	Median (Q1, Q3)
	1(0.82,1.21)
	1(0.81,1.21)
	
	1.03(0.88,1.26)
	1(0.86,1.28)
	

	Glucose, mg/dL 
	
	
	0.942
	
	
	0.909

	N
	1277
	1212
	
	511
	515
	

	Median (Q1, Q3)
	105(94,129)
	104(93,132)
	
	107(95,131)
	108(95,138)
	

	Sodium, mmol/L 
	
	
	0.329
	
	
	0.709

	N
	1885
	1891
	
	815
	836
	

	Median (Q1, Q3)
	140(138,142)
	140(138,141.7)
	
	140(138,142)
	140(138,142)
	

	Potassium, mmol/L 
	
	
	0.793
	
	
	0.799

	N
	1904
	1892
	
	824
	846
	

	Median (Q1, Q3)
	4.4(4.1,4.8)
	4.4(4.1,4.8)
	
	4.4(4.2,4.8)
	4.4(4.2,4.8)
	

	WBC, 10^9/L 
	
	
	0.357
	
	
	0.227

	N
	1936
	1932
	
	828
	870
	

	Median (Q1, Q3)
	7.2(6,8.6)
	7.2(6.1,8.8)
	
	7(6,8.3)
	7.2(6.1,8.5)
	

	LDL, mg/dL 
	
	
	0.843
	
	
	0.988

	N
	1996
	1953
	
	841
	862
	

	Median (Q1, Q3)
	85(65,114)
	85(64,115)
	
	79(61,103)
	79(61,103)
	

	Total cholesterol, mg/dL 
	
	
	0.911
	
	
	0.537

	N
	2053
	2002
	
	867
	881
	

	Median (Q1, Q3)
	157(130,189)
	157(131,191)
	
	148(127,177)
	150(128,179)
	

	QOL
	
	
	
	
	
	

	SAQ Angina Frequency Score
	
	
	0.032
	
	
	0.490

	N
	1841
	1793
	
	850
	873
	

	Median (Q1, Q3)
	90(70,100)
	90(70,100)
	
	90(70,100)
	90(70,100)
	

	Medical Therapy at Randomization
	
	
	
	
	
	

	Aspirin
	1789/2086(85.8%)
	1800/2053(87.7%)
	0.070
	801/883(90.7%)
	815/911(89.5%)
	0.375

	Statin
	1918/2086(91.9%)
	1870/2053(91.1%)
	0.321
	850/1(96.3%)
	878/0(96.4%)
	0.597

	High intensity statin
	1323/2086(63.4%)
	1356/2053(66%)
	0.077
	581/882(65.9%)
	571/911(62.7%)
	0.158

	ACE/ARB
	1246/2086(59.7%)
	1188/2053(57.9%)
	0.223
	665/883(75.3%)
	674/911(74.0%)
	0.518

	Beta blockers
	1613/2086(77.3%)
	1563/2053(76.1%)
	0.364
	767/883(86.9%)
	785/911(86.2%)
	0.667

	Aldosterone antagonist
	38/2086(1.8%)
	37/2053(1.8%)
	0.963
	38/883(3.7%)
	21/911(2.3%)
	0.076

	Diuretic
	457/2086(21.9%)
	456/2053(22.2%)
	0.814
	236/883(26.7%)
	245/911(26.9%)
	0.937

	Anticoagulants
	93/2061(4.5%)
	93/2033(4.6%)
	0.924
	38/878(4.3%)
	57/904(6.3%)
	0.063

	[bookmark: OLE_LINK4]Guideline directed medical therapy
	
	
	
	
	
	

	LDL-C <70 mg/dL and on any statin
	537/1736(30.9%)
	522/1694(30.8%)
	0.940
	266/732(36.3%)
	270/759(35.6%)
	0.758

	Systolic blood pressure <140 mmHg
	1172/1803(65.0%)
	1118/1764(63.4%)
	0.312
	532/766(69.5%)
	526/798(65.9%)
	0.134

	[bookmark: OLE_LINK5]Aspirin or other anti-platelet or anti-coagulant
	1721/1811(95.0%)
	1708/1774(96.3%)
	0.067
	749/768(97.5%)
	782/802(97.5%)
	0.980

	Non-smoker
	1597/1811(88.2%)
	1564/1775(88.1%)
	0.948
	622/767(86.3%)
	696/802(86.8%)
	0.784


ACEI/ARB, angiotensin-converting enzyme inhibitor/ angiotensin II receptor blocker; BMI, body mass index; CCS, Canadian Cardiovascular Society; Con, conservative; eGFR, estimate glomerular filtration rate; Inv, invasive; LDL, low-density lipoprotein; Q1, first quartile; Q3, third quartile; QOL, Quality of Life; SAQ, Seattle Angina Questionnaire; WBC, white blood count.


Supplemental Table 4. Cumulative incidence and 95% CI for the outcomes according to randomized treatment and history of MI or Coronary Revascularization over time
	[bookmark: OLE_LINK104]Cumulative incidence (95% CI) at 1, 2, 3, and 4 years

	
	1-Year
	2-Year
	3-Year
	4-Year

	CV death or MI
	
	
	
	

	[bookmark: _Hlk166675823]No History of MI or Coronary Revascularization, Con
	5.3% (4.4%, 6.3%)
	9.3% (8.0%, 11%)
	12% (11%, 14%)
	15% (13%, 17%)

	No History of MI or Coronary Revascularization, Inv
	6.9% (5.8%, 8.0%)
	9.5% (8.3%, 11%)
	12% (11%, 14%)
	14% (12%, 16%)

	History of MI or Coronary Revascularization, Con
	7.1% (5.5%, 8.9%)
	12% (10%, 15%)
	16% (14%, 19%)
	21% (18%, 24%)

	History of MI or Coronary Revascularization, Inv
	7.4% (5.8%, 9.2%)
	11% (8.9%, 13%)
	13% (11%, 16%)
	16% (13%, 19%)

	CV death, MI, and hospitalization for UA, HF, or RCA
	
	
	
	

	No History of MI or Coronary Revascularization, Con
	6.2% (5.3%, 7.3%)
	11% (9.3%, 12%)
	14% (13%, 16%)
	17% (15%, 19%)

	No History of MI or Coronary Revascularization, Inv
	7.6% (6.5%, 8.8%)
	11% (9.3%, 12%)
	13% (12%, 15%)
	15% (14%, 17%)

	History of MI or Coronary Revascularization, Con
	7.8% (6.1%, 9.6%)
	14% (12%, 16%)
	18% (16%, 21%)
	23% (20%, 26%)

	History of MI or Coronary Revascularization, Inv
	9.0% (7.2%, 11%)
	13% (11%, 15%)
	15% (13%, 18%)
	18% (15%, 21%)

	CV death
	
	
	
	

	No History of MI or Coronary Revascularization, Con
	1.8% (1.3%, 2.4%)
	3.6% (2.9%, 4.5%)
	5.3% (4.3%, 6.4%)
	6.9% (5.6%, 8.3%)

	No History of MI or Coronary Revascularization, Inv
	2.3% (1.7%, 3.0%)
	3.8% (3.0%, 4.7%)
	5.3% (4.3%, 6.4%)
	6.5% (5.3%, 7.9%)

	History of MI or Coronary Revascularization, Con
	2.3% (1.4%, 3.4%)
	5.8% (4.3%, 7.5%)
	7.2% (5.5%, 9.1%)
	9.6% (7.5%, 12%)

	History of MI or Coronary Revascularization, Inv
	2.0% (1.2%, 3.1%)
	4.2% (3.0%, 5.7%)
	5.1% (3.7%, 6.7%)
	6.9% (5.1%, 8.9%)

	Primary MI
	
	
	
	

	No History of MI or Coronary Revascularization, Con
	3.9% (3.2%, 4.8%)
	6.6% (5.6%, 7.7%)
	8.4% (7.2%, 9.8%)
	9.5% (8.1%, 11%)

	No History of MI or Coronary Revascularization, Inv
	5.2% (4.3%, 6.2%)
	6.5% (5.5%, 7.6%)
	8.0% (6.8%, 9.4%)
	9.1% (7.7%, 11%)

	History of MI or Coronary Revascularization, Con
	5.5% (4.1%, 7.1%)
	8.8% (7.0%, 11%)
	12% (9.7%, 14%)
	15% (12%, 17%)

	History of MI or Coronary Revascularization, Inv
	6.0% (4.6%, 7.7%)
	7.5% (5.9%, 9.3%)
	9.6% (7.7%, 12%)
	11% (8.9%, 14%)

	Non-procedure MI
	
	
	
	

	No History of MI or Coronary Revascularization, Con
	3.4% (2.7%, 4.2%)
	5.3% (4.4%, 6.4%)
	6.8% (5.7%, 8.1%)
	7.8% (6.5%, 9.2%)

	No History of MI or Coronary Revascularization, Inv
	2.5% (1.9%, 3.3%)
	3.4% (2.7%, 4.3%)
	4.7% (3.8%, 5.8%)
	5.8% (4.7%, 7.2%)

	History of MI or Coronary Revascularization, Con
	5.1% (3.8%, 6.7%)
	8.2% (6.5%, 10%)
	11% (8.9%, 13%)
	14% (11%, 17%)

	History of MI or Coronary Revascularization, Inv
	4.1% (2.9%, 5.5%)
	5.2% (3.9%, 6.8%)
	7.2% (5.5%, 9.1%)
	8.7% (6.8%, 11%)

	Procedure MI
	
	
	
	

	[bookmark: _Hlk166676010]No History of MI or Coronary Revascularization, Con
	0.53% (0.28%, 0.92%)
	0.75% (0.44%, 1.2%)
	0.98% (0.60%, 1.5%)
	0.98% (0.60%, 1.5%)

	No History of MI or Coronary Revascularization, Inv
	2.7% (2.1%, 3.5%)
	2.7% (2.1%, 3.5%)
	2.7% (2.1%, 3.5%)
	2.7% (2.1%, 3.5%)

	History of MI or Coronary Revascularization, Con
	0.34% (0.10%, 0.96%)
	0.97% (0.46%, 1.8%)
	0.97% (0.46%, 1.8%)
	1.2% (0.58%, 2.3%)

	History of MI or Coronary Revascularization, Inv
	2.1% (1.3%, 3.2%)
	2.2% (1.4%, 3.3%)
	2.2% (1.4%, 3.3%)
	2.2% (1.4%, 3.3%)

	[bookmark: _Hlk166676047]Hospitalization for UA
	
	
	
	

	No History of MI or Coronary Revascularization, Con
	0.58% (0.32%, 0.99%)
	0.73% (0.43%, 1.2%)
	0.96% (0.59%, 1.5%)
	1.1% (0.67%, 1.7%)

	No History of MI or Coronary Revascularization, Inv
	0.39% (0.19%, 0.75%)
	0.44% (0.22%, 0.82%)
	0.44% (0.22%, 0.82%)
	0.44% (0.22%, 0.82%)

	History of MI or Coronary Revascularization, Con
	0.57% (0.22%, 1.3%)
	1.6% (0.89%, 2.6%)
	1.9% (1.1%, 3.0%)
	2.3% (1.4%, 3.6%)

	History of MI or Coronary Revascularization, Inv
	0.67% (0.28%, 1.4%)
	0.67% (0.28%, 1.4%)
	0.67% (0.28%, 1.4%)
	0.86% (0.38%, 1.7%)

	Hospitalization for HF
	
	
	
	

	No History of MI or Coronary Revascularization, Con
	0.58% (0.32%, 0.99%)
	0.88% (0.54%, 1.4%)
	1.2% (0.76%, 1.8%)
	1.4% (0.90%, 2.1%)

	No History of MI or Coronary Revascularization, Inv
	0.44% (0.22%, 0.82%)
	0.94% (0.58%, 1.5%)
	1.6% (1.1%, 2.3%)
	1.9% (1.3%, 2.8%)

	History of MI or Coronary Revascularization, Con
	0.34% (0.10%, 0.96%)
	0.58% (0.22%, 1.3%)
	0.89% (0.40%, 1.8%)
	0.89% (0.40%, 1.8%)

	History of MI or Coronary Revascularization, Inv
	1.2% (0.65%, 2.1%)
	2.7% (1.7%, 3.9%)
	3.0% (2.0%, 4.3%)
	3.7% (2.5%, 5.4%)

	All-cause death
	
	
	
	

	No History of MI or Coronary Revascularization, Con
	2.0% (1.5%, 2.7%)
	4.4% (3.6%, 5.3%)
	6.5% (5.4%, 7.7%)
	8.9% (7.4%, 10%)

	No History of MI or Coronary Revascularization, Inv
	2.8% (2.2%, 3.6%)
	4.6% (3.8%, 5.6%)
	6.6% (5.5%, 7.9%)
	9.0% (7.6%, 11%)

	History of MI or Coronary Revascularization, Con
	2.6% (1.7%, 3.8%)
	6.6% (5.1%, 8.4%)
	8.6% (6.8%, 11%)
	11% (9.0%, 14%)

	History of MI or Coronary Revascularization, Inv
	2.9% (1.9%, 4.1%)
	5.7% (4.3%, 7.3%)
	7.9% (6.2%, 9.9%)
	11% (8.8%, 14%)


Con, conservative; CI, confidence interval; CV, cardiovascular; HF, heart failure; HR, hazard ratio; Inv, invasive; MI, myocardial infarction; RCA, resuscitated cardiac arrest; UA, unstable angina.


Supplemental Table 5. Association between randomized treatment and outcomes for patients with history of MI or coronary revascularization subtype at baseline and outcomes
	[bookmark: OLE_LINK2]Variable Label
	4-Year cumulative incidence (95% CI)
	Unadjusted
	Adjusted*

	
	Inv
	Con
	HR (95% CI) 
	P-value
	HR (95% CI) 
	P-value

	CV death or MI
	
	
	
	
	
	

	History of MI
	16.3(13.0, 19.8)
	20.7 (17.0, 24.7)
	0.79(0.60, 1.06)
	0.11
	0.80(0.60, 1.06)
	0.12

	History of PCI
	16.9 (13.8, 20.4)
	21.1 (17.4, 25.2)
	0.86(0.66, 1.13)
	0.28
	0.84(0.64, 1.10)
	0.20

	History of CABG
	19.5 (12.7, 27.5)
	20.5 (12.8, 29.4)
	0.88(0.52,1.52)
	0.66
	0.80(0.46, 1.37)
	0.42

	History of revascularization
	16.4 (13.5, 19.6)
	20.4 (16.9, 24.1)
	0.85 (0.66,1.10)
	0.22
	0.83 (0.64, 1.07)
	0.15

	CV death, MI, and hospitalization for UA, HF, or RCA
	
	
	
	

	History of MI
	17.2(13.9,20.8)
	22.5(18.7,26.5)
	0.77(0.59, 1.01)
	0.059
	0.77(0.59, 1.01)
	0.063

	History of PCI
	19.5(16.1,23.0)
	23.3(19.4,27.4)
	0.93(0.72, 1.20)
	0.55
	0.90(0.70, 1.17)
	0.43

	History of CABG
	24.7(17.0,33.2)
	22.9(14.7,32.1)
	0.98(0.60, 1.61)
	0.93
	0.92(0.55, 1.51)
	0.73

	History of revascularization
	19.2 (16.0, 22.6)
	22.6 (18.9, 26.4)
	0.91 (0.72,1.16)
	0.46
	0.89 (0.70, 1.13)
	0.34

	CV death
	
	
	
	
	
	

	History of MI
	7.2(5.0,10.0)
	10.3(7.7,13.4)
	0.61(0.40, 0.93)
	0.021
	0.62(0.40, 0.95)
	0.027

	History of PCI
	6.5(4.5,9.0)
	8.7(6.2,11.6)
	0.79(0.51, 1.22)
	0.29
	0.76(0.49, 1.18)
	0.23

	History of CABG
	7.7(3.7,13.4)
	9.5(4.6,16.6)
	0.79(0.35, 1.79)
	0.58
	0.67(0.31, 1.46)
	0.31

	History of revascularization
	6.2 (4.4, 8.5)
	8.6 (6.2, 11.3)
	0.80 (0.53,1.21)
	0.29
	0.77 (0.51, 1.17)
	0.23

	Primary MI
	
	
	
	
	
	

	[bookmark: _Hlk166343139]History of MI
	11.7(9.0,14.8)
	14.5(11.4,18.1)
	0.90(0.64, 1.26)
	0.50
	0.90(0.64, 1.26)
	0.53

	History of PCI
	12.6(9.8,15.7)
	15.3(12.1,18.9)
	0.87(0.63, 1.20)
	0.39
	0.86(0.62, 1.19)
	0.36

	History of CABG
	14.5(8.6,21.9)
	16.7(89.7,25.4)
	0.79(0.42, 1.48)
	0.46
	0.78(0.41, 1.49)
	0.45

	History of revascularization
	12.3 (9.7, 15.2)
	15.3 (12.2, 18.6)
	0.82 (0.61, 1.11)
	0.20
	0.80 (0.53,1.21)
	0.18

	Non-procedure MI
	
	
	
	
	
	

	History of MI
	9.2(6.7, 12.1)
	13.4(10.4, 16.8)
	0.72(0.50, 1.06)
	0.093
	0.73(0.50, 1.06)
	0.10

	History of PCI
	9.8(7.3, 12.6)
	14.6(11.4, 18.2)
	0.68(0.48, 0.96)
	0.030
	0.67(0.47, 0.96)
	0.029

	History of CABG
	13.7(7.9, 21.0)
	15.7(8.9, 24.2)
	0.83(0.43,1.60)
	0.570
	0.82(0.42, 1.62)
	0.57

	History of revascularization
	9.7 (7.4, 12.4)
	14.6 (11.6, 18.0)
	0.65 (0.47, 0.90)
	0.011
	0.64 (0.46, 0.90)
	0.009

	Procedure MI
	
	
	
	
	
	

	History of MI
	2.2(1.2, 3.6)
	1.3(0.51, 2.7)
	2.23(0.85, 5.86)
	0.10
	2.16(0.82, 5.66)
	0.12

	History of PCI
	2.4(1.4, 3.9)
	1.1(0.5, 2.3)
	2.49(0.97, 6.34)
	0.057
	2.42(0.94, 6.24)
	0.066

	History of CABG
	2.4(0.7, 6.4)	
	1.0(0.1, 5.0)
	2.59(0.27, 24.8)
	0.41
	2.76(0.30, 25.4)
	0.37

	History of revascularization
	2.6 (1.6, 4.0)
	1.0 (0.4, 2.1)
	2.93 (1.17, 7.33)
	0.021
	2.93 (1.16, 7.37)
	0.022

	Hospitalization for UA
	
	
	
	

	History of MI
	0.5(0.1,1.7)
	2.1(1.1,3.5)
	0.18(0.04, 0.82)
	0.027
	0.19(0.04, 0.89)
	0.036

	History of PCI
	1.1(0.4,2.4)
	2.4(1.2,4.1)
	0.50(0.18, 1.35)
	0.17
	0.49(0.18, 1.28)
	0.14

	History of CABG
	2.4(0.7,6.4)
	2.4(0.4,7.7)
	0.64(0.14, 2.85)
	0.56
	0.71(0.17, 3.04)
	0.64

	History of revascularization
	1.1 (0.5, 2.3)
	2.4 (1.3, 4.0)
	0.46 (0.18,1.13)
	0.091
	0.45 (0.19, 1.10)
	0.08

	Hospitalization for HF
	
	
	
	
	

	history of MI
	2.8(1.5,4.6)
	1.1(0.5,2.3)
	1.66(0.73, 3.76)
	0.22
	1.71(0.76, 3.84)
	0.19

	history of PCI
	4.1(2.5,6.1)
	0.4(0.1,1.5)
	11.2(2.65, 47.4)
	0.001
	10.9(2.54, 46.7)
	0.001

	history of CABG
	5.0(1.8,10.6)
	[bookmark: OLE_LINK3]0(NA, NA)
	5.2(0.66, 41.1)
	0.12
	4.85(0.61, 38.9)
	0.14

	History of revascularization
	3.9 (2.4, 5.9)
	0.4 (0.1, 1.4)
	8.24 (2.51, 27.0)
	<0.001
	7.87 (2.37, 26.2)
	<0.001

	All-cause death
	
	
	
	
	
	

	history of MI
	11.7(8.7,15.1)
	11.8(9.0,15.1)
	0.86(0.60, 1.22)
	0.39
	0.87(0.61, 1.24)
	0.43

	history of PCI
	10.6(8.0,13.8)
	10.0(7.4, 13.8)
	1.09(0.75, 1.57)
	0.66
	1.05(0.72, 1.52)
	0.81

	history of CABG
	12.6(7.2,19.7)
	11.5(6.0,19.0)
	1.07(0.54, 2.11)
	0.85
	0.91(0.47, 1.78)
	0.79

	History of revascularization
	10.4 (7.9, 13.2)
	10.1 (7.6,13.0)
	1.08 (0.76,1.54)
	0.65
	1.05 (0.74, 1.49)
	0.80


CABG, coronary artery bypass grafting; CI, confidence interval; CIF, cumulative incidence function; CV, cardiovascular; HF, heart failure; HR, hazard ratio; MI, myocardial infarction; PCI, percutaneous coronary intervention; RCA, resuscitated cardiac arrest; UA, unstable angina. 
* Adjusted for age (<65, ≥65), sex (male, female), eGFR (<90, ≥90), LVEF (<45, ≥45), and diabetes (yes, no).



[bookmark: OLE_LINK45]Supplemental Figure 1. 4-Year cumulative incidence curves for the outcomes according to history of MI or coronary revascularization 
[image: ]
4-Year cumulative incidence curves for (A) CV death or MI and (B) the composite outcome of CV death, nonfatal MI, or hospitalization for UA, HF, or RCA in patients with or without a history of MI or coronary revascularization .
CV, cardiovascular; HF, heart failure; MI, myocardial infarction; RCA, resuscitated cardiac arrest; UA, unstable angina.


[bookmark: OLE_LINK55][bookmark: OLE_LINK54]Supplemental Figure 2. Association between randomized treatment and outcomes for patients with and without history of MI or coronary revascularization at baseline based on adjusted proportional hazards regression models
[image: ]
CI, confidence interval; CV, cardiovascular; HF, heart failure; MI, myocardial infarction; RCA, resuscitated cardiac arrest; UA, unstable angina.
[bookmark: _Hlk161566481]* Adjusted for age (<65, ≥65), sex (male, female), eGFR (<90, ≥90), LVEF (<45, ≥45), and diabetes (yes, no).


[bookmark: OLE_LINK6]Supplemental Figure 3. Association between randomized treatment and the outcomes for patients with anatomic severity or extent subgroups at baseline based on adjusted proportional hazards regression models
[image: ]
[bookmark: _Hlk161566268]Association between randomized treatment and (A) the CV death or MI or (B) the composite outcome of CV death, nonfatal MI, or hospitalization for UA, HF, or RCA for patients with anatomic severity or extent subgroups at baseline based on adjusted proportional hazards regression models.
CAD, coronary artery disease; CI, confidence interval; Con, conservative; LAD, left anterior descending; Inv, invasive.
* Adjusted for age (<65, ≥65), sex (male, female), eGFR (<90, ≥90), LVEF (<45, ≥45), and diabetes (yes, no).
[bookmark: _Hlk161683559]† Multi-factor competing risk model was not done due to no or few number of events.
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