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	[bookmark: _Toc430777586]SUPPLEMENTAL TABLE S1. Baseline Neoplasm History for All Treated Participants (n=9240)

	
	Detection of New, Non-Benign Neoplasm
	

	Malignancy History Entry, No. (%)
	Yes
(n=170)
	No
(n=9070)
	p Value

	Is there a family history of colon cancer (first degree relative)?
	
	
	0.10

	Yes
	7/158 (4.4)
	199/8631 (2.3)
	

	Is there a family history of breast cancer (first degree relative)?
	
	
	0.02

	Yes
	10/159 (6.3)
	220/8624 (2.6)
	

	Is there a personal history of any prior malignancies?
	
	
	<0.001

	Yes
	24/166 (14.5)
	398/8908 (4.5)
	

	As the result of the physical exam for this visit, were there any signs or symptoms suggestive of a possible malignancy that has not yet been diagnosed?*
	
	
	0.004

	Yes
	3/168 (1.8)
	15/8988 (0.2)
	

	Has the participant had any cancer screening tests/exams prior to randomization?
	
	
	

	Yes
	37/161 (23.0)
	807/8797 (9.2)
	<0.001

	Type of screening test/exam (if Yes above)
	
	
	

	Colonoscopy
	6/37 (16.2)
	224/807 (27.8)
	

	Computed tomography
	2/37 (5.4)
	29/807 (3.6)
	

	Fecal immunochemical test
	0/37 (0.0)
	0/807 (0.0)
	

	Fecal occult blood
	1/37 (2.7)
	14/807 (1.7)
	

	Mammography
	7/37 (18.9)
	146/807 (18.1)
	

	Magnetic resonance imaging
	0/37 (0.0)
	5/807 (0.6)
	

	Pap smear
	2/37 (5.4)
	63/807 (7.8)
	

	Prostate-specific antigen
	10/37 (27.0)
	167/807 (20.7)
	

	Sigmoidoscopy
	0/37 (0.0)
	3/807 (0.4)
	

	Stool DNA test
	0/37 (0.0)
	0/807 (0.0)
	

	Ultrasound
	1/37 (2.7)
	22/807 (2.7)
	

	Other
	8/37 (21.6)
	134/807 (16.6)
	

	Was the result of the most recent screening test/exam suggestive of a possible malignancy?
	
	
	0.73

	Yes
	3/35 (8.6)
	56/807 (7.1)
	

	Does the participant consume alcohol?
	
	
	<0.001

	Yes
	64/158 (40.5)
	2337/8713 (26.8)
	

	How often (if Yes above)?
	
	
	

	Daily
	8/63 (12.7)
	240/2312 (10.4)
	

	Regularly 
	6/63 (9.5)
	210/2312 (9.1)
	

	Irregularly 
	10/63 (15.9)
	281/2312 (12.1)
	

	Occasionally 
	39/63 (61.9)
	1581/2312 (68.4)
	

	Is the participant postmenopausal (for females)?
	
	
	0.52

	Yes
	39/40 (97.5)
	3056/3278 (93.2)
	

	Has the participant used hormonal replacement therapy (for females)?
	
	
	0.11

	Yes
	5/136 (3.7)
	133/7333 (1.8)
	

	Past or current (if Yes above)?
	
	
	>0.99

	Past
	4/5 (80.0)
	99/133 (74.4)
	

	Current
	1/5 (20.0)
	34/133 (25.6)
	

	*Signs or symptoms suggestive of a possible malignancy for the 3 subjects with a new, non-benign neoplasm were listed as: 1) hoarseness, 2) increased prostate-specific antigen, urologist did not have reasons to perform additional tests, and 3) unintentional weight loss of 24 kg during the last year.
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	[bookmark: _Toc430777587]SUPPLEMENTAL TABLE S2. Primary Reason for Permanent Study Drug Discontinuation for All Treated Participants (n=9240)

	
	Detection of New, Non-Benign Neoplasm
	

	Disposition, No. (%)
	Total
(n=9240)
	Yes
(n=170)
	No
(n=9070)
	p Value*

	Total with permanent study drug discontinuation
	2153 (23.3)
	91 (53.5)
	2062 (22.7)
	<0.001

	Participant had a procedure
	  21 (0.2)
	2 (1.2)
	  19 (0.2)
	0.056

	Adverse event
	819 (8.9)
	71 (41.8)
	748 (8.2)
	<0.001

	Hemorrhagic
	266 (2.9)
	23 (13.5)
	243 (2.7)
	<0.001

	Non-hemorrhagic
	553 (6.0)
	48 (28.2)
	505 (5.6)
	<0.001

	Need for oral anticoagulation
	108 (1.2)
	2 (1.2)
	106 (1.2)
	>0.99

	Investigator decision
	102 (1.1)
	4 (2.4)
	  98 (1.1)
	0.12

	Participant decision
	1015 (11.0)
	10 (5.9)
	1005 (11.1)
	0.03

	Study drug unblinded
	    4 (0.0)
	0 (0.0)
	    4 (0.0)
	>0.99

	Entry criteria not met
	  66 (0.7)
	2 (1.2)
	  64 (0.7)
	0.34

	Lost to follow-up
	  17 (0.2)
	0 (0.0)
	  17 (0.2)
	>0.99

	*p-values based on Fisher exact test.





	[bookmark: _Toc430777588]SUPPLMENTAL TABLE S3. Primary Reason for Study Drug Discontinuation Before and After A New, Non-Benign Neoplasm Event in Treated Participants*

	
	
	Timing of Permanent Study Drug Discontinuation

	Disposition
	Total
(N=89)
	Before New, Non-Benign Neoplasm
(n=45)
	After New, Non-Benign Neoplasm
(n=44)

	Participant had a procedure
	1 (1.1)
	0 (0.0)
	1 (2.3)

	Adverse event
	70 (78.7)
	33 (73.3)
	37 (84.1)

	Hemorrhagic
	23 (25.8)
	18 (40.0)
	  5 (11.4)

	Non-hemorrhagic
	47 (52.8)
	15 (33.3)
	32 (72.7)

	Need for oral anticoagulation
	2 (2.2)
	2 (4.4)
	0 (0.0)

	Investigator decision
	4 (4.5)
	2 (4.4)
	2 (4.5)

	Participant decision
	10 (11.2)
	  6 (13.3)
	4 (9.1)

	Study drug unblinded
	0 (0.0)
	0 (0.0)
	0 (0.0)

	Entry criteria not met
	2 (2.2)
	2 (4.4)
	0 (0.0)

	Lost to follow-up
	0 (0.0)
	0 (0.0)
	0 (0.0)

	*Only treated subjects who were diagnosed with a new, non-benign neoplasm event and who also permanently discontinued study drug are considered in this table (n=91). Two subjects permanently discontinued study drug on the same day as the initial detection of a new, non-benign neoplasm.






	[bookmark: _Toc430777589]SUPPLEMENTAL TABLE S4. Treatment-Related Mortality Outcomes 

	Outcome
	Prasugrel
(N=87)
	Clopidogrel
(N=83)
	HR (95% CI)
	p Value

	All-cause death
	
	
	0.83 (0.47, 1.47)
	0.526

	No. of events
	23
	25
	
	

	KM event rate at 30 months (95% CI)
	32.8 (20.8, 44.8)
	39.8 (26.7, 52.8)
	
	

	Death due to malignancy
	
	
	0.71 (0.37, 1.37)
	0.301

	No. of events
	16
	20
	
	

	[bookmark: _GoBack]KM event rate at 30 months (95% CI)
	23.2 (12.4, 34.1)
	36.1 (22.3, 49.9)
	
	

	CI=confidence interval; HR=hazard ratio; KM=Kaplan-Meier.










	[bookmark: _Toc430777590]SUPPLEMENTAL TABLE S5.  Pre-Randomization Cancer Screening Summary by Region (All Treated Participants, n=9240)

	Screening History Entry
	Central/Eastern Europe
(n=3077)
	East
Asia
(n=742)
	Indian Subcontinent
(n=1139)
	Latin America
(n=1270)
	Mediterranean Basin
(n=643)
	North America
(n=1256)
	Western Europe /Scandinavia
(n=969)
	Rest of World*
(n=144)

	Has the participant had any cancer screening tests/exams prior to randomization?†
	
	
	
	
	
	
	
	

	Yes
	78/3046
(2.6)
	26/729 
(3.6)
	3/1136 
(0.3)
	64/1239 (5.2)
	25/619 
(4.0)
	501/1165 (43.0)
	112/885 
(12.7)
	35/139 (25.2)

	No
	2968/3046
(97.4)
	703/729 (96.4)
	1133/1136 
(99.7)
	1175/1239 (94.8)
	594/619 
(96.0)
	664/1165 (57.0)
	773/885 
(87.3)
	104/139 (74.8)

	Type of screening test/exam (for those with cancer screening pre-randomization)
	
	
	
	
	
	
	
	

	Colonoscopy
	8/78
(10.3)
	3/26
(11.5)
	–
	3/64
(4.7)
	3/25
(12.0)
	191/501 (38.1)
	15/112
(13.4)
	7/35
(20.0)

	Computed tomography
	7/78 
(9.0)
	3/26
(11.5)
	–
	1/64
(1.6)
	2/25
(8.0)
	13/501 (2.6)
	3/112
(2.7)
	2/35
(5.7)

	Fecal immunochemical test
	–
	–
	–
	–
	–
	–
	–
	–

	Fecal occult blood
	1/78
(1.3)
	–
	–
	1/64
(1.6)
	1/25
(4.0)
	11/501 (2.2)
	1/112
(0.9)
	–

	Mammography
	11/78
(14.1)
	–
	–
	8/64
(12.5)
	5/25
(20.0)
	97/501 (19.4)
	26/112 
(23.2)
	6/35
(17.1)

	Magnetic resonance imaging
	–
	1/26
(3.8)
	–
	–
	–
	4/501
(0.8)
	–
	–

	Pap smear
	3/78
(3.8)
	3/26
(11.5)
	–
	19/64
(29.7)
	1/25
(4.0)
	29/501 (5.8)
	9/112 
(8.0)
	1/35
(2.9)

	Prostate-specific antigen
	20/78 
(25.6)
	7/26
(26.9)
	1/3
(33.3)
	16/64
(25.0)
	6/25
(24.0)
	93/501 (18.6)
	25/112 
(22.3)
	9/35
(25.7)

	Sigmoidoscopy
	–
	–
	–
	–
	–
	2/501
(0.4)
	1/112
(0.9)
	–

	Stool DNA test
	–
	–
	–
	–
	–
	–
	–
	–

	Ultrasound
	8/78
(10.3)
	1/26
(3.8)
	–
	5/64
(7.8)
	1/25
(4.0)
	–
	7/112 
(6.2)
	1/35
(2.9)

	Other
	20/78
(25.6)
	8/26
(30.8)
	2/3
(66.7)
	11/64
(17.2)
	6/25 
(24.0)
	61/501 (12.2)
	25/112
(22.3)
	9/35 (25.7)

	*Australia, New Zealand, and South Africa.
†282 (3.1%) participants were excluded from this analysis due to missing values on screening history prior to randomization.





	[bookmark: _Toc430777591]SUPPLEMENTAL TABLE S6. Post-Randomization Cancer Screening Summary by Region (All Treated Participants, n=9240)

	Screening History Entry
	Central/Eastern Europe
(n=3077)
	East 
Asia
(n=742)
	Indian Subcontinent
(n=1139)
	Latin America
(n=1270)
	Mediterranean Basin
(n=643)
	North America
(n=1256)
	Western Europe/ Scandinavia
(n=969)
	Rest of World*
(n=144)

	Has the participant had any cancer screening tests/exams after randomization?
	
	
	
	
	
	
	
	

	Yes
	105
(3.4)
	22
(3.0)
	5
(0.4)
	78
(6.1)
	32
(5.0)
	358
(28.5)
	116
(12.0)
	18
(12.5)

	No
	2972
(96.6)
	720
(97.0)
	1134
(99.6)
	1192
(93.9)
	611
(95.0)
	898
(71.5)
	853
(88.0)
	126
(87.5)

	Type of screening test/exam (for those with cancer screening pre-randomization):
	
	
	
	
	
	
	
	

	Colonoscopy
	16/105
(15.2)
	2/22
(9.1)
	–
	5/78
(6.4)
	4/32
(12.5)
	76/357
(21.3)
	9/116
(7.8)
	4/18
(22.2)

	Computed tomography
	14/105
(13.3)
	8/22
(36.4)
	–
	8/78
(10.3)
	5/32
(15.6)
	24/357
(6.7)
	11/116
(9.5)
	1/18
(5.6)

	Fecal immunochemical test
	–
	–
	–
	1/78
(1.3)
	–
	1/357
(0.3)
	1/116
(0.9)
	–

	
Fecal occult blood

	3/105
(2.9)
	2/22
(9.1)
	–
	1/78
(1.3)
	2/32
(6.3)
	11/357
(3.1)
	9/116
(7.8)
	–

	Mammography
	7/105
(1.9)
	–
	–
	10/78
(12.8)
	3/32
(9.4)
	57/357
(16.0)
	17/116
(14.7)
	1/18
(5.6)

	Magnetic resonance imaging
	–
	–
	–
	–
	1/32
(3.1)
	2/357
(0.6)
	–
	–

	Pap smear
	2/105
(1.9)
	–
	–
	6/78
(7.7)
	1/32
(3.1)
	14/357
(3.9)
	7/116
(6.0)
	–

	Prostate-specific antigen 
	20/105
(19.1)
	6/22
(27.3)
	1/5
(20.0)
	26/78
(33.3)
	3/32
(9.4)
	81/357
(22.7)
	19/116
(16.4)
	5/18
(27.8)

	Sigmoidoscopy
	–
	–
	–
	1/78
(1.3)
	–
	1/357
(0.3)
	1/116
(0.9)
	–

	Stool DNA test
	–
	–
	–
	–
	–
	1/357
(0.3)
	–
	–

	Ultrasound
	13/105
(12.4)
	1/22
(4.6)
	1/5
(20.0)
	5/78
(6.4)
	–
	7/357
(2.0)
	4/116
(3.4)
	2/18
(11.1)

	Other
	30/105
(28.6)
	3/22
(13.6)
	3/5
(60.0)
	15/78
(19.2)
	13/32
(40.6)
	82/357
(23.0)
	38/116
(32.8)
	5/18
(27.8)

	Note: 1 (0.28%) participant from North America with a postrandomization screening has a missing value on the type of cancer screening test/exam.
*Australia, New Zealand, and South Africa.




	[bookmark: _Toc430777592]SUPPLEMENTAL TABLE S7. Association of Selected Baseline Characteristics with the Detection of a New, Non-Benign Neoplasm Event - Full Multivariable Model

	Characteristic
	Χ2
	HR (95% CI)
	p Value

	Male vs. female sex
	11.54
	2.08 (1.36-3.16)
	<0.001

	Age, y*
	34.02
	–
	<0.001

	Per 10-y increase (for age ≤70 y)
	29.75
	2.82 (1.94-4.09)
	–

	Per 10-y increase (for age >70 y)
	0.01
	1.01 (0.69-1.48)
	–

	Weight per 10-kg decrease
	3.82
	0.90 (0.81-1.00)
	0.051

	Region
	–
	–
	–

	North America vs. Other
	23.81
	2.98 (1.92-4.62)
	<0.001

	Western Europe/Scandinavia vs. Other
	11.12
	2.26 (1.40-3.64)
	0.001

	Presentation characteristics
	
	
	

	   NSTEMI vs. UA
	0.11
	1.08 (0.69-1.68)
	0.74

	Cardiovascular risk factors
	
	
	

	Hyperlipidemia
	2.77
	1.42 (0.94-2.14)
	0.10

	Diabetes mellitus
	0.06
	1.05 (0.73-1.51)
	0.81

	Current/recent smoking
	10.75
	1.98 (1.32-2.97)
	0.001

	Cardiovascular disease history
	
	
	

	Prior MI
	2.41
	1.36 (0.92-1.99)
	0.12

	Prior PCI
	1.82
	0.75 (0.50-1.14)
	0.18

	Prior CABG
	5.79
	0.55 (0.33-0.89)
	0.016

	Prior PAD
	0.48
	0.81 (0.45-1.47)
	0.49

	 Prior heart failure
	0.13
	1.09 (0.68-1.75)
	0.72

	Prior atrial fibrillation
	3.24
	1.58 (0.96-2.59)
	0.07

	Baseline laboratory values
	
	
	

	Hemoglobin, g/dL
	1.19
	0.94 (0.84-1.05)
	0.28

	Creatinine clearance, mL/min
	0.18
	1.00 (0.99-1.00)
	0.68

	Concomitant medications at randomization
	
	
	

	Proton-pump inhibitor
	0.73
	1.17 (0.81-1.69)
	0.39

	*Age (years) modeled as a linear spline to account for nonlinear relationship with detection of new, non-benign neoplasm. CABG=coronary artery bypass grafting; MI=myocardial infarction; NSTEMI=non-ST-segment elevation myocardial infarction; PAD=peripheral arterial disease; PCI=percutaneous coronary intervention; UA=unstable angina
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	[bookmark: IDX]Method of detection of new, non-benign neoplasm
	Overall Group with Neoplasm Detection
(n=160) 
	Randomized Treatment 

	
	
	Prasugrel
(n=82)
	Clopidogrel
(n=78)

	Evaluation of anemia or a bleeding event
	45/160 (28.1%)
	23/82 (28.0%)
	22/78 (28.2%)

	Evaluation of a bleeding event
	40/160 (25.0%)
	20/82 (24.4%)
	20/78 (25.6%)

	Evaluation of a GI bleeding event
	24/160 (15.0%)
	14/82 (17.1%)
	10/78 (12.8%)

	Evaluation of a hematuria
	10/160 (6.3%)
	3/82 (3.7%)
	7/78 (9.0%)

	Evaluation of a hemoptysis
	3/160 (1.9%)
	1/82 (1.2%)
	2/78 (2.6%)

	Evaluation of a vaginal bleeding event
	1/160 (0.6%)
	0/82 (0.0%)
	1/78 (1.3%)

	Other*
	2/160 (1.3%)
	2/82 (2.4%)
	0/78 (0.0%)

	Evaluation of anemia
	13/160 (8.1%)
	9/82 (11.0%)
	4/78 (5.1%)

	Note: Methods of detection are not mutually exclusive.
*Other was specified as the following: glans penis and oral bleeding. 
GI=gastrointestinal.
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