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18144 Randomized

9077 Simva Protocol-defined ITT/Safety
222 Never Received Simva

9067 EZE/Simva Protocol-defined ITT/Safety
216 Never Received EZE/Simva

968 Died during follow up

964 Died during follow up

1249 Did Not Complete Final Visit*®
808 Withdrawal of consent
374 Vital status alive
159 Vital status dead’
275 Vital status unknown
36 Site Closure
49 Lost to follow-up
356 Vital status only
252 Vital status alive
104 Vital status dead

1235 Did Not Complete Final Visit *
795 Withdrawal of consent
376 Vital status alive
134 Vital status dead?
285 Vital status unknown
39 Site Closure
44 Lost to follow-up
357 Vital Status Only
240 Vital status alive
117 Vital status dead

6860 Completed Final Visit*
4168 On Simva
2692 Off Simva
85 Never took study drug

877 Adverse event
136 Need for prohibited medication
311 Failure to comply with protocol
118 LDL-C > 100mg/dL
185 Investigator choice
625 Patient did not want to take 3 pills
275 Subject choice, other
80 Other

6868 Completed Final Visit*
4294 0n EZE/Simva
2574 Off EZE/Simva
73 Never took study drug
903 Adverse event
150 Need for prohibited medication
312 Failure to comply with protocol
31 LDL-C> 100mg/dL
158 Investigator choice
609 Patient did not want to take 3 pills
254 Subject choice, other
84 Other

T

9077 Included in the analysis of the primary
endpoint

9067 Included in the analysis of the primary
endpoint

9077 6860
9067 6868
ITT




Table 1. Baseline Characteristics.*

Monnih

Py

Variable (N=9077) (N=9067)
Demographic characteristic
Age—yr 63.619.8 63.6:9.7
Male — no. (%) 6886 (75.9) 6842 (75.5)
White race — no. (%) 7624 (84.0) 7578 (83.6)
Weight — kg 83.0:17.4 829:17.4
Body-mass indexj 28.315.2 28.315.2
Region — no. (%)
North America 3487 (38.4) 3486 (38.4)
Western Europe 3641 (40.1) 3633 (40.1)
Eastern Europe 707 (7.8) 709 (7.8)
Asia Pacific 443 (4.9) 448 (4.9)
South America 794 (8.7) 791 (8.7)
Coexisting conditions — no./total no. (%)
Diabetes 2474/9077 (27.3) 2459/9067 (27.1)

Hypertension

Congestive heart failure

Peripheral arterial disease
‘Current smoker — no./total no. (%)
Previous Ml — no./total no. (%)
Previous PCl— no. (%)
Previous CABG — no. (%)

5557/9072 (61.3)
371/9077 (4.1)
518/9077 (5.7)

3035/9072 (33.5)

1881/9077 (20.7)

1796 (19.8)
842 (9.3)

$580/9063 (61.6)
419/9067 (4.6)
4879067 (5.4)

2943/9067 (32.5)

1925/9054 (21.3)

1766 (19.5)
842 (9.3)

Before index ACS
Medications — no./total no. (%)
Lipid-lowering agent 32079063 (35.4) 32279067 (35.6)
Statin 3111/9077 (34.3) 3135/9067 (34.6)
Aspirin 38559077 (42.5) 379979067 (41.9)
Creatinine clearance — mlifmin
Median 847 844
Interquartile range 65.8-107.4 65.8-106.5
Atindex event
Type of event — no.ftotal no. (%)
MI with ST-segment elevation 26069077 (28.7) 2584/9067 (28.5)
MI without ST.segment elevation 4253/9077 (46.9) 4302/9061 (47.5)
Unstable angina 2211/9077 (24.4) 2175/9067 (24.0)
Diagnosti ization— no.ftotal no. (%) 7936/9069 (87.5) 7988/9059 (88.2)
Prerandomization PCl — no.total no. (%) 6321/9071 (69.7) 6385/9061 (70.5)
Mean LDL cholesterol — mg/dIf 9338 93.8
Time from ACS to randomization — days
Median 5.0 5.0
Interquartile range 3.0-80 3.0-80

Medications at time of randomization — no./total no. (%)

Aspirin

£794/9077 (96.9)

£798/9063 (97.1)

Table 1. (Continued.)

Variable (N=9077)
Thienopyridine 7813/9077 (86.1)
Beta-blocker 7879/9077 (86.8)
ACE inhibitor or ARB 6878/9077 (75.8)

(N=9067)
7869/9067 (86.8)
7912/9067 (87.3)
6822/9063 (75.3)

* Plus—minus values are means +SD. No significant differences were noted between the groups. ACE denotes angiotensin-

64
24
27

88

77




Table S1. Lipid Analyses: Actual Values at Baseline and 1 Year with ANCOVA Model Results

Least Squares Estimate

Least Squares Estimate
Difference in Means

Least Squares Estimate

Least Squares Estimate
Difference in Means

Baseline 1 Year Mean at 1 year at1 year p-value Baseline 1 Year Mean at 1 year at 1 year p-value
(LELMIUGEM) (LCLM, UCLM) Lot Utk (LCLM, UCLM)
LDL-Cholesterol - mg/dL (all subjects) hs-CRP - mgidL(b)
Simvastatin Simvastatin
N 9009 6939 N 8871 7019
Mean 93.8 69.9 Mean 215 38
Median (25th, 75th) 95.0(79.0, 110.2) 67.0 (55.0,81.0) Median (25th, 75th) 0.5(4.0,26.4) 16(0.8,36)
ANCOVA Model Results (a) 71.8(70,73.6) ANCOVA Model Resuits (b) 1.76 (1.61,1.92)
Ezetimibe/Simvastatin Ezetimibe/Simvastatin
N 8990 6864 N 8849 6954
Mean Mean 221 33
Median (25th, 75th) 95.0(79.0, 110.0) 50.0 (39.0, 62.0) Median (25th, 75th) 9.6(3.9,26.7) 1.3(0.6,28)
ANCOVA Model Results (a) 55.04 (53.23,56.85) -16.75 (-17.49,-16. <0.001 ANCOVA Model Results (b) 1.43 (1.31,1.56) -0.33 (-0.39,-0.27) <0.001
Non-HDL-Cholesterol - mg/dL
Simvastatin
N 8899 6427
Mean . .
Median (25th, 75th) 120.0(102.0,138.0) | 93.0(79.0, 110.0)
ANCOVA Model Results (a) 100.4 (98.12,102.69)
Ezetimibe/Simvastatin ° LD L
N 8804 6388
Mean 1205 772
Median (25th, 75th) 120.0(103.0, 138.0) 72.0 (60.0, 88.0)
ANCOVA Model Results (a) 80.45 (78.15,82.75) -19.95 (-20.86,-19. <0.001
Apolipoprotein-B - mgidL
16.7mg/dl P<0.001
N 8884 7263 . m < .
Mean B
Median (25th, 75th) 91.0(78.0, 106.0) 79.0 (67.0,93.0) [ ] T-Ch -HDL
ANCOVA Model Results (a) 83.24 (81.74,84.75) O n O n
Ezetimibe/Simvastatin
N 8861 7204 B C
Mean 92.7 703
Median (25th, 75th) 91.0(78.0, 106.0) 67.0 (56.0, 81.0)
ANCOVA Model Results (a) 72.12 (70.6,73.63) -11.13 (-11.74,-10. <0.001 -
Total Cholesterol - mg/dL
Simvastatin
N 9000 6950
Mean 145.1
Median (25th, 75th) 1624 (144.0,181.0) | 142.0 (126.0, 160.0)
ANCOVA Model Resuls (a) 148,02 (145.79,150.26)
Ezetimibel/Simvastatin
N 8998 6878
Mean 1627 125.8
Median (25th, 75th) 1624 (144.0, 181.0) | 121.0 (107.0, 139.0)
ANCOVA Model Results (a) 128.68 (126.43,130.92) -19.34 (-20.26.-18 <0.001
Triglycerides - mgidL (b)
Simvastatin
N 8951 6950
Mean 137.1
Median (25th, 75th) 121.0(85.0,172.0) | 116.0(84.0, 165.0)
ANCOVA Model Results (b) 125.61 (121.51,129.86)
EzetimibeiSimvastatin
N 8954 6878
Mean 137.6 1204
Median (25th, 75th) 120.0(85.0, 172.0) | 104.0(77.0, 143.0)
ANCOVA Model Results (b) 111.57 (107.91,115.37) | -14.04 (157112 <0.001
HDL-Cholesterol - mg/dL
Simvastatin
N 8930 6942
Mean 422 48.1
Median (25th, 75th) 40.0(33.0, 49.0) 46.0 (39.0, 55.0)
ANCOVA Model Resuilts (a) 47.83 (47 06,48 61)
Ezetimibe/Simvastatin
N 8929 6871
Mean 2.1 x
Median (25th, 75th) 40.0(33.0, 49.0) 47.0(40.0, 56.0)
ANCOVA Model Results (a) 48.51 (47.73,49.29) 0.67 (0.36,0.99) <0.001




Table S2: Dual Goal of reduction of LDL-C <70 mg/dl and hs-CRP <2.0 at one month

Simvastatin Ezetemibe/simvastatin P value

Dual goal of LDL-C <70 mg/dl and hs-CRP
2518/8257 (30.5%) 4134/8178 (50.6%) <0.001

<2.0 at one month (N, %)

1 ,LDL 70mg/dl }
Hs-CRP2.0




Table 2. Primary, Secondary, and Individual End Points.*
Simvastatin Simvastatin—
Monotherapy Ezetimibe Hazard Ratio
Outcome (N=9077) (N=9067) (95% C1) PValue
e
Primary end point: death from cardiovascular causes, major coronary 2742 (34.7) 2572 (32.7) 0.936 0.016
event, or nonfatal stroke (0.89-0.99)
Death from any cause, major coronary event, or nonfatal stroke 3246 (40.3) 3089 (38.7) 0.95 0.03
(0.90-1.0)
Death from coronary heart disease, nonfatal M, urgent coronary 1448 (18.9) 1322 (17.5) 0.91 0.02
revascularization =30 days (0.85-0.98)
Death from cardiovascular causes, nonfatal M, hospitalization 2869 (36.2) 2716 (34.5) 0.95 0.04
for unstable angina, all revascularization =30 days, nonfatal (0.90-1.0)
stroke
Death from any cause 1231 (153) 1215 (15.4) 0.99 078
(0.91-1.07)
Death from cardiovascular causes 538 (6.8) 537 (6.9) 1.00 1.00
(0.89-1.13)
Death from coronary heart disease 461 (5.8) 440 (5.7) 0.96 0.50
(0.84-1.09)
Any MI 1118 (14.8) 977 (13.1) 0.87 0,002
(0.80-0.95)
Nonfatal M 1083 (14.4) 945 (12.8) 0.87 0.002
(0.80-095)
Fatal M 49 (07) 41(05) 084 041
(0.55-1.27)
Any stroke 345 (4.8) 296 (4.2) 086 008
(0.73-1.00)
Ischemic stroke 297 (4.1) 236 (3.4) 0.79 0.008
(0.67-0.94)
Hemorrhagic stroke 43 (06) 59 (0.8) 138 ol
(0.93-2.04)
Coronary ization 230 days after izati 1793 (23.4) 1690 (21.8) 0.95 o1l
(0.85-1.01)
Urgent coronary revascularization =30 days after randomization 626 (8.6) 510 (7.0) 0.81 0.001
(0.72-0.91)
Any revascularization =30 days after randomization 1962 (25.6) 1871 (24.2) 0.96 0.18
(0.90-1.02)
Hospitalization for unstable angina 148 (1.9) 156 (2.1) 1.06 062
(0.85-1.33)
Other prespecified end points
Death from cardiovascular causes, MI, or stroke 1704 (22.2) 1544 (20.4) 0.90 0.003
(0.84-0.96)
Major vascular events: death from coronary heart disease, MI, 2685 (34.0) 2498 (31.9) 0.928 0.007
stroke, or coronary revascularization =30 days after random- (0.88-0.98)
izationf

* The database for the analysis presented here was locked on October 21, 2014. Percentages are 7-year Kaplan-Meier estimates. Major coro-
nary events included MI, hospitalization for unstable angina, and coronary revascularization 30 or more days after randomization.

4 The individual end points listed are the first occurrence of that event.

3 The end point of major vascular events was defined according to the definition used by the Cholesterol Treatment Trialists’ collaborators.
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Figure 1. Kaplan—Meier Curves for the Primary Efficacy End Point.

Shown are the cumulative event rates for the primary composite end point
of death from cardiovascular disease, a major coronary event (nonfatal
myocardial infarction, documented unstable angina requiring hospital ad-
mission, or coronary revascularization occurring at least 30 days after ran-
domization), or nonfatal stroke in the intention-to-treat population during
the overall study period (i.e., beginning from the time of randomization to
the day of the first occurrence of a primary end-point event, the day of the
last office or phone visit, or the day of death during follow-up). The inset
shows the same data on an enlarged y axis.
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Table 3. Prespecified Safety End Points.*
Simvastatin Monotherapy Simvastatin-Ezetimibe
End Point (N=9077) (N=9067) PValue
no. of patents (%)
ALT, AST, or both =3x ULN 208 (2.3) 224 (2.5) 043
Cholecystectomy 134 (1.5) 133 (L.5) 036
Gallbladder-related adverse events 321 (3.5) 281 (3.1) 0.10
Rhabdomyolysis 18 (0.2) 13 (0.1) 037
Myopathy 10 (0.1) 15 (0.2) 032
Rhabdomyolysis or myopathy 28 (0.3) 27 (03) 0.90
Rhabdomyolysis, myopathy, myalgia with cre- 58 (0.6) 53 (0.6) 0.64
atine kinase elevation =5x ULN

Cancerf 732 (102) 748 (10.2) 057
Death from cancery 272 (3.6) 280 (3.8) 071

* Adverse events were assessed in the intention-to-treat population. The database for the analysis presented here was
locked on October 21, 2014. All muscle and cancer events were adjudicated by a clinical events committee, whose
members were unaware of the study-group assignments. Detailed definitions of the adverse events are provided in the
Supplementary Appendix. ALT denotes alanine aminotransferase, AST aspartate aminotransferase, and ULN upper lim-
it of the normal range.

T Percentages for cancer are 7-year Kaplan-Meier estimates. Cancer includes any new, relapsing, or progressing cancer,
excluding nonmelanoma skin cancer. Death from cancer includes death from nonmelanoma skin cancer.
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