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@ Background

» Patients with prior percutaneous coronary intervention (PCI) but without a prior
myocardial infarction (MI) are commonly encountered and may be at heightened
risk for CV events.

 In clinical practice, patients undergoing PCI outside the setting of an M| have low
rates of LDL-C monitoring and optimization.

» The clinical benefit of intensive LDL-C-lowering with evolocumab in these patients
is not established.

& :? An Academic Research Organization of
Brigham and Women’s Hospital and Harvard Medical School




o Vesalius-CV (T 66)

12,257 high-risk Pts w/ atherosclerosis or DM, | Atleast one of the following:

but no prior Ml or stroke * CAD without M
¢ « CVD without stroke
« PAD
LDL-C 2 90 mg/dL (2.33 mmol/L) or * High-risk diabetes mellitus

non-HDL-C 2 120 mg/dL or ApoB 2 80mg/dL

On optimized statin therapy (% ezetimibe) Prior PCI status documented

by sites at the time of

patient screening
RANDOMIZED
Evolocumab SC DOUBLE BLIND Placebo SC
140 mg Q2W Q2w
Event-driven trial
v Median f/lup 24.5 yrs

Dual Primary Endpoints
» Coronary heart disease death, MI, or ischemic stroke
» Coronary heart disease death, MI, ischemic stroke, or ischemia-driven revasc
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@ Baseline Characteristics
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Overall Evolocumab Placebo

N=3627 N=1820 N=1807
Age (years) 66 (60-71) 66 (60-71) 66 (60-71)
Female 31 31 31
Caucasian 90 90 90
Diabetes mellitus 43 44 41
Current smoker 25 26 24
Any statin 89 89 89

High-intensity statin 71 71 72

Ezetimibe 26 25 26
Aspirin 80 80 81
Dual antiplatelet therapy 31 31 31
LDL-C (mmol/L) 3.0 (2.6-3.6) 3.0 (2.6-3.6) 3.0 (2.6-3.6)
Time from most recent PCI (yrs) 4 (1-8) 4 (1-8) 4 (1-8)

Numbers are % or median (IQR)
All P values <0.001 except for age (P=0.13)



Outcomes in pts with vs without ‘\/esglius-cv

- - prior PCI subgroup &
prior PCIl in the placebo arm
HR(95%CI)  Pyaue
3-Point MACE | 1.43 (1.18-1.74) <0.001
Coronary heart disease death, Ml, or ischemic stroke
4-Point MACE —i— 1.66 (1.45-1.90) <0.001
Coronary heart disease death, Ml, ischemic stroke, or IDR
CHD death L 1.43 (0.98-2.08) 0.065
Mi L 1.97 (1.51-2.56) <0.001
NSTEMI L 1.90 (1.39-2.60) <0.001
STEMI i 2.31(1.39-3.85) 0.001
Coronary IDR —— 2.61(2.19-3.11) <0.001
0.25 0.5 1.0 2.0 4.0

Prior PCl lower risk Prior PCI higher risk



@ LDL-C in patients with prior PCI
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LDL-C (mmol/L)

4.0 1  mmm Placebo
=== Evolocumab
3.5 -
2.72 2.77
3.0 1 (2.31-3.39) (2.18-3.50) 2.51
(2.07-3.24) 2.22
2.5 - (1.71-2.81)
2.0 -
1.5 -
1.0 1 1.08 1.04 0.96
05 (0.67-1.74) (0.54-1.63) (0.52-1.55)
PBO-adj LSM A -1.72 -1.53 -1.23
0.0 from baseline (-1.91, -1.53) (-1.75, -1.32) (-1.46, -1.00)
. | | . B B |
. Levels at each time point shown as median (IQR
Baseline 48 Weeks 96 Weeks P (1a%) EOS
Pbo N=253 Pbo N=215 Pbo N=198 Pbo N=176
Evo N=254 Evo N=218 Evo N=203 Evo N=197



@ 3-Point MACE vesalius-cv

15 -

30% Relative Risk Reduction

2., HR(95% CI): 0.70 (0.56-0.89)

§ p-value = 0.004

s 9.5%
£ 9

E 7.0%
K

E 3 === Placebo (n=1807)

mmmm= Evolocumab (n=1820)

Coronary heart disease death, MI, or ischemic stroke
1 2 Ti 3 4 5
Number at risk ime (yrs)

Placebo 1807 1734 1679 1606 1204 416
Evolocumab 1820 1743 1715 1657 1278 453




@ 4-Point MACE vesalius-cv

25
18% Relative Risk Reduction 21.7%
S| HR(95% Cl): 0.82 (0.71-0.96)
§ p-value = 0.012 2%
=
w= 15 1
<
O
[
<
E, 10 -
3
©
oc
E S === Placebo (n=1807)
mmmm= Evolocumab (n=1820)
0 Coronary heart disease death, Ml, ischemic stroke, or IDR
1 2 3 4 5
Number at risk Time (yrs)
Placebo 1807 1671 1560 1467 1073 362

Evolocumab 1820 1696 1608 1518 1140 402



¢

KM Rate for Ml (%)

Number at risk
Placebo
Evolocumab

Myocardial Infarction  /S3a11US-CV

50% Relative Risk Reduction 6.1%
HR (95% CI): 0.50 (0.36-0.70)
| p-value <0.001

6 months
HR 0.33
(95%CI1 0.12-0.90)
P=0.030

=== Placebo (n=1807)
mmmm= Evolocumab (n=1820)

1 2 Time (yrs) 3 4 5

1807 1741 1694 1623 1222 193
1820 1770 1730 1680 1300 472



@ Myocardial Infarction  /S3al1US ¢V

6 - STEMI 6 - NSTEMI

HR 0.40 (0.21-0.79) HR 0.55 (0.37-0.82)
5 P=0.008 5 - P=0.003

4.2%

2.3%

5-Year KM Rate (%)
w
5-Year KM Rate (%)
w

0.6% L

0 .
=== Evolocumab (n=1820) === Placebo (n=1807)
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Coronary Revasc

Coronary IDR

26% Relative Risk Reduction

1 HR (95% CI): 0.74 (0.61-0.89)
p-value 0.002 15.7%
11.6%
1 2 3 4 5

Years

KM Rate (%)

25 -

20 -

15 -

10 -
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Urgent Coronary IDR

39% Relative Risk Reduction
HR (95% CI): 0.61 (0.46-0.80)
p-value <0.001

8.2%

4.8%

===== Placebo (n=1807)
mmmm= Evolocumab (n=1820)
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KM Rate (%)

Mortality

CV Death
34% Relative Risk Reduction

| HR (95% ClI): 0.66 (0.45-0.96)

Nominal p-value 0.030

3.7%

2.6%

1 2 3 4 5

15 1

12 -
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All-Cause Death

24% Relative Risk Reduction
HR (95% CI): 0.76 (0.60-0.95)
Nominal p-value 0.016

10.2%

8.2%

Years

===== Placebo (n=1807)
mmmm= Evolocumab (n=1820)



Effect on 3-Point MACE
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Age 2 65 years (N=2058)
Age < 65 years (N=1569)

Male (N=2512)
Female (N=1115)

Diabetes (N=1551)
No Diabetes (N=2076)

High-Intensity Statin (N=2588)
Low/Moderate-Intensity Statin (N=642)
No Statin (N=397)

Ezetimibe (N=931)
No Ezetimibe (N=2696)

LDL-C 2 Median (N=1812)
LDL-C < Median (N=1815)

Prior PCl within 1 Year (N=592)
Prior PCI 2 1 Year (N=3033)

HR (95% Cl)
0.57 (0.42-0.77)
1.00 (0.68-1.48)

0.67 (0.51-0.88)
0.82 (0.51-1.34)

0.64 (0.46-0.90)
0.77 (0.55-1.08)

0.62 (0.46-0.84)
0.84 (0.49-1.45)
1.00 (0.54-1.82)

0.57 (0.33-0.98)
0.75 (0.57-0.98)

0.68 (0.49-0.93)
0.74 (0.52-1.06)

0.67 (0.35-1.29)
0.70 (0.54-0.90)

0.25

0.5
Evolocumab better

2.0
Placebo better

4.0



PBO Better

Evo Better

3-Point MACE
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Time from PCI to randomization (yrs)
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Safety
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Evolocumab Placebo
Adverse Event N=1820 N=1804 P value
Any adverse event 696 (38) 690 (38) 0.99
Serious adverse event 599 (33) 596 (33) 0.94
AE leading to study 56 (3) 66 (4) 0.33

medication discontinuation

Numbers are n (%)
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Limitations vesalius-cv

Coronary and procedural details of prior interventions were not collected.

Similarly, for incident events during the trial, specific data regarding the target
lesion and vessel were not available.

Recent guidelines have begun to support more intensive LDL-C-lowering in
patients with established ASCVD but without a prior acute event.
= Enrolled patients were considered optimized by their treating team
= Benefit consistent regardless of baseline LDL-C
= As such, the large differences in LDL-C levels achieved with evolocumab in
VESALIUS-CV likely reflect the potential benefit in clinical practice

o :: An Academic Research Organization of

Brigham and Women’s Hospital and Harvard Medical School



@ Conclusion vesalius-

Evolocumab significantly reduced the risk of major CV
events in stable patients with prior PCI but no Ml or stroke.

These findings support intensive LDL-C-lowering to
~1 mmol/L in patients who have undergone PCI even
in the absence of prior MI.
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