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Lerodalcibep and Adjudicated Cardiovascular Events in a pre-Defined
Pooled Analysis of Three Large Long Term Phase Il studies
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Kereiakes, Lindner Research Center, The Christ Hospital, USA; Eric Klug, University of the Witwatersrand, South
Africa; Jeffrey Vest, Medpace, USA; Evan A Stein, LIB Therapeutics, USA.

Background: Lerodalcibep, a small binding protein PCSK9
iInhibitor significantly reduced LDL-cholesterol (LDL-C) in Phase Il
trials. It has not been established whether lowering LDL-C with
lerodalcibep translates into a lower risk of cardiovascular (CV)

events.

Methods: A patient-level,
pivotal placebo-controlled Phase Il studies (LIBO03-004, LIBOO3-
005 and LIB003-006), included patients with heterozygous familial

pre-defined pooled analysis of the

hypercholesterolemia, atherosclerotic CV disease (ASCVD), or

Table 1: Patient Population Demographics

Number of subjects
Age mean (SD) yrs
Sex male/female %
Race %: White
Black/Multiracial
S.Asian
Statin %: Any

High-intensity
Ezetimibe %
Diabetes %

HeFH %
Documented CVD %

Pool 1 (W24) ‘
lacebo lerodalcibe

771

79.9
16.3
3.6
85.5

50.6
32.2
33.6
26.6
70.8

1547

62.4(11.2) 61.6(11.6)
60.2/39.8 59.3/40.7 | 63.4/36.6

80.7
15.2
4
85.3

50.7
24.2
32.3
28.8
68.7

Pool 2 (W52)
lacebo lerodalcibe
612 1229
64.7(9.7) 63.9(10.1)
62.2/37.8
77.3 79.4
18.6 17.1
3.9 3.3
34.6 84
47.2 46.1
16.5 17.8
39.4 38.1
7.5 10.3
76 72.7

very-high or high risk for ASCVD on maximally tolerated statin with

or without other oral lipid-lowering-therapy. Patients were

Table 3: Adjudicated Individual
Components of MACE

randomized 2:1 to 300mg lerodalcibep or placebo monthly SC for
24 (LIBO03-004) or 52 weeks (LIBO03-005, LIB0O03-006). All 3

| Pool 1 (W24) Pool 2 (W52)
studies were assessed at Week 24 and LIBO03-005 and LIBOO3- PBOI/Lero 771/1547 PBOJ/Lero 612/1229
006 at Week 52. A prespecified exploratory endpoint of CV events CV event (#/%): CV event (#/%):
_ o _ o N 4@ placebo lerodalcibep placebo lerodalcibep
iIncluded adjudication by a blinded Clinical Events Committee of all Death 2(0.3) 0 3(0.5) 3(0.2)

. . . Acute MI 6(0.8) 4(0.3) 12(2.0) 10(0.8)
serious CV adverse events, with a selected composite of death, UA (hospitalized) 0 1(0.1) 1(0.2) 0
resuscitated cardiac arrest, acute myocardial infarction (STEMI Stroke 3(0.4) 0 7(1.1) 4(0.3)

Coronary Revasc 8(1.0) 9(0.6) 12(2.0) 13(1.1)
and NSTEMI), hospitalization for unstable angina, stroke and  Resucitated cardiac arrest 0 0 0 0

coronary revascularization (MACE).

Results: Demographics of the pooled patient populations are shown in Table 1. Baseline and placebo adjusted % and absolute reductions in LDL-
C (mITT analysis) with lerodalcibep are shown in Table 2 for Pools 1 and 2); all P < 0.0001. In Pool 1, with 2318 lerodalcibep patients treated over
24 weeks, 24 (1.04%) total CV events were reported, 13 (1.7%) on placebo and 11 (0.7%) on lerodalcibep, a significant reduction (p<0.01) versus
placebo when assessed by both odds and hazard ratios (Table 2). In the 1841 patients treated over 52 weeks, 52 (2.8%) CV total events were
reported, 25 (4.1%) on placebo and 27 (2.2%) on lerodalcibep, a significant reduction (p<0.01) in CV events calculated by both OR and HR (Table

2). Individual components of the MACE are shown in Table 3

Table 2: Adjudicated Composite CV events and LDL-C Changes

# on Baseline LDL-C % LDL-C absolute Total (%) CV events:
lerodalcibep LDL-C* Change* change® placebo : lerodalcibep OR (93% CI), p value HR (93% CI), p value
0.418 (0.186-0.936), 0.422 (0.189-0.943),
Pool 1 (week 24) 2314 3.05 -28.60% 1.74 13(1.7%) 11(0.7%) p<0.01 p<0.01
0.527 (0.303-0.917), 0.540 (0.313-0.930),
Pool 2 (week 52) 1841 2.82 -29.04% 1.67 25(4.1%) 27(2.2%) p<0.01 p<0.01

“mmol/L; *placebo adjusted mITT analysis; OR = odds ratio HR = hazard ratio
otal CV events (MACE) = composite of death, resuscitated cardiac arrest, acute Ml, hospitalization for UA, stroke and coronary revascularization

Conclusion: This pre-specified analysis offers early and encouraging insights into the potential CV benefits of lowering LDL-C
with lerodalcibep and suggests meaningful reductions in MACE. These findings await confirmation in a planned large definitive
CV outcomes trial.
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