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Background: Lerodalcibep, a small binding PCSK9 

inhibitor is dosed subcutaneously (SC) monthly. We report 

pooled safety and efficacy of three blinded Phase 3 trials in 

patients with heterozygous familial hypercholesterolemia 

(HeFH), atherosclerotic cardiovascular disease (ASCVD), 

very high or high risk for ASCVD on stable maximally 

tolerated statin therapy and additional oral agents.

Methods: The LIB003-004, LIB003-005 and LIB003-006 

trials were assessed at W24 (Pool 1) and the 52-week 

trials, LIB003-005 and LIB003-006 trials at W52 (Pool 2). In 

Pools 1 and 2, 2322 and 1844 patients respectively were 

randomized 2:1 to lerodalcibep 300mg SC monthly or 

placebo. Primary endpoints were placebo-adjusted percent 

changes in LDL-C at W24 (Pool 1) and at W52 (Pool 2). 

Secondary endpoints included the assessment of safety, 

changes in apolipoproteins, free PCSK9 and achievement 

of LDL-C targets. 

Phase 3 Pooled Long-term Safety and Efficacy of Lerodalcibep in Patients with 

ASCVD, HeFH, very high or high risk for ASCVD

Results: In Pool 1 and Pool 2, 2096 (90.3%) and 1635 

(88.7%) subjects completed the study respectively. Baseline 

demographics are shown by treatment and Pool (Table). 

The mean (SE) placebo-adjusted reduction in LDL-C 

(Friedewald calculation) with lerodalcibep by mITT analysis 

was 58.6(1.3) % and 59.0(1.5) %, by ITT with imputation 

was 54.9(1.4) % and 52.3(1.7) % and by per-protocol 

analysis was 61.8(1.4) % and 62.3(1.5)% at W24 and W52 

respectively (all P<0.0001). The placebo adjusted LDL-C 

reduction in the mITT population was 73.7% at week 50 and 

the mean of weeks 50 and 52 was 66.0(1.3)%. On 

lerodalcibep, 83% of subjects in Pool 1 and 90% of subjects 

in Pool 2 achieved both ESC/EAS recommended targets. At 

W52 lerodalcibep lowered Apo B by 44.1% and Lp(a) by 

33% compared to placebo. Efficacy results were similar for 

different subgroups in both Pools (Figure). Except for more 

mild injection site reactions (ISRs) in the active arm, 

adverse events were similar between groups. Sporadic in-

vitro anti-drug antibodies had no impact on efficacy or 

safety.

Conclusions: These results support long-term use of 

lerodalcibep for the optimal management of patients unable 

to achieve adequate LDL-C reduction on maximal tolerated 

statin and other oral LDL-C lowering agents.

Pool 1 Pool 1 Pool 2 Pool 2

Characteristic

Placebo

(N=774)

Lerodalcibep

(N=1548)

Placebo 

(N=615)

Lerodalcibep

(N=1229)

Age – yr (range) 62.5(18-89) 61.6(19-90) 64.7(25-89) 63.9(26-90)

Sex – male/female (%) 60.2/39.8 59.4/40.6 63.4/36.6 62.2/37.8

Race: White  (%) 80.0 80.7 77.4 79.4
Black/Multiracial  (%) 16.3 15.2 18.5 17.1
South Asian (%) 3.6 4.0 3.9 3.3

Body mass Index – kg/m2 mean(SD) 29.7 (5.0) 29.7 (5.1) 30.0(5.0) 30.0(5.1)

Very-high risk for ASCVD no. (%) 86.2 86.1 90.6 90.5

Documented ASCVD no. (%) 70.9 68.6 76.1 72.5

Diabetes Mellitus no. (%) 33.5 32.3 39.2 38.2
Heterozygous FH no. (%)# 205 (26.5) 447 (28.9) 46 (7.5) 128 (10.4)

Lipid modifying therapy 
Statin; any dose (%) 85.4 85.4 84.6 84.6
High intensity statin (%) 50.5 50.6 47.2 46.1
Ezetimibe (%) 23.3 24.1 16.6 17.7

Lipid measures at baseline (mmol/L)
LDL-cholesterol (calculated) 3.03 3.05 2.83 2.82

LDL-cholesterol (UC) 3.03 3.03 2.84 2.81
Non HDL-cholesterol 3.78 3.80 3.61 3.58
HDL-Cholesterol 1.27 1.27 1.26 1.27

Triglycerides- mean/median 1.64/1.41 1.64/1.43 1.70/1.46 1.67/1.49

Apolipoprotein B  (mg/dL) 103.9 104.2 99.8 99.3
Lipoprotein (a) mean/median; nmol/L 109.8/50 106.6/50 109.0/51.0 105.6/47.0

Table: Baseline Demographics and Clinical Characteristics (ITT Population)

Figure: Forest Plot of LDL-C reduction at Week 24 (Pool 1)

Figure: Forest Plot of LDL-C reduction at Week 52 (Pool 2)
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