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● Lerodalcibep, a small binding protein PCSK9-inhibitor recently approved by FDA 
provided effective LDL-cholesterol (LDL-C) reduction with good safety in placebo 
or comparator-controlled phase 3 trials of 12-to-52-week duration.

● Participants with HeFH, HoFH or markedly elevated LDL-C despite maximally 
tolerated statin and other LLTs completing a base trial were eligible for a 124-week 
open-label extension (OLE) trial on lerodalcibep.

● Subjects received monthly lerodalcibep 300 mg SC, dosed in clinic for 12 weeks, 
followed by home dosing and 3 monthly clinic visits. 

● Endpoints included change in LDL-C, other lipid and lipoprotein changes from 
original baseline to Week 124 as well as safety.

Introduction and Methods



Baseline Demographics

Characteristic Value (n=151)

Age, mean (range) years 51.4 (14-83)

Age over 65 / over 75  % 20.5 / 2.0

Male / Female % 51.7/ 48.3

White / Black + Asian % 81.5 / 18.5

BMI, mean kg/m2   (SD) 28.7 (5.1)

Mean baseline LDL-C mmol/L / mg/dL (SD) 4.5 (2.4) / 173.0 (91.8)

Statin (high intensity) % 90.1 (73.5)

Ezetimibe % 54.3

Diabetes History % 6.0

HeFH / HoFH % 80.1 / 9.9

Documented ASCVD % 63.0



● LDL-C response was rapid in subjects switched to lerodalcibep, was 

sustained over 124 weeks and similar to lerodalcibep treated subjects in the 

base trials

Efficacy Results: LDL-C

Parameter (trough values) Week 72 Week 124

Mean % reduction LDL-C (95% CI) -49.8 (-53.9, -45.8) -52.0 (-56.7, -47.2)

Mean absolute  reduction LDL-C 

mmol/L / mg/dL (SD)

2.0 (1.3) / -78.5 (50.3) 2.3 (1.5) / 87.2  (57.4)

P value < 0.0001 <0.0001



LDL-C Mean % Reduction to Week 124 from 

Original Study Baseline (trough values)



Waterfall Plot of LDL-C Reduction at Week 124 

(trough value)



Efficacy Results: other lipids and lipoproteins 

Week 72 and Week 124 (trough values)

Parameter Mean change to Week 72 (n=151) % (95% 

CI) 

Mean change to Week 124 (n=121) % (95% 

CI)

Total cholesterol -30.6 (-33.4, -27.8)* -33.3 (-36.6, -29.9)*

HDL-C +13.0 (9.1, 17.0)* +14.4 (10.6, 18.1)*

Non-HDL-C -43.0 (-46.7, -39.3)* -45.8 (-50.2, -41.3)*

Triglycerides +1.6 (-5.2, 8.5) -1.2 (-7.6, 5.1)

VLDL-C -5.4 (-16.1, 5.3) -20.3 (-27.8, -12.7)*

ApoB -35.6 (-39.2, -32.1)* -38.9 (-43.1, -34.9)*

Lp(a) -23.9 (-28.7, -19.2)* (median -24.8, SD 29.4) -28.7 (-33.7, -23.6)* (median -29.7, SD 28.0)

PCSK9 -70.6 (-85.8, -55.4)* N/A

* P < 0.0001
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Overview of Safety

n (%) (n=151)

Any treatment emergent TEAE 128 (84.8)

Any study drug related TEAE 26 (17.2)

Any TEAE at the administration site 28 (18.5)

Any serious TEAE 33 (21.9)

Any study drug-related SAE (SUSAR) 0 (0) 

TEAEs leading to drug withdrawal 3* (2.0)

Study drug related TEAEs leading to withdrawal 0 (0)

Deaths 1** (0.7)

Any TEAE of special interest 0 (0)

*myalgia, bronchitis, pneumonia, ** Myocardial Infarction - not related to lerodalcibep



Most Common Adverse Events to Week 124

Adverse Event n (%) (n=151)

Upper Respiratory Tract Infection 30 (19.9)

Injection site erythema 17 (11.3)

Bronchitis 15 (9.9)

Urinary Tract Infection 14 (9.3)

Injection site reaction 11 (7.3)

Influenza 10 (6.6)

COVID-19 9 (6.0)

Diarrhoea 9 (6.0)

Arthralgia 9 (6.0)

Sinusitis 9 (6.0)

Nasopharyngitis 7 (4.6)

Hypertension 7 (4.6)



● Lerodalcibep was well tolerated, with no treatment related serious adverse 

events or other safety findings including safety laboratory parameters. 

● Injection site adverse events, the only adverse events considered related to 

lerodalcibep, were mild, moderate and transient and no subjects withdrew 

from study drug due to injection site adverse events across the 124 weeks of 

the study.

Safety Summary



● Treatment with monthly lerodalcibep 300mg SC in subjects with markedly 

elevated LDL-C despite statin and ezetimibe therapy demonstrated robust and 

consistent long-term efficacy 

● Mean LDL-C reduction from original baseline was 52%, with a mean absolute 

LDL-C reduction of 2.3 mmol/L and reductions in non-HDL-C of 45.8%, ApoB of 

38.9% and Lp(a) of 28.7% through Week 124, all similar to those observed in 

the base trials.

● Lerodalcibep demonstrated a reassuring safety profile for up to 124 weeks, 

similar to that observed in the previous studies of up to 52 weeks duration.

Conclusions
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