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Abstract

Background and Lerodalcibep, a novel small recombinant fusion protein of a proprotein convertase subtilisin/kexin type 9 gene—binding do-
Aims main (adnectin) and human serum albumin, demonstrated highly effective low-density lipoprotein cholesterol (LDL-C) re-
duction with monthly 300 mg in 1.2 mL subcutaneous dosing in Phase 2. In this global Phase 3 trial, the safety and efficacy of
lerodalcibep were evaluated in heterozygous familial hypercholesterolaemia patients requiring additional LDL-C lowering.

Methods Patients were randomized 2:1 to monthly subcutaneous injections of either lerodalcibep 300 mg or placebo for 24 weeks.
The primary efficacy endpoints were the per cent change from baseline in LDL-C at Week 24 and the mean of Weeks 22
and 24.

Results In 478 randomized subjects [mean age (range); 53 (18-80) years, 51.7% female, mean (SD) baseline LDL-C 3.88 (1.66)

mmol/L], lerodalcibep reduced LDL-C, compared with placebo by an absolute amount of 2.08 (0.11) mmol/L [LS mean
(SE); 95% confidence interval —2.30 to —1.87] with a percentage difference of —58.61 (3.25)% at Week 24 and by 2.28
(0.10) mmol/L (95% confidence interval —2.47 to —2.09) with a percentage difference of —65.0 (2.87)% at the mean of
Weeks 22 and 24 (P <.0001 for all). With lerodalcibep, 68% of subjects achieved both a reduction in LDL-C > 50% and
the recommended European Society of Cardiology LDL-C targets during the study. Except for mild injection site reactions,
treatment-emergent adverse events were similar between lerodalcibep and placebo.

Conclusions Lerodalcibep, a novel anti-proprotein convertase subtilisin/kexin type 9 gene small binding protein dosed monthly as an al-
ternative to monoclonal antibodies, significantly reduced LDL-C in subjects with heterozygous familial hypercholesterol-
aemia with a safety profile similar to placebo.
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Structured Graphical Abstract

Key Question

What is the efficacy and safety of lerodalcibep, a novel anti-PCSK9 small binding protein, in subjects with heterozygous familial

hypercholesterolaemia (FH)?

Key Finding

Lerodalcibep administered at a monthly dose of 300 mg (1.2 ml SC) significantly reduced low density lipoprotein cholesterol (LDL-C) by
almost 60% (absolute reduction of 2.08 mmol/L) in subjects with heterozygous FH. A reduction of LDL-C 250% and ESC-recommended
LDL-C targets were obtained in nearly 70% of patients with a safety profile similar to placebo.

Take Home Message

Lerodalcibep is a possible alternative to monoclonal antibodies for the treatment of dyslipidaemia in patients with heterozygous FH.
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Lerodalcibep, a novel anti-proprotein convertase subtilisin/kexin type 9 gene small binding protein for the management of heterozygous familial

hypercholesterolaemia. ASCVD, atherosclerotic cardiovascular disease;

ESC, European Society of Cardiology; FH, familial hypercholesterolaemia;

ITT, intention to treat; LDL-C, low-density lipoprotein cholesterol; SC, subcutaneous.

Lerodalcibep ¢ Low-density lipoprotein cholesterol « Familial hypercholesterolaemia

Keywords

Introduction

Heterozygous familial hypercholesterolaemia (HeFH), an autosomal
semi-dominant genetic disorder that affects approximately 1 in 300
persons or over 30 million people worldwide, is characterized by ele-
vated low-density lipoprotein cholesterol (LDL-C) levels from birth
and, if untreated, is associated with premature cardiovascular morbid-
ity and mortality from accelerated atherosclerotic cardiovascular dis-
ease (ASCVD)."? The condition results from dysfunctional variants
in genes responsible for the clearance of LDL-C. This is mainly due
to loss-of-function variants in the low-density lipoprotein receptor
gene (LDLR) and less commonly the apolipoprotein B gene (APOB)

or gain-of-function variants in the proprotein convertase subtilisin/
kexin type 9 gene (PCSK9).®> As untreated HeFH is frequently asso-
ciated with the development of ASCVD in the fourth or fifth decade,
it is imperative to initiate effective LDL-C reduction to achieve
guideline-directed goals as early as possible.”* In those with pre-
existing ASCVD or multiple ASCVD risk factors, the consensus target
is an absolute LDL-C of <1.4 mmol/L, plus at least a 50% reduction in
LDL-C from baseline. For HeFH patients without ASCVD or major
risk factors, the target is a LDL-C of <1.8 mmol/L together with a re-
duction of >50% from baseline.® Pharmacological management of fa-
milial hypercholesterolaemia (FH) includes high-intensity statins with
or without ezetimibe and, in those who fail to achieve LDL-C targets,
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additional therapies inhibiting or reducing circulating PCSK9.”
Monoclonal antibodies (mAbs), such as evolocumab and alirocumab,
prevent PCSK9 from binding to the LDLR, enabling rapid recycling
of the LDLR, and significantly reduce LDL-C due to enhanced clear-
ance even in subjects with HeFH and have been shown to be safe
and effective in the long term.®'® These systemic agents that work
only in the circulation offer distinct advantages over other pharmaco-
logic interventions that utilize small drug molecules, including a
reduced risk for drug—drug interactions because they are not metabo-
lized by the liver or cleared by the kidney and do not enter hepatic or
muscle cells, or interact with cytochrome P450 or other transport
proteins, or reduce intracellular cholesterol synthesis or its down-
stream products such as ubiquinone.11 Furthermore, mAbs have a
high specificity for target antigens, achieving a high potency with less
frequent, but subcutaneous (SC), dosing, and do not penetrate the
central nervous system because of their size."”

Lerodalcibep (LIBO03), a novel small recombinant fusion protein of a
PCSK9-binding domain (adnectin) and human serum albumin, demon-
strated highly effective LDL-C reduction with monthly 300 mg in
1.2 mL SC dosing in Phase 2.">"3 In this large global Phase 3 trial, we
evaluated the safety and efficacy of lerodalcibep in HeFH patients, on
maximally tolerated statins and other oral lipid-lowering agents, requir-
ing additional LDL-C lowering.

Methods
Study design and population

Liberate-HeFH was a Phase 3, global, placebo-controlled, randomized,
double-blind study in subjects with HeFH conducted in nine countries
across 30 sites. The protocol and informed consent were approved by
the Institutional Review Board/Independent Ethics Committee and local
regulators at all clinical sites before enrolment of any subjects. The diagnosis
of FH was based on genetic confirmation or established phenotypic criteria
using either the Simon Broome or Dutch Lipid Network Criteria.'*"® In
addition, eligible subjects were required to have a LDL-C of >1.8 mmol/L
if they had established ASCVD or >2.6 mmol/L in the absence of
ASCVD, and a triglyceride level of <4.5 mmol/L, while on stable maximally
tolerated statin and other background lipid-lowering oral drug therapies.
Patients known to have homozygous FH were excluded, but there was
no upper cut-off level for LDL-C. Patients with documented intolerance
to statins could also participate. Subjects were excluded if they had been
receiving treatment with mAbs directed towards PCSK9 within 8 weeks
of screening or within the past year if treated with the small interfering
RNA (siRNA), inclisiran. Detailed inclusion and exclusion criteria are pro-
vided in Supplementary data online, Appendix S1.

Trial procedures

Patients who met eligibility criteria were randomized 2:1 to monthly SC in-
jections of either lerodalcibep 300 mg or placebo for 24 weeks. Following
randomization and dosing on Day 1, patients were seen in the clinic every
4 weeks (<31 days) for 20 weeks and then at 2-week intervals for Weeks 22
and 24. In addition to a basic lipid profile and laboratory safety parameters
at each visit, LDL-C was also measured by preparative ultracentrifugation. In
addition, apolipoprotein B and lipoprotein(a) [Lp(a)], free (unbound)
PCSK9, lerodalcibep levels, and immunogenicity were measured at specified
visits during the study. Treatment and efficacy were blinded to investigators,
study staff, participants, and sponsor personnel involved in the study.

Outcomes

The primary efficacy endpoints, based on the intention-to-treat population,
were the per cent change from baseline in LDL-C at Week 24 and the mean

of Weeks 22 and 24. Secondary efficacy endpoints include changes in apo-
lipoprotein B, Lp(a), and achievement of European Society of Cardiology
(ESC)-recommended LDL-C targets.

Safety reports

We recorded adverse events, clinical laboratory values, and vital signs at all
visits through to the end-of-trial visit. Electrocardiograms were performed
at screening, Day 1 and Week 24. Investigators classified adverse events
using a standard Medical Dictionary for Regulatory Activities (MedDRA ver-
sion 23.1) according to organ class and as mild, moderate, or severe.
Adverse events at the injection site were evaluated using pre-specified
methods and terms. Cardiovascular events were collected and were adju-
dicated by an independent committee. Serum was collected for immuno-
genicity [anti-drug antibodies (ADAs)] at all visits, with ADAs initially
analysed for patients receiving lerodalcibep on Day 1 and Week 24.
Patients confirmed positive for lerodalcibep antibodies at Week 24 were
tested for neutralizing antibodies (NAbs). Serum pharmacokinetic drug le-
vels and free PCSK9 were measured at Weeks 12 and 24 in all subjects in
the lerodalcibep-treated group and in 14% of those in placebo in order to
maintain blinding by the laboratory. In addition to safety monitoring by the
medical monitor and clinical staff, a formally constituted independent com-
mittee monitored safety, including cardiovascular events.

Statistical analysis

The co-primary efficacy endpoints were to assess per cent change from
baseline compared with placebo in LDL-C level calculated by Friedewald
formula at Week 24 and at the mean of Weeks 22 and 24."® Per cent
change from baseline in LDL-C was analysed with analysis of covariance
model with treatment and ASCVD status as factors and the baseline value
as a covariate. Missing data were imputed using a washout model. Under
this model, data that are missing after a subject discontinues the trial are
considered missing not at random (MNAR). For the co-primary endpoints,
the family-wise type | error rate was controlled at a significance level of al-
pha = .05 using a fallback procedure. Under this procedure, the per cent
change from baseline in LDL-C was first compared with placebo at
Week 24 using a two-sided significance level of alpha =.05. If the null hy-
pothesis was rejected and superiority of lerodalcibep over placebo was
claimed, testing would proceed with the second primary endpoint of the
per cent change from baseline in LDL-C level at the mean of Weeks 22
and 24 using a two-sided significance level of alpha =.05.

Other efficacy variables were analysed similarly. The percentage of pa-
tients achieving a >50% reduction in LDL-C and in those with ASCVD or
at very high risk for ASCVD, an LDL-C of <1.4 mmol/L, and the percentage
of patients without ASCVD but at high risk for ASCVD achieving a LDL-C
of <1.8 mmol/L were analysed using a logistic regression model with treat-
ment and ASCVD status as factors and baseline value as a covariate. A sen-
sitivity analysis of the co-primary endpoints was also performed by
application of a mixed-effect model repeat measurement and rank analysis
of covariance (Quade test) for patients who adhered to the scheduled study
per-protocol drug administration with visits <31 days and who did not have
any missing data for the co-primary endpoints.

Results

Baseline characteristics

The trial was conducted between 3 May 2021 (first patient screened)
and 15 May 2023 (last patient last visit), with 570 patients screened
and 478 randomized. The mean age (range) for all patients was 53
(18-80) years; 247 (51.7%) were female and the majority [n =416
(87%)] were White with 13% South Asian, multi-racial, or Black/
African-American. Pre-existing coronary heart disease was present
in 157 patients (47.6%) and diabetes in 49 patients (10.3%). Mean base-
line (+ SD) LDL-C was 3.88 (1.66) mmol/L, despite 88.3% of subjects
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Table 1 Demographics and clinical characteristics of
the study cohort at baseline (intention-to-treat
population)

Characteristic Placebo Lerodalcibep
(n=159) (n=319)
. Age year S . ( range) ............................ 538 (18_79) . 52 5 ( 19_80) .
Female sex, no. (%) 83 (52.2) 164 (51.4)
Race White no. (%) 143 (89.9) 273(85.6)
Black/multi-racial no. (%) 12 (7.5) 25 (7.8)
South Asian no. (%) 4 (2.5) 21 (6.6)
Body mass index, kg/m? mean(SD) 28.79 (5.14)  28.83 (5.05)
Diagnosis of HeFH no. (%) 159 (100) 319 (100)
On clinical criteria no. (%) 103 (64.8) 186 (58.3)
On genotyping no. (%) 56 (35.2) 133 (41.7)
Diabetes mellitus no. (%)* 18 (11.3) 31 (9.7)
Documented ASCVD no. (%) 49 (45.0) 108 (48.9)
Very-high risk for ASCVD no. (%) 109 (68.6) 221 (69.3)
High risk for ASCVD no. (%) 50 (31.4) 98 (30.7)
Lipid modifying therapy, no. (%)
Statin; any dose 141 (88.7) 281 (88.1)
High-intensity statin 101 (63.5) 218 (68.3)
Not high-intensity statin 40 (25.2) 63 (19.7)
Ezetimibe 78 (49.1) 155 (48.6)
Lipid measures at baseline
LDL-cholesterol (calculated), 3.79 (1.47) 3.93 (1.74)
mmol/L; mean(SD)
LDL-cholesterol (UC), mmol/L; 3.74 (1.39) 3.86 (1.66)
mean(SD)
Total cholesterol, mmol/L; mean(SD)  5.76 (1.60) 5.94 (1.84)
Non HDL-cholesterol, mmol/L 4.44 (1.61) 4.63 (1.87)

mean(SD)

HDL-cholesterol, mmol/L; mean(SD) 1.33 (0.39) 1.31 (0.41)

Apolipoprotein B, mg/dL; mean(SD) 119.9 (37.68) 123.3 (42.87)
Lipoprotein(a), nmol/L; median (IQR)
1.17 (0.82)

1.23 (0.93)

(
(

46.0 (158) 57.0 (148)
Triglycerides, mmol/L; median (IQR) (
(

PCSK9, ng/mL; mean (SD) 341 120)b

ASCVD, atherosclerotic cardiovascular disease; HeFH, heterozygous familial
hypercholesterolemia; UC, preparative ultracentrifugation.

?Patient reported.

®n = measured in lerodalcibep treated patients only.

being on statins, with 66.7% on high-intensity statins and nearly half
(48.7%) also on ezetimibe (Table 1). A total of 319 patients were rando-
mized to lerodalcibep and 159 to placebo. Of these, 306 (95.9%) pa-
tients in the lerodalcibep group and 155 (97.5%) in the placebo group
completed the last dose of study drug (see Supplementary data
online, Figure ST).

Primary outcome

Lerodalcibep reduced LDL-C from baseline by an absolute amount of 2.08
(0.11) mmol/L [LS mean (SE); 95% confidence interval (Cl) —2.30 to
—1.87] with a placebo-adjusted —58.61 (3.25)% reduction at Week 24
(P<.0001 for both). For the co-primary endpoint, the mean of Weeks
22 and 24, lerodalcibep reduced LDL-C by 2.28 (0.10) mmol/L (95% ClI
—247 to —2.09) and —65.0 (2.87)% compared with placebo (P <.0001
for both). The absolute and percentage reductions in LDL-C with lerodal-
cibep compared with placebo during the study are shown in Figure 1.

Secondary outcomes

The effect of lerodalcibep on LDL-C reduction was consistent across a
range of subgroups (Figure 2). Importantly, the reduction in LDL-C was
independent of body mass index, sex, or background oral lipid-lowering
therapy. A reduction in LDL-C of >50% was achieved in 275 subjects
(86.2%) with lerodalcibep, and ESC LDL-C targets were achieved in
222 (69.6%) subjects (Figure 3).

In the per-protocol analysis, 84% of subjects in the lerodalcibep
group and 82% on placebo adhered to the scheduled study per-
protocol drug administration with visits <31 days and did not have
any missing data for the co-primary endpoints of LDL-C at Weeks
22 and 24. The LS mean (SE) placebo-adjusted absolute reduction in
LDL-C was 2.25 mmol/L or —63.62 (3.27)% (95% Cl —70.05% to
—57.19%; P <.0001) at Week 24, and at Week 22/24, endpoint was
LS mean (SE) 2.45 mmol/L or —70.23 (2.83)% (95% Cl —75.79% to
—64.67%; P < .0001) (see Supplementary data online, Table S2).

The majority (68%) of subjects on lerodalcibep achieved both a reduc-
tion in LDL-C of >50% and the ESC-recommended LDL-C target values
vs. only 1.9% on placebo [odds ratio (95% Cl) 220.23 (65.77-737.45);
P <.0001] during the study. Of those with ASCVD, or at very high
risk for ASCVD (n=305), 85.7% achieved a reduction in LDL-C of
>50% with 68% achieving the recommended LDL-C target of
<1.4 mmol/L with lerodalcibep, compared with only 3.9% and 5.9%, re-
spectively, with placebo. For the remainder at high risk for ASCVD (n =
173), 87% achieved a reduction in LDL-C of >50% and 72.4% achieved
the LDL-Ctarget of <1.8 mmol/L with lerodalcibep compared with only
3.5% and 1.8% respectively with placebo. The percentages who achieved
a >50% reduction in LDL-C and who reached ESC-recommended
LDL-C target values were similar using the means of Week 22 and
Week 24 visits (see Supplementary data online, Table $3). Lerodalcibep
reduced free PCSK9 levels from baseline by a median of 93.4% and
94.3% at Weeks 12 and 24, respectively (P <.0001 for both) compared
with an increase of 0.6% at Week 12 and a decrease of 1.2% at Week 24
on placebo. Lerodalcibep reduced mean apolipoprotein B by —52.2
(2.65) mg/dL [LS mean (SE); 95% Cl —57.4 to —47.0; P <.0001], 2 45.6
(2.26)% (95% Cl —50.02 to —41.16; P <.0001) reduction compared
with placebo, and reduced median Lp(a) by 24.4% (interquartile range
37-53; P <.0001). Consistent with the reductions in LDL-C, total chol-
esterol and non—high-density lipoprotein cholesterol decreased signifi-
cantly compared with placebo, as did triglycerides (P <.0001 for all)
while a moderate but statistically significant (P <.01) increase, in high-
density lipoprotein cholesterol, was seen compared with placebo
(Table 2). The percentage change in LDL-C levels from baseline to
Week 24 with lerodalcibep and placebo in individual patients is shown
as a waterfall plot in Supplementary data online, Figure S2.

Safety and adverse events

The incidence of treatment-emergent adverse events is shown in Table 3.
Adverse events that occurred during the study period, regardless of
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causality, were reported in 230/318 (72.3%) receiving lerodalcibep and in
109/159 (68.6%) receiving placebo. The majority of events [221/230 (96%)
in the lerodalcibep patients and 101/109 (93%) placebo, respectively] were
reported as mild to moderate. There was a lower number of serious ad-
verse on lerodalcibep (9/318; 2.8%) compared with placebo (9/159; 5.7%).
Adverse event rates were also similar between lerodalcibep and placebo
when assessed according to system—organ class. Other safety parameters
including laboratory abnormalities were rare and occurred at a similar in-
cidence in both treatment groups. Mean fasting blood glucose and glycated
haemoglobin levels were unchanged from baseline to VWeek 24 in both the
lerodalcibep and placebo groups. There was also no difference in the inci-
dence of adverse events related to glycaemic control between the groups.
There were seven adjudicated events, three (1.9%) in the placebo group

(one death, one ischaemic stroke, and one cardiac event), and four
(1.3%) with lerodalcibep (all cardiac events). None were considered to
be study drug related.

As the study was conducted during the COVID-19 pandemic, acute
COVID-19 infections were reported in 35/318 (11.0%) of patients re-
ceiving lerodalcibep and in 17/159 (10.7%) of those on placebo.

Other treatment-related adverse events included injection site reac-
tion (ISR) with lerodalcibep in 10.1% (32/318) of subjects compared
with 1.3% (2/159) with placebo (see Supplementary data online,
Table S1). The number of total ISR events was 57 (3.1%) of the 1853
doses of lerodalcibep administered compared with 2 (0.2%) of the
934 doses with placebo. All ISRs were graded as mild or moderate;
none were considered severe or persistent and did not lead to higher
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Subgroup

All subjects (Placebo n=159, Lerodalcibep n=319)
Age at informed consent
<65 years (Placebo n=126, Lerodalcibep n=252)
265 years (Placebo n=28, Lerodalcibep n=58)
Sex
Female (Placebo n=80, Lerodalcibep n=158)
Male (Placebo n=74, Lerodalcibep n=152)
Baseline BMI group
2Median (Placebo n=74, Lerodalcibep n=158)
<Median (Placebo n=80, Lerodalcibep n=152)
Race
White (Placebo n=138, Lerodalcibep n=264)
Black or African American (Placebo n=12, Lerodalcibep n=25)
Other (Placebo n=4, Lerodalcibep n=21)

LS Mean (95% CI)

LS Mean (95% CI)
-58.61 (-64.97, -53.24)

— -61.30 (-58.53, -54.07)
— -56.47 (-66.69, 46.25)
-63.27 (-72.87, -53.67)
-68.02 (-65.80, -50.24)

-69.36 (-79.15, -59.58)
-51.94 (-59.50, -44.37)

-59.83 (-66.39, -53.27)
-50.15 (-75.29, -25.02)

LDL-C group at baseline calculated by Friedewald formula
zMedian (Placebo n=76, Lerodalcibep n=157)
>Median (Placebo n=78, Lerodalcibep n=153)
Baseline statin intensity
High intensity (Placebo n=99, Lerodalcibep n=213)
No statin or not high intensity statin (Placebo n=55, Lerodalcibep
n=97)
Diabetes in medical history
Yes (Placebo n=17, Lerodalcibep n=31)
No (Placebo n=137, Lerodalcibep n=279)
Diagnosis of HeFH made by genotyping
Yes (Placebo n=54, Lerodalcibep n=129)
No (Placebo n=100, Lerodalcibep n=181)
CVD status from IRT
High risk for CVD (Placebo n=55, Lerodalcibep n=112)
Very high risk for CVD (Placebo n=99, Lerodalcibep n=198)

&

-94.31 (-129.56, -59.06)

-75.29 (-81.90, -60.68)
-50.05 (-56.21, 43.89)

-62.01(-70.15, -53.87)
-56.58 (-65.56, -47.61)

-47.02 (-64.06, -29.2)
-52.31(-58.92, -56.71)
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Figure 2 Forest plot showing low-density lipoprotein cholesterol reduction with lerodalcibep in different subgroups. BMI, body mass index; IRT,

interactive response technology

withdrawal from treatment than placebo (Table 3). In addition, despite a
higher incidence of ISRs with lerodalcibep, the percentage of patients
who discontinued the study was lower with lerodalcibep (1.6%) com-
pared with placebo (2.5%).

Low levels of transient and sporadic ADAs were detected, and 11
patients (3.4%) had in vitro NAbs. None of the NAbs were associated
with in vivo effects, specifically ISRs or any impairment in PCSK9 or
LDL-C reduction efficacy.

Discussion

Heterozygous FH is one of the most common inherited conditions
worldwide, which, if untreated or undertreated, may confer a 10-fold
or greater risk of premature ASCVD as compared with the general
population.”"® The major driver of ASCVD risk in patients with FH
is the life-long cumulative exposure to elevated LDL-cholesterol
particularly when there is a delay in initiation of effective
LDL-C-lowering therapy.'? In the last decade mAbs to PCSK9, evolo-
cumab and alirocumab were the first novel and highly effective agents to
be added to the standard therapy, since statins and ezetimibe, for the

treatment of FH.?® In HeFH patients on stable lipid-lowering therapy,
the addition of evolocumab 140 mg Q2W or 420 mg Q4 W significantly
reduced LDL-C levels over 12 weeks by up to 60% compared with pla-
cebo.® Alirocumab, at doses of 75 mg Q2W, 150 mg Q2W, or 300 mg
Q2W, in HeFH patients lowered LDL-C by 39.1%-57.9% at 12 weeks
compared with |:>Iacebo.9’21 However, these therapies need to be admi-
nistered subcutaneously every 2 weeks, or with multiple injections or a
9-min slow infusion device, if higher doses are administered monthly.
An alternative to binding or inhibiting circulating PCSK9 has been to
inhibit the synthesis of hepatic PCSK9 production with a siRNA, incli-
siran, and reduce PCSK9 entering the circulation. In the ORION-9
study, a Phase 3 trial in adults with HeFH, with an LDL-C level of
>2.6 mmol/L despite oral lipid-lowering therapy, the administration
of 300 mg inclisiran at Day 1, Day 90, and then every 6 months resulted
in a placebo-adjusted peak reduction of 48% in LDL-C at Day 510,
60-day post-prior dose, with a time-averaged reduction in the LDL-C
between Day 90 and Day 540 of 44% and trough reduction of 40%,
at Day 270 prior to the next dose.”” The reduction in LDL-C is less,
and between dose variability greater, than that seen with mAb therapy,
as inclisiran reduces hepatic PCSK9 synthesis reducing circulating
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Table 2 Changes in lipid and free proprotein convertase subtilisin/kexin type 9 gene parameters at week 24

(intention-to-treat population)

Parameter Lerodalcibep
(n=319)
LDLC(Ca|Cu|ated)a_505% ..............................
LDL-C (UQ) —47.9%
Total cholesterol -32.8%
Apolipoprotein B —38.9%
Non-HDL-C —45.2%
VLDL cholesterol —-16.2%
Triglyceride (median) —10.4%
Lp(a) (median) —24.4%
HDL-C +8.2%
Free PCSK9 (median) —94.3%

Placebo Placebo P value
(n=159) adjusted

- +81% ............................... - 586% ............................. <0001 .
+8.1% —56.0% <.0001
+4.9% -37.7% <.0001
+6.7% —45.6% <.0001
+7.5% —52.6% <.0001
+9.4% —25.6% <.0001
+2.2% -12.2% <.0001
—1.4% —23.9% <.0001
+3.3% +4.8% <.01

- - <.0001°

3Calculated using the Friedewald formula (Haase and Goldberg'®).

®P values evaluate the percentage change from baseline within the lerodalcibep group. All other P values are for the comparison with placebo.

PCSK9 by approximately 80% at peak and 60% at trough, while not ef-
fecting renal, gut, and other sites of PCSK9 production, which contrib-
ute to circulating PCSK9.2>72

While oral PCSK9 inhibitors are in early development and appear
promising, daily administration is necessary, and, as food significantly re-
duces absorption, patients are required to fast and not consume food
for at least 30-min post-dose. It also remains to be shown if tolerability
and efficacy during longer-term treatment with oral PCSK9 inhibitors
are sustained especially in patients on multiple medications with estab-
lished ASCVD or with multiple co-morbidities at very high risk for
ASCVD. In addition, as ASCVD risk reduction is driven by the absolute

reductions in LDL-C, it will be important to determine if LDL-C efficacy
in patients with more severe LDL-C elevations, such as those with FH,
on maximally tolerated statins and other oral lipid-lowering agents, will
be comparable with that achieved with injectables.'” In this study, ler-
odalcibep, a novel small binding protein developed on an alternative
platform to mAbs but with the same mechanism of action by binding
to PCSK?9 in the circulation at a dose of 300 mg in a volume of only
1.2 mL administered monthly, provided sustained LDL-C efficacy
and free PCSK9 suppression and was as effective as evolocumab
140 mg administered every 2 weeks or with monthly 420 mg dosing
delivered as either a 3.5 mL 9-min slow infusion or three separate
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Table 3 Adverse events and key safety laboratory findings

Placebo Lerodalcibep Risk difference
(n=159) (n=318) (95% CI)

. Adverseevents’n ( %) ......................................................................................................................................................
Patients with at least one adverse event 109 (68.6) 230 (72.3) 3.8 (=59 to 134)
Patients with at least one event leading to 3(1.9) 5 (1.6)
withdrawal of study drug

Serious adverse events
Patients with at least one serious adverse 9 (5.7) 9 (2.8)
Event
Death 1(0.6) 0
Cardiovascular deaths 1(0.6) 0
Cancer deaths 0 0
Other cardiovascular adverse events
Pre-specified exploratory cardiovascular 4 (25) 4(13)
events®
Fatal and non-fatal myocardial infarction 0 0
Fatal and non-fatal stroke 0 0
Frequent adverse events®
COVID-19 17 (10.7) 35 (11.0) 0.3 (-9.3 to 10.0)
Upper respiratory tract infection 11 (6.9) 18 (5.7) -1.3 (=109 to 8.4)
Arthralgia 12 (7.5) 13 (4.1) -35(-131t0 6.2)
Nasopharyngitis 3 (1.9%) 16 (5.0) 3.1 (—6.5to 12.8)
Urinary tract infection 8 (5.0) 10 (3.1) -19(-115t0 7.8)
Laboratory results, n (%)
Liver function ALT or AST > 3x ULN 1 (0.6) 0
AST or ALT > 5x ULN 0 0
Muscle CK > 5x ULN 2(13) 3(0.9)
Haematology platelet count < 75 x 10°/L 0 0

Safety population includes all patients who received at least one dose of study medication and adverse events over the study period of 24 weeks.
ALT, alanine transaminase; AST, aspartate transaminase; ULN, upper limit of normal; CK, creatine kinase; RR, relative risk; Cl, confidence interval.
*MedDRA-defined cardiovascular basket of non-adjudicated terms including those classified within cardiac death and any signs or symptoms of cardiac arrest, non-fatal myocardial

infarction, and/or stroke.
®Defined as occurring with a frequency of 5% or more in either treatment group.

injections. The mean reduction in LDL-C of over 2.69 mmol/L at peak
2-week post-dosing at Week 22, and over 2.08 mmol/L at trough
4-week post-dosing at Week 24, allowed the majority of HeFH pa-
tients, even those with high LDL-C levels despite treatment with high-
intensity statin and ezetimibe, to achieve currently recommended
ESC LDL-C targets. The 84% of subjects who maintained adherence
to the protocol-defined monthly dosing visits achieved mean reduc-
tions in LDL-C compared with placebo at the 24-week trough of
64% with just over a 70% reduction at peak during Week 22 through
to Week 24. In addition, lerodalcibep lowered apolipoprotein B by al-
most 50%. Lipoprotein(a) was reduced by 24% consistent with reduc-
tion seen with other PCSK9-directed therapies. As elevated Lp(a) is
an independent risk factor for ASCVD disease, even in HeFH, the sig-
nificant reductions in Lp(a) may be an additional benefit of PCSK9 in-
hibition therapy.?®

While this study was of a relatively short 24-week duration, it is long-
er than many of the prior Phase 2 and 3 trials in HeFH with mAbs. It is
also the largest trial in terms of most ethnically diverse subjects and ac-
tively treated patients with HeFH with a PCSK9 inhibitor. An additional
strength of the study was that the trial did not have an upper limit for
LDL-C at study entry and included patients with on-treatment LDL-C
levels over 10 mmol/L providing a robust assessment of lerodalcibep
and PCSK? inhibition effectiveness in more severe HeFH patients.

In summary, this large global trial with a novel small binding protein to
PCSK9 in subjects with HeFH demonstrated that the addition of lero-
dalcibep 300 mg monthly to existing maximally tolerated statin, ezeti-
mibe, and other lipid-lowering therapies achieved additional LDL-C
reductions of approximately 60% and allowed nearly 70% of patients
to achieve both a reduction in LDL-C of >50% and the 2019
ESC-recommended LDL-C targets, with a safety profile similar to
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placebo (Structured Graphical Abstract). These results support the use of
lerodalcibep for the management of HeFH.
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