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Abstract

Objective: To evaluate the efficacy, safety, and tolerability- of inclisiran in participants with athero-
sclerotic cardiovascular disease (ASCVD) from ORION-10 and ORION-11 stratified by key patient
characteristics.

Patients and Methods: Participants were randomized 1:1 to receive 300 mg inclisiran sodium (284 mg
inclisiran) or placebo on Days 1, 90, 270, and 450, alongside background lipid-lowering therapy. This
pooled, post hoc analysis stratified participants with ASCVD by sex, age, race, kidney function, body
mass index, and glycemic status. Co-primary endpoints were percentage changes in low-density
lipoprotein cholesterol (LDL-C) from baseline to Day 510, and after Day 90 and up to Day 540
(time-adjusted). LDL-C goal attainment and safety were also assessed.

Results: This analysis of 2975 participants included: female, n=827; Black, n=213; 75 years of age or
older, n=458; obese, n=1474; diabetes, n=1182; and moderate-to-severe chronic kidney disease,
n=>538. Mean baseline LDL-C levels in the total ASCVD population were balanced between treatment
arms (inclisiran, 103.4 mg/dL; placebo, 102.0 mg/dL). With inclisiran, mean placebo-corrected per-
centage changes in LDL-C from baseline were —51.5% (95% Cl, —54.0 to —49.0) and —52.1%
(95% ClI, —53.9 to —50.4) to Day 510 and Day 540 (time-adjusted), respectively; this was consistent
across subgroups. LDL-C less than 55 mg/dL at one or more visits was reached by 87.6% of partici-
pants receiving inclisiran. The inclisiran safety profile was consistent across subgroups.

Conclusion: Twice-yearly inclisiran (after initial and 3-month doses) was well tolerated and pro-
vided significant, consistent LDL-C reductions for up to 18 months in participants with ASCVD
independent of key patient characteristics (ORION-10; NCT03399370 and ORION-11;
NCT03400800).

© 2024 THE AUTHORS. Published by Elsevier Inc on behalf of Mayo Foundation for Medical Education and Research. This is an open access article under
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atients with clinical atherosclerotic
P cardiovascular disease (ASCVD) and

elevated low-density lipoprotein choles-
terol (LDL-C), despite statin therapy, are at very
high risk of recurrent ASCVD events."” This
risk is further compounded by the presence of
other ASCVD risk factors, including diabetes,
chronic kidney disease (CKD), and elevated lip-
oprotein(a) [Lp(a)].1‘3'° Consequently, when
patients do not meet guideline-directed

alone, intensive LDL-C lowering with the addi-
tion of non-statin lipid-lowering therapy (LLT)
is recommended. ">

In clinical trials in patients with ASCVD,
the addition of ezetimibe or anti-proprotein
convertase subtilisin/kexin type 9 (PCSK9)
monoclonal antibodies to statin therapy has
been shown to reduce the risk ol major
adverse cardiac events by 6.4% and 15%,
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respectively, vs statins alone.”'® Addition-
ally, bempedoic acid has been shown to
reduce the risk of major adverse cardiac
events in statin-intolerant patients by 13%
compared with placebo.'’ Nonetheless, reg-
istry studies suggest that, despite the avail-
-ability of non-statin LLT, up to 80% of
patients with ASCVD are not at guideline-
recommended LDL-C goals,"”*"* indicating
a need to optimize LLT for patients at the
highest risk of ASCVD events. Further, there
are disparities in the management of elevated
LDL-C between patients of different ages,
sexes, races, and ethnicities.>”

Inclisiran, a small-interfering RNA that
prevents hepatic PCSK9 synthesis,'® has been
shown to produce substantial and sustained re-
ductions in LDL-C and other atherogenic lipo-
proteins with twice-yearly subcutaneous
dosing (after initial doses at baseline and
3 months).'*"*! Therefore, inclisiran may be a
convenient and effective therapy for the man-
agement of patients with clinical ASCVD.
This post hoc analysis evaluated the efficacy,
safety, and tolerability of inclisiran in a subset
of participants with clinical ASCVD from the
ORION-10 (NCT03399370) and ORION-11
(NCT03400800) clinical trials stratified by
key demographic and clinical characteristics.

PATIENTS AND METHODS

Study Design and Participants

This was a post hoc, exploratory analysis of
pooled data from the randomized, double-
blind, placebo-controlled, phase III ORION-10
and ORION-11 ials conducted between
December 21, 2017, and September 09,
2019, and November 01, 2017, and July 31,
2019, respectively. The methodology and
results of both trials have been published
previously (corresponding protocols are avail-
able at NEJM.org).”* The study protocols for
both trials were identical and were approved
by an institutional review board or independent
ethics committee at each participating
institution.

In brief, both studies were 18 months in
duration; participants were randomized 1:1
to receive 300 mg inclisiran sodium (equiva-
lent to 284 mg of inclisiran) or placebo at

Days 1, 90, 270, and 450 in combination
with background maximally tolerated statin
therapy and/or other oral LLT (Figure 1A).
ORION-10 and ORION-11 included adult
participants (>18 years of age) with a his-
tory of ASCVD (coronary heart disease, cere-
brovascular disease, or peripheral artery
disease) and LDL-C greater than or equal
to 70 mg/dL (to convert values to mmol/L,
multiply by 0.0259). If taking statin therapy
or other LLT, the dosage must have been sta-
ble for 30 days or longer before screening,
with no planned changes. ORION-11 also
included adult participants with LDL-C
100 mg/dL or more and an ASCVD risk-
equivalent (type 2 diabetes, familial hyper-
cholesterolemia, or a 10-year risk of a
cardiovascular event of >20%, as assessed
by the Framingham Risk Score for cardiovas-
cular disease, or equivalent). Written
informed consent was obtained from all
participants.

This post hoc analysis included the subset
of participants with ASCVD only (the total
ASCVD population). Participants were strati-
fied by sex (male, female), age (18 to <65 years,
>65 to <75 years, >75 years), race (White,
Black, or “other” [American Indian or Alaska
Native, Asian, and Native Hawaiian or Other
Pacific Islander]), kidney function (based on
estimated glomerular filtration rate [eGFR];
no CKD, eGFR >90 mL/min per 1.73 m>
mild CKD, eGFR >60 to <90 ml/min per
1.73 mz; moderate-to-severe CKD, eGFR
<60 mL/min per 1.73 m®), body mass index
(BMI) (normal weight, BMI <25 kg/m?; over-
weight, BMI >25 to <30 kg/m2; obese, BMI
>30 kg/m®),”* and glycemic status (normogly-
cemia, prediabetes, diabetes; see Supplemental
Material for definitions [available online at
h[[p://www.mayoclinicproceedings.Grg]).

Endpoints

The first co-primary endpoint was the per-
centage change in LDL-C from baseline to
Day 510. To assess the effect of inclisiran on
IDL-C at a steady state, the second co-
primary endpoint was the mean percentage
change in LDL-C from baseline after Day 90
and up to Day 540 (time-adjusted percentage
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FIGURE 1. Study design (A) and participant disposition of the ORION-10 (B) and ORION-1 1 (C) studies. ASCVD, atherosclerotic
cardiovascular disease; FUP, follow-up; PCSK9, proprotein convertase subtilisin/kexin type 9; V, visit,

change). Key secondary endpoints are listed
in the Supplemental Material.

For this post hoc analysis, the proportion
of participants reaching the LDL-C goals of
less than 40 mg/dL and less than 55 mg/dL
at one or more visits were evaluated as
exploratory analyses based on the 2019 Eu-
ropean Society of Cardiology/European

1224

Mayo Clin Proc. ® August 2024:

Atherosclerosis Society lipid management
guidelines and the 2022 American College
of Cardiology Expert Consensus Decision
Pathway published following the finalization
of the study protocols.””” The proportion of
participants reaching a greater than or equal
to 50% reduction in LDL-C (from their
statin-treated baseline) in addition to the
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FIGURE 1. (continued).

goals of less than 70 mg/dL, less than 55 mg/
dL, or less than 40 mg/dL at one or more
visits was also evaluated.

Statistical Analysis
The statistical analyses used have been
described previously; detailed statistical
analysis plans for both trials are available at
NEJM.org.”! For this analysis, all random-
ized participants were included in efficacy
analyses unless otherwise specified. All par-
ticipants who received one or more doses
of study drug were included in safety ana-
lyses, with treatment classification based on
actual treatment received.

The percentage change (first co-primary
endpoint) and absolute change in LDL-C

from baseline to Day 510 were analyzed us-
ing an analysis of covariance (ANCOVA).
The second co-primary endpoint (time-
adjusted percentage change) was analyzed
using a mixed-effects model for repeated
measures (MMRM). Further details of indi-
vidual analyses can be found in the
Supplemental Material.

For continuous variables, two-sided 95%
Cls for least squares means, or 95% Cls for
median values, were calculated. For binary
variables, 95% Cls for proportions were
calculated. The nominal P values and 95%
Cls provided are considered descriptive mea-
sures for the strength of association between
treatment arms and endpoints and are not

formal  criteria to claim  statistical
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significance. For treatment-emergent
adverse events (TEAEs), risk ratios (RRs)
and 95% CIs were calculated. Analyses
were performed using SAS software, version
9.4 or higher (SAS Institute Inc).

RESULTS

Participants
This post hoc, pooled analysis included 2975
participants with ASCVD (93.6% of all 3178
ORION-10 and ORION-11 randomized par-
ticipants, excluding n=203 participants
without ASCVD). Of included participants,
827 (27.8%) were female, 213 (7.2%) were
Black, 32 (1.1%) were included in the “other”
race category, 458 (15.4%) were 75 years of
age or older, 1474 (49.5%) were obese, 1182
(39.7%) had diabetes, and 538 (18.1%) had
moderate-to-severe  CKD  (Supplemental
Table 1, available online at htp:/Avww.
mayoclinicproceedings.org). Overall, 1493
participants with ASCVD were randomized
to inclisiran and 1482 to placebo; most
completed ORION-10 (inclisiran, 92.3%; pla-
cebo, 89.0%) (Figure 1B) or ORION-11 (incli-
siran, 95.8%; placebo, 95.3%) (Figure 1C).
Baseline characteristics were generally
balanced between weatment arms within
each key demographic and clinical character-
istic subgroup, although there was some vari-
ation (Supplemental Tables 1-4, available
online at http://www.mayoclinicproceedings.
org). Median baseline Lp(a) levels varied
across subgroups, although this was generally
balanced between treatment arms except for
the Black (inclisiran, 129.0 nmol/L; placebo,
169.0 nmol/L; P=.02) and overweight (incli-
siran, 53.5 nmol/L; placebo, 43.0 nmol/L;
P=.03) subgroups (Supplemental Table 4).
Median baseline Lp(a) levels were greater
than or equal to 2.0-fold higher in female vs
male participants (inclisiran, 84.0 nmol/L
and 38.5 nmol/L; placebo, 80.0 nmol/L and
40.0 nmol/L, respectively), and were greater
than or equal to 3.1-fold higher in Black vs
White participants (inclisiran, 129.0 nmol/L
and 41.0 nmol/L; placebo, 169.0 nmol/L and
41.0 nmol/L, respectively) (Supplemental
Table 4).

Efficacy

Figure 2A summarizes the percentage
change in LDL-C from baseline in the total
ASCVD population. With inclisiran, mean
overall placebo-corrected percentage change
in LDL-C from baseline to Day 510 (co-pri-
mary endpoint) was -51.5% (95% CI,
—54.0 to —49.0; P<.001), and LDL-C
lowering was consistent across subgroups
(—53.7% to —45.2%) (Figure 2B). Mean ab-
solute change in LDL-C from baseline to
Day 510 was —50.8 mg/dL (95% CI, —52.6
to —49.0) with inclisiran vs —0.4 mg/dL
(95% CI, —2.1 to 1.3) with placebo; this
was consistent across all subgroups
(P<.001 for inclisiran vs placebo)
(Supplemental Table 5, available online at
http://www.mayoclinicproceedings.org).

With inclisiran, the mean placebo-
corrected, time-adjusted percentage change
(co-primary endpoint) and absolute change in
LDL-C from bhaseline after Day 90 and up to
Day 540 was —52.1% (95% CI, —53.9 to
—50.4) and —52.3 mg/dL (95% CI, —54.0
to —50.6) respectively (Figures 3A and 3B).
There was minimal variation across subgroups
(mean percentage change, —544% to
—48.3%; mean absolute change, —59.7 mg/dL
to —48.7 mg/dl) (Figures 3A and 3B and
Supplemental Table 6 [available online at
http://www.mayoclinicproceedings.orgl).

Overall, inclisiran treatment reduced
PCSK9 levels from baseline by 71.6% (95%
Cl, —73.2 to —69.9) at Day 510 compared
with an increase of 12.1% (95% CI, 10.4 to
13.7) with placebo. The decrease in PCSK9
from baseline to Day 510 with inclisiran was
consistent across subgroups (Supplemental
Table 7, available online at hup:/fwww.
mayoclinicproceedings.org). Similarly, incli-
siran led to reductions from baseline in total
cholesterol, apolipoprotein B (apoB), triglycer-
ides, and non—high-density lipoprotein choles-
terol at Day 510 that were generally consistent
across subgroups (Supplemental Table 7).

In the total ASCVD population, median
Lp(a) levels decreased from baseline to
Day 540 with inclisiran (-=17.9%; 95% CI,
—19.5 to —16.3), and increased with placebo
(3.3%; 95% CI, 1.8 to 4.8; inclisiran vs

Mayo Clin Proc. ® August 2024;99(8):1222-1235 m https://doi.org/10.1014/j.mayocp.2024.03.025
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FIGURE 2. Post hoc, pooled analysis of percentage change in LDL-C over time, from basefine to Day 540, with inclisiran and placebo
using MMRM (A) and placebo-corrected percentage change in LDL-C from baseline to Day 510, with inclisiran using ANCOVA (B), in
participants with ASCVD from ORION- 10 and ORION-I |, ANCOVA, analysis of covariance; ASCVD, atherosclerotic cardiovascular
disease; BL, baseling; BMI, body mass index; Cl, confidence interval; CKD, chronic kidney disease; LDL-C, low-density lipoprotein
cholesterol; LS, least squares; MMRM, mixed model for repeated measures.
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FIGURE 3. Post hoc, pooled analysis of time-adjusted, placebe-corrected percentage change (A) and absolute change (B) in LDL-C from
baseline after Day 90 and up to Day 540, with inclisiran, in participants with ASCVD from ORION-|0 and ORION-| .. *Participants with
missing data were excluded from this analysis. To convert LDL-C from mg/dL to mmol/L, multiply by 0.0259. ASCVD, atherosclerotic
cardiovascular disease; BMI, body mass index; Cl, confidence interval; CKD, chronic kidney disease; LS, least squares.

placebo, P<.001). Reductions in Lp(a) from
baseline with inclisiran were comparable in
female vs male participants (—15.5% and
—18.3%) and Black vs White participants
(—193% and —17.7%) (Supplemental
Table 7).

Significantly more participants treated
with inclisiran in the total ASCVD popula-
tion reached the LDL-C goals of less than
100 mg/dL, less than 70 mg/dL, and less
than 25 mg/dL vs placebo at one or more
visits (97.9%, 93.5%, and 35.3% vs 81.1%,
38.0%, and 0.6%, respectively; P<.001 for
inclisiran vs placebo for all goals)
(Figure 4A). The exploratory LDL-C less
than 55 mg/dL and less than 40 mg/dL goals
were mel, al one or more visits, by signifi-
cantly more participants treated with incli-
siran vs placebo (87.6% and 68.2% vs
12.4% and 1.6%, respectively; P<.001 for
both goals). Overall, LDL-C was reduced
from a statin-treated baseline by 30% or
more in 87.9% ol participants treated with
inclisiran vs 6.0% with placebo (P<.001) at
one or more visits (Figure 4B).

Safety

A summary of safety analyses by treatment
arm for the total ASCVD population and
subgroups is presented in Supplemental
Table 8. The incidence of TEAEs was
broadly similar between treatment arms in
the total ASCVD population (inclisiran:
77.2%, placebo: 77.8%; RR, 0.99; 95% (I,
0.96 to 1.03) and across subgroups (incli-
siran, 68.2% to 81.7%; placebo, 61.5% to
85.5%; RR, 095 to 1.12). Rates of
treatment-emergent serious adverse events
were also similar between treatment arms
in the total ASCVD population (inclisiran,
22.5%; placebo, 25.3%; RR, 0.89; 95% (I,
0.78 to 1.01) and across subgroups ranged
from 4.5% to 30.8% with inclisiran and

20.0% to 35.0% with placebo (RR, 0.23 to
1.04). The incidence of study drug-related
trealment-emergent serious adverse events
was low and similar between treatment
arms, irrespective of subgroup (inclisiran,
0% to 0.9%; placebo, 0% to 1.1.%; RR, 0.40
to 2.10) (Supplemental Table 8).

Overall, TEAEs leading to study discon-
tinuation were reported in 0.8% of partici-
pants receiving inclisiran and 03% of
participants receiving placebo (RR, 2.37,
95% CI, 0.84 to 6.72); the incidence of
participant deaths was 1.7% in both treat-
ment arms (RR, 0.99; 95% CI, 0.57 to
1.71) (Supplemental Table 8). Clinically
relevant TEAEs at the injection site were
more common with inclisiran vs placebo
(54 [3.6%] vs 11 [0.7%]; RR, 4.85; 95% (I,
2.55 to 9.24), and all were mild or moderate
(Table 1). Clinically relevant TEAEs at the
injection site were generally more common
with inclisiran vs placebo across subgroups
(Supplemental Table 8).

DISCUSSION

This post hoc, pooled analysis of ORION-10
and ORION-11 evaluated the efficacy, safety,
and tolerability of inclisiran vs placebo in
participants with ASCVD, and according to
sex, age, race, kidney function, BMI, and gly-
cemic status.

Twice-yearly inclisiran (after initial doses
at Days 1 and 90) resulted in a mean
LDL-C reduction from
baseline to Day 510 of 51.5%, and a
placebo-corrected, time-adjusted reduction
in LDL-C from baseline of 52.1%. In addi-
tion, inclisiran had a similar safety profile
to placebo and was well tolerated except
for TEAEs at the injection site, which were
all mild or moderate. These results are
consistent with the overall ORION-10 and
ORION-11 populations and other phase III

placebo-corrected
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FIGURE 4. Post hoc, pooled analysis of the proportion of participants with ASCVD in ORION-10 and
ORION-1 | reaching guideline-recommended LDL-C goals (A), and with a 50% or greater reduction from
baseline in LDL-C and reaching LDL-C goals (B), at one or more visits, “The less than 55 mg/dL and less
than 40 mg/dL LDL-C goals were added as exploratory analyses because of their inclusion in recent lipid
management guidelines and consensus statements."”” P<.001 for inclisiran vs placebo for all goals,
ASCVD, atherosclerotic cardiovascular disease; LDL-C, low-density lipoprotein cholesterol.

e 43.7%; time-adjusted, 52.1% vs 41.0%) and

inclisiran studies.*>*"*>** Compared with
a numerically lower incidence of TEAEs

the 203 ORION-11 participants with ASCVD

risk equivalent, participants with ASCVD in
the current analysis showed numerically
larger placebo-corrected reductions in LDL-
C from baseline (to Day 510, 51.5% vs

(inclisiran: 77.2%, placebo: 77.8% vs incli-

siran: 92.9%, placebo: 83.8%).”
The Cholesterol Treatment

meta-analyses have shown that

Trialists’
every
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TABLE 1. Summary of Participants With One or More Clinically Relevant TEAE at the Injection Site, by Treatment Arm, in the ASCVD Safety

Population

Inclisiran (n=1494%) Placebo (n=1477%) Total (N=2971%) RR* (95% Cl)
Participants with >1 clinically relevant TEAE 54 (3.6) I (©.7) 65 (22) 4.85 (255 to 9.24)
at the injection site?
Mild 35 (23) 10 (0.7) 45 (1.5) 346 (1.72 to 6.96)
Moderate 19 (1.3) I @ 20 (0.7) 18.78 (252 to 140.13)
Severe 0 0 0 e

ASCVD, atherosclerotic cardiovascular disease; Cl, confidence interval; RR, risk ratio; TEAE, treatment-emergent adverse event

Data are n (%) unless otherwise specified,

*Two participants assigned to the inclisiran group were nat dosed; two participants assigned to the placebo group were not dosed; three participants assigned to the placebo

group received inclisiran and were analyzed as part of the inclisiran safety population.
BOnly participants who received one or more dose of inclisiran or placebo comprised the safety population, with treatment classification based on actual treatment received.

“RR of inclisiran/placebo.

“Injection-site adverse events included the prefemed terms injection-site erythema, injection-site hypersensitivity, injection-site pruritus, injection-site rash, and injection-site

reaction.

I-mmol/L reduction in LDL-C reduced car-
diovascular event risk by 22%." The clear cor-
relation between degree of LDL-C lowering
and reduction in cardiovascular events is
further emphasized by medical society
recommendations to treat patients to
IDL-C goals for secondary ASCVD
prevention. >’ Despite this, the majority
of patients with ASCVD do not meet
guideline-recommended LDL-C goals due to
factors including poor adherence, clinical
inertia, health inequities, and barriers to
care.'>°*% In this analysis, most participants
treated with inclisiran in combination with
maximally tolerated statins and/or additional
LLT experienced a reduction in LDL-C from
baseline of 50% or more (87.9%) and/or
reached the goals of LDL-C less than
70 mg/dL (86.2%) or less than 55 mg/dL
(82.6%) at one or more visits. These observa-
tions suggest that the use of inclisiran can
facilitate LDL-C goal attainment in high-risk
patients with ASCVD who are not achieving
adequate LDL-C reduction despite the use
of statins and other oral LLT.

Of the approximately 24 million US
adults with ASCVD, 39.1% have diabetes
and 15.8% have CKD."? Both comorbidities
can alter an individual’s lipid profile and in-
crease the risk of ASCVD events, %2932
Race, excess weight, older age (>65 years),
and sex-related factors, including adverse

pregnancy outcomes and premature meno-
pause, have also been associated with
increased ASCVD risk, and in some cases
altered lipid profiles.'”*">*°* Medical soci-
ety guidelines recommend that a patient’s
race is considered when determining ASCVD
risk and statin intensity due to heterogeneity
in medication responses and risk for ASCVD,
elevated lipid levels, and other cardiovascu-
lar risk factors that are observed between
groups.” Certain cardiovascular risk factors
(eg, hypertension and diabetes) are more
prevalent among Black populations than
White populations in the United States,
and Black patients with ASCVD are less
likely to receive prescriptions for LLT (eg,
statins) compared with White patients. "’
In addition, some patient groups, including
female patients, older patients (>65 years),
and those with severe CKD, are typically
more likely to experience drug-related
adverse events.>>>" Thus, the efficacy and
safety of twice-yearly inclisiran vs placebo
was examined across patient subgroups,
and inclisiran was shown to be effective
and well tolerated, irrespective of sex, age,
race, kidney function, BMI, and glycemic
status.

Across all subgroups, the
corrected mean reductions in LDL-C from
baseline to Day 510 with inclisiran treatment
ranged from 45.2% to 53.7%, and the mean

placebo-
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1232

placebo-corrected, time-adjusted LDL-C re-
ductions from baseline after Day 90 and up
to Day 540 ranged from 48.3% to 54.4%.
These results were consistent with the over-
all study population and other clinical trials
showing the efficacy of twice-yearly incli-
siran regardless of age, race, sex, glycemic
status, BMI, and kidney function.20:21:23.24
In addition, this finding is similar to those
reported with statins and PCSK9 mono-
clonal antibodies which have also shown
consistent LDL-C—lowering across demo-
graphic and clinical subgroups.”™* As a
first-in-class LDL-C—lowering  small-
interfering RNA with the potential to be
administered to diverse patient populations,
our analysis demonstrates the generally
consistent efficacy of inclisiran in these spe-
cific demographic groups.

In addition to LDL-C, elevated levels of
other atherogenic apoB-containing lipopro-
teins, including Lp(a), are associated with
increased risk of ASCVD events.***? In
the total ASCVD population, mean total
cholesterol (—31.9%), apoB (—43.3%), tri-
glycerides (—6.7%), non—high-density lipo-
protein cholesterol (—46.0%), and median
Lp(a) (—17.9%) were significantly reduced
from baseline vs placebo after 18 months of
inclisiran treatment, consistent with results
from other inclisiran clinical trials.***"+*>*
In this ASCVD population, as has been
consistently reported in other studies,”°
Black participants and female participants
had higher median Lp(a) levels than White
participants and male participants, respec-
tively. The 2.0-fold or greater difference in
baseline median Lp(a) levels between female
and male participants in this subanalysis is
greater than reported in other population an-
alyses (1.2-fold to 1.4-fold) >3%° Despite the
differences in median baseline Lp(a) levels,
inclisiran treatment significantly reduced
Lp(a) levels vs placebo by a similar propor-
tion compared with the total ASCVD popula-
tion in both female and Black participants.

Study Limitations

This analysis was not adequately powered to
make formal statistical comparisons between
subgroups. Although the effects of inclisiran

were generally uniform across subgroups,
the proportions of participants identified as
Black (7.2%), “other” race (1.1%), female
(27.8%), or with moderate-to-severe CKD
(18.1%) were relatively small. This limits
the ability to detect any potential differences
in efficacy and/or safety of inclisiran in these
patient categories. Consequently, the effect
of race, kidney function, and sex on the effi-
cacy and safety of inclisiran necessitates
further investigation in studies with larger
numbers of participants in each category to
confirm our initial findings. We were unable
to determine the exact proportion of partici-
pants who achieved a  guideline-
recommended 50% or greater LDL-C reduc-
tion from an untreated baseline, as baseline
LDL-C for most participants was measured
on a background of statin and/or other
LLT. However, at a minimum, 87.9% of par-
ticipants had a reduction of LDL-C of at least
50% from that baseline.

CONCLUSION

Lowering LDL-C to guideline-recommended
goals is critical to reduce the risk of cardio-
vascular events in patients with clinical
ASCVD. Twice-yearly inclisiran (after initial
doses at baseline and 3 months) administra-
tion for up to 18 months was well tolerated
and provided significant and sustained
LDL-C reductions of approximately 50% in
participants with ASCVD stratified by age,
race, sex, kidney function, BMI, and glyce-
mic status. Inclisiran is an effective therapeu-
tic option for health care professionals to
consider when selecting LLT for patients
with ASCVD across a range of comorbidities
and characteristics.
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