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andomized trials' showed that inclisiran

effectively and safely reduces low-density li-

poprotein cholesterol (LDL-C). Real-world
studies reported a median LDL-C reduction (35.5%-
38%), with higher reductions (42.2%°-45%°) in pa-
tients on statins. Recently, VICTORION-INITIATE*
(A Randomized, Multicenter, Open-label Trial
Comparing the Effectiveness of an “Inclisiran First”
Implementation Strategy to Usual Care on LDL
Cholesterol [LDL-C] in Patients With Atherosclerotic
Cardiovascular Disease and Elevated LDL-C
[=70 mg/dL] Despite Receiving Maximally Tolerated
Statin Therapy) reported significant 53% LDL-C
reduction in patients treated with inclisiran vs usual
care, underscoring the inertia of traditional ap-
proaches. Thus, to address the need for additional
real-world data on LDL-C-lowering effects of incli-
siran, we designed the CHOLINET (CHOLesterol Ital-
ian inclisiran NETwork; NCT06287177) registry, the
largest single-country, real-world data set.

METHODS

CHOLINET is a single-country, multicenter, observa-
tional, prospective, phase 4 registry of Italian
patients initiating inclisiran as part of clinical man-
agement. Reimbursement criteria (Italian Medicines
Agency [AIFA], GU 231-03.10.2022) include patients at
very high cardiovascular (CV) risk with LDL-C
of =70 mg/dL on statin + ezetimibe. Lipids were
assessed at a median of 17 days before each inclisiran
administration. CV risk categorization was performed
according to the European Society of Cardiology
(ESC)/European Atherosclerosis Society (EAS) guide-
lines.” Main outcomes were LDL-C reduction from
baseline and percentage of patients reaching LDL-C
target at 3 and 9 months. The study was approved
by the Campania 3 Ethical Committee.

STATISTICAL ANALYSIS. Standard descriptive sta-
tistics were used to describe the sample: mean 4+ SD
or median (Q1-Q3) for numeric variables and absolute
frequency with percentage for categorical factors.
Between-group comparisons were based on appro-
priate statistical tests: Student’s t-test for indepen-
dent samples, Mann-Whitney U test, chi-square test,
or Fisher exact test. Analyses were conducted using
the R statistical platform, version 4.2.2 (R Foundation
for Statistical Computing).

RESULTS

A total of 659 patients were enrolled across 31 Italian
sites between November 2022 and February 2024. Of
these, 529 patients reached the 3-month milestone,
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and 513 patients (97%) received their second
dose and had lipid levels measured. Addi-
tionally, of the 178 patients who reached the
9-month milestone, 171 (96%) received the
third dose and had their lipid levels
measured. The mean age was 63 years, and
the majority were male (69%). Inclisiran was
mostly prescribed by cardiologists (98%) and
in ambulatory setting (87%). Of these patients, 20%
were diabetic, 15% had familial hypercholesterolemia
(FH), and 93% were at very high CV risk. Statin
intolerance was reported in 36% of patients. Baseline
median LDL-C was 103 mg/dL (Q1-Q3: 80-149 mg/dL),
71% were on statin + ezetimibe, 16% were on ezeti-
mibe alone, and 13% were not receiving lipid-
lowering therapy.

At the 3-month follow-up, median LDL-C reduction
was 51% (Q1-Q3: 35%-67%), reaching a median LDL-C
level of 50 mg/dL (Q1-Q3: 32-77 mg/dL). In 171 patients
at the 9-month follow-up, the median LDL-C reduc-
tion was 56% (Q1-Q3: 37%-72%). Among very-high-
risk patients, 57% and 69% reached LDL-C targets
of <55 mg/dL°> and <70 mg/dL®, respectively, at
3 months, increasing to 67% and 80% at 9 months.

Patients receiving statin + ezetimibe showed greater
LDL-C reduction compared to those not on combina-
tion therapy both at 3 (58% vs 42%; P < 0.0001) and
9 months (61% Vs 47%; P < 0.0001). Similar trends
were noted in the very-high-risk group (Figure 1).

Univariate predictors of target achievement at
3 months were age (OR: 1.4; 95% CI: 1.17-1.67;
P < 0.001), male sex (OR: 1.64; 95% CI: 1.12-2.39;
P = 0.01), hypertension (OR: 1.89; 95% CI: 1.27-2.82;
P = 0.002), chronic coronary syndrome (OR: 2.35;
95% CI: 1.63-3.38; P < 0.001), and statin therapy alone
(OR: 4.07; 95% CI: 1.6-10.34; P = 0.003) or in combi-
nation with ezetimibe (OR: 6.33; 95% CI: 3.65-11;
P < 0.001). However, previous exposure to anti-PCSK9
antibodies (OR: 0.47; 95% CI: 0.28-0.81; P = 0.006) and
FH (OR: 0.19; 95% CI: 0.11-0.32; P < 0.001) were pre-
dictors of failure to achieve LDL-C target. At multi-
variable analysis, FH (OR: 0.47; 95% CI: 0.23-0.95;
P = 0.036) and statin/ezetimibe combination
(OR: 4.14; 95% CI: 2.23-7.69; P < 0.001) remained sig-
nificant predictors of achieving the LDL-C target.

In 63 patients with previous exposure to anti-
PCSK9 antibodies, LDL-C reduction at 3 months was
34% compared to 54% in those without prior expo-
sure (P < 0.001). This difference persisted at
9 months.

Overall, 23 patients discontinued inclisiran. The
discontinuation cause was not reported in 4, whereas
13 patients stopped inclisiran at 3 months (7 for
medical advice, 4 self-discontinued, 2 because of

ABBREVIATIONS
AND ACRONYMS

CV = cardiovascular
FH = familial
hypercholesterolemia
LDL-C = low-density
lipoprotein cholesterol
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(A) Bar graph showing the median percent reduction of LDL-C, in the overall population and further stratified by the presence or absence of concomitant
statin + ezetimibe therapy, in patients at the 3- and 9-month follow-ups. (B, C) Bar graph showing the percentage of very-high-risk patients, overall and further
stratified by the presence or absence of concomitant statin + ezetimibe therapy, achieving (B) the <55-mg/dL and (C) the <70-mg/dL LDL-C target, according to
ESC/EAS and American College of Cardiology/American Heart Association guidelines, respectively, at the 3- and 9-month follow-ups. CV = cardiovascular;
LDL-C = low-density lipoprotein cholesterol.

injection site reaction). In addition, 6 patients
discontinued at 9 months (4 for medical advice,
2 self-discontinued).

DISCUSSION

In this study, a reduction in LDL-C levels was
observed in patients receiving inclisiran, with most of
them achieving the LDL-C target without significant
side effects at 3 and 9 months.

Our data confirm the efficacy observed in ran-
domized studies, reporting an LDL-C reduction of

50% to 55%' at day 90 and of 57% to 60.2%”-° at
9 months, consistent with our findings showing a
51.2% LDL-C reduction at 3 months and 55.7% at
9 months.

Recently, VICTORION-INITIATE* reported an LDL-C
reduction of 57.7% and 52% at 3 and 9 months,
respectively, aligned with our findings. Notably,
89.8% of patients in the inclisiran arm of VICTORION-
INITIATE received background statin therapy*
compared to 71.5% of our study. In that study, 72%
and 68% of patients reached the <55-mg/dL target,
and 80.9% and 75.6% the <70-mg/dL target, at 3 and
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9 months, respectively. Similarly, our study showed
that 71% and 83.2% of very-high-risk patients
receiving statin + ezetimibe reached the <55 mg/dL
target, and 82.3% and 94.7% the <70 mg/dL target, at
3 and 9 months, respectively.

Unlike VICTORION-INITIATE,* 92.4% of our pa-
tients on statin therapy also received ezetimibe,
whereas statin/ezetimibe combination was used only
in 1.1% of VICTORION-INITIATE* patients, possibly
explaining the higher LDL-C reduction observed in
our registry.

Previous retrospective real-world studies in
smaller populations reported a lower efficacy of
inclisiran.”* Recently, a small monocentric retro-
spective registry’ showed LDL-C reduction at
3 months of 37.9% and 54.1% in primary and sec-
ondary prevention with inclisiran, respectively.
However, the impact of concomitant statin therapy
was not explored. In our study, greater LDL-C re-
ductions were observed in patients who received
inclisiran with statin 4+ ezetimibe background ther-
apy, as previously reported in smaller series.”?

In conclusion, this observational study shows that
inclisiran is associated with significant LDL-C re-
ductions in a real-world setting, enabling most very-
high-risk patients to reach targets recommended by
European or U.S. guidelines, particularly with back-
ground statin 4 ezetimibe therapy.
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