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ABSTRACT

Inclisiran and bempedoic acid (BA) are non-statin lipid-lowering agents that have been
approved for use in the US and Europe. Inclisiran, a subcutaneously administered small
interfering RNA targeting proprotein convertase subtilisin/kexin type 9 messenger RNA,
is effectively delivered to the liver via lipid nanoparticles and conjugation. In several phase
3 trials, it has successfully reduced low-density lipoprotein cholesterol (LDL-C) by 50%
and has an acceptable safety profile. Currently, the results of clinical outcome studies are
awaited. While it is indicated for both primary and secondary cardiovascular prevention, it
is selectively recommended after statin-based regimens. BA, an oral inhibitor of adenosine
triphosphate-citrate lyase, decreases cholesterol production and enhances LDL uptake by
hepatocytes. This enzyme is absent in muscle cells, and BA has fewer muscle-related adverse
events. In clinical trials, it lowered LDL-C by 17%-21% compared to placebo and showed a
clinical outcome benefit in patients with statin intolerance. This agent modestly increases
the incidence of gout and cholelithiasis. For primary and secondary prevention, it may be
recommended as a non-first-line agent, either alone or in combination therapy.

Keywords: Coronary artery disease; Pharmacology; Lipoproteins; Safety

INTRODUCTION

Numerous articles have recently been published on inclisiran and bempedoic acid (BA).
Given that these agents were only recently released, there is significant interest and a

need for in-depth knowledge about them. This update provides essential pharmacological
information, key results from clinical trials, and an overview of their approval status and
recommendations worldwide. Although official recommendations are limited, we have
endeavored to summarize the available data as objectively as possible. We hope this article
will assist physicians and researchers interested in lipid disorders, cardiovascular prevention,
and new lipid-lowering agents.*?
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INCLISIRAN

Inclisiran, a small interfering RNA (siRNA) agent, functions by inhibiting the production

of proprotein convertase subtilisin/kexin type 9 (PCSK9). It effectively lowers low-density
lipoprotein cholesterol (LDL-C) levels and requires administration only once every six months,
demonstrating a favorable safety profile. This article provides a comprehensive overview of
inclisiran’s development, pivotal clinical findings, and potential clinical implications.

1. Background of development

PCSKO9 regulates the lifespan of LDL receptors. When PCSK9 binds to an LDL receptor,

it leads to its degradation and diminishes the ability of liver cells to uptake LDL from the
bloodstream.* A gain-of-function mutation in the PCSK9 gene is linked to the development
of familial hypercholesterolemia (FH).> Conversely, in individuals with a nonsense mutation
in the PCSK9 gene, the blood LDL-C concentration is lower than in those who do not have
such a mutation.® Monoclonal antibodies targeting PCSK9 have been developed, and clinical
trials have shown that these medications not only reduce LDL-C levels but also effectively
decrease cardiovascular risk.”® However, PCSK9 antibodies have several disadvantages,
including bi-monthly injections, injection site reactions, and high costs. Inclisiran has been
developed as an alternative agent to these agents.

2. Action mechanism and pharmacological characteristics

When long hairpin structured double-stranded RNA enters the cytoplasm, it is processed by
Dicer, which cleaves it into 19-21 base pair siRNAs. These siRNAs, upon binding with other
proteins, form the RNA-induced silencing complex. Once assembled, the complex allows
the siRNA to unwind from its double-stranded form into a single strand, which then binds
to a complementary messenger RNA (mRNA), leading to the cleavage and degradation of the
mRNA.*" Inclisiran is an siRNA specifically designed to target and degrade the mRNA for
PCSKO9. By doing so, it inhibits the production of PCSK9 protein, increases the number of
LDL receptors, and consequently lowers the blood LDL-C concentration (Fig. 1).

‘ LDL-C
Inclisiran%. GalNac More LDL-C 9 ) 9
uptake @ 9 Q @ DL receptor
Asialoglycoprotein receptor 9
Cell g
membrane — ! I

/

More LDL
}.I receptor recycle
RISC \

WP\CSKg MRNA

. . RISC N\J—
: O\.n\‘k‘)

Degradation of PCSK9 mRNA

»

Decreased
production of PCSK9
PCSK9

Golgi appratus

Fig. 1. Mechanism through which inclisiran reduces LDL-C levels in hepatocytes.
LDL-C, low-density lipoprotein cholesterol; GalNac, N-acetylgalactosamine; RISC, RNA-induced silencing
complex; PCSK9, proprotein convertase subtilisin/kexin type 9; mRNA, messenger RNA.

https://doi.org/10.12997/jla.2025.14.2.135 136



Inclisiran and Bempedoic Acid

Journal of
Lipid and
Atherosclerosis

https://e-jla.org

When synthesized siRNA is injected into the body, it faces several biological barriers before
reaching the cytoplasm of liver cells, where it can perform its intended function. This
journey involves overcoming various obstacles.'®" To overcome these numerous barriers,
inclisiran is modified with lipid nanoparticles (LNPs) and conjugated with a specific
ligand.* LNPs encapsulate the siRNA, protecting it from degradation and enhancing cellular
uptake. They are particularly effective in targeting the liver due to their natural uptake via
the liver’s scavenger receptors.” Additionally, conjugation with specific ligands, such as
N-acetylgalactosamine, further enhances uptake by hepatocytes.’” These delivery methods
are crucial for ensuring that siRNA therapies like inclisiran effectively reach their target cells
in the liver and carry out their gene-silencing functions. In an animal study, the ALN-

PCS molecule, a precursor to inclisiran, was incorporated into LNPs and achieved a 70%
reduction in PCSK9 mRNA in transgenic mice expressing human PCSK9. This resulted in an
approximate 60% decrease in LDL-C levels in the blood."

The peak blood concentration is achieved about 4 hours after injection and the concentration
is undetectable at 48 hours. Inclisiran has an elimination half'life about 9 hours, and 16%

is cleared by kidney." Patients with renal impairment revealed up to 3.3-fold increase in
inclisiran maximum plasma concentration (C,,.,) and up to 2.3-fold increase in inclisiran
area under the concentration-time curve. No dose adjustment is required for individuals with
renal impairment.” Patients with hepatic dysfunction had up to 2.1-fold increase in inclisiran
Cuax and up to 2.0-fold increase in area under the concentration-time curve. Dose adjustment
is not necessary in individuals with mild to moderate hepatic dysfunction.”

In a phase 1 trial, administering a single intravenous dose of ALN-PCS, a synthetic siRNA
against PCSK9 developed by Alnylam, at 0.4 mg/kg resulted in a 70% reduction in circulating
PCSKO levels and a 40% reduction in LDL-C levels over 30 days.?® The subsequent development
of ALN-PCSsc, synthetic siRNA against PCSK9 that is conjugated to triantennary
N-acetylgalactosamine carbohydrate enabled its administration via subcutaneous injection.
In another phase 1 trial, doses of 300 mg or more, whether given once or multiple times,

led to reductions in PCSK9 and LDL-C levels by 84% and 60%, respectively, lasting at least 6
months.” The adverse events observed were generally mild. In the phase I ORION-1 trial, a single
300 mg dose of subcutaneous injection lowered LDL-C by 38% at day 180 in patients with high-
risk cardiovascular disease (CVD) and elevated LDL-C levels, despite 70%-80% of them being on
statin therapy. The adverse reactions were tolerable, with 11% of patients in the inclisiran group
experiencing serious adverse events (AEs), compared to 8% in the placebo group.?

ORION-9, a phase III trial, was conducted in patients with heterozygous FH, with
approximately 90% of participants receiving statin therapy. The between-group difference in
the percent change of LDL-C reduction at day 510 was -48%, and the time-adjusted percent
change of LDL-C from day 90 to 540 was -44%. Although AEs and serious AEs were similar
between the two groups, more injection site reactions occurred in the inclisiran group.?
ORION-10 and ORION-11, both phase III clinical trials, included patients with atherosclerotic
cardiovascular disease (ASCVD) or its equivalent who had elevated LDL-C despite maximal
statin therapy. The between-group differences in the percent change of LDL-C at day 510
ranged from -50% to —52%, while the time-adjusted percent changes from day 90 to day 540
ranged from —49% to -54%. AEs were generally similar between the groups.* The ORION-3
study, an extension of ORION-1, assessed the long-term efficacy and safety of biannual
inclisiran injections, demonstrating sustained LDL-C reduction over 4 years with acceptable
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Table 1. Results of clinical trials on inclisiran
Trials Participants Regimens and endpoints Findings Clinical implications
ORION-17* n=501; At high risk Single-dose SC injection of placebo or 200,  Mean reduction of LDL-C of 28%-42% after Inclisiran lowered PCSK9
of CVD; elevated 300, or 500 mg inclisiran or two doses of single dose inclisiran; 36-53% after two doses; and LDL-C in patients
LDL-C; statin users these at days 1 and 90; least-square mean  serious AEs in 11% of inclisiran and 8% of with high cardiovascular
67%-83% % change in LDL-C at 180 days placebo groups risk and LDL-C.
ORION-9%2 n=482; heterozygous  SC injection of inclisiran (300 mg) or —-40% in inclisiran group and 8% in the placebo Among adults with
FH; statin users 90%  placebo on days 1, 90, 270, 450; % change group at day 510 (difference —48%), Time- heterozygous FH,
in LDL-C on day 510; Time-adjusted % adjusted change in LDL-C -38% in inclisiran inclisiran reduced LDL-C
change in LDL-C between days 90 and 540  and 6% in placebo groups (difference -44%);  with infrequent dosing
AEs/serious AEs were similar and acceptable safety.
ORION-10**  n=1,561; ASCVD, Inclisiran (284 mg) or placebo on days 1 and LDL-C -52% in the inclisiran group, time- An LDL-C reduction of
elevated LDL-C after 90, and every 6 months up to 540 days; adjusted —54%; AEs were similar, injection-site  approximately 50% was
MTD statin placebo-corrected % change in LDL-C to reactions were more frequent in inclisiran group  obtained with inclisiran
day 510, time-adjusted % change in LDL-C SC every 6 months.
after day 90 to day 540
ORION-11%  n=1,617; ASCVD or Same as ORION-10 LDL-C -50%, time-adjusted —49%; AEs were Same as ORION-10.
ASCVD risk equivalent, similar, injection-site reactions were more
elevated LDL-C after frequent in the inclisiran group
MTD statin
ORION-3% n=382; At high 4-year open label extension of ORION-1, In the inclisiran-only arm, LDL-C -48% at day  First prospective long-
cardiovascular risk twice-yearly 300 mg inclisiran (inclisiran- 210 and sustained, 4-year averaged LDL-C term study to assess
and elevated LDL-C only arm) and 140 mg evolocumab —44%; AEs at the injection site occurred in repeated exposure to
until day 360 transitioning to inclisiran 14% in the inclisiran-only arm and 14% in the inclisiran.
(switching arm); % change in LDL-C with switching arm

inclisiran from ORION-1 start to day 210 of
extension (570 days of total exposure)

ORION-5%° n=56; Homozygous FH 300 mg open-label inclisiran or placebo for  Placebo-corrected change in LDL-C to day 150 Inclisiran did not reduce
part 1 (6 months), placebo-treated patients -2% (difference not significant), placebo- LDL-C in patients with
transitioned to inclisiran in part 2 (18 corrected change in PCSK9 at day 150 -61% homozygous FH.
months); % change in LDL-C to day 150

CVD, cardiovascular disease; LDL-C, low-density lipoprotein cholesterol; SC, subcutaneous; AE, adverse event; PCSK9, proprotein convertase subtilisin/kexin
type 9; FH, familial hypercholesterolemia; ASCVD, atherosclerotic cardiovascular disease; MTD, maximally tolerable dose.

safety results.”® However, the ORION-5 trial, which included 56 patients with homozygous
FH, showed that the placebo-corrected percentage change in LDL-C from baseline to day 150
was -1.7% and not significant (Table 1).#*2% The ORION-10 and ORION-11 trials suggested
a potential reduction in major adverse cardiovascular events (MACE), although clinical
outcome results are not yet available. The ORION-4 and VICTORION-2P outcome trials are
currently ongoing and are expected to conclude in 2026 and 2027, respectively.

4. Approval and recommendation of inclisiran

Inclisiran was approved in the European Union (EU) in December 2020. It is available under
the brand name Leqvio and contains 284 mg of inclisiran in a volume of 1.5 mL. It is approved
for use in adults with primary hypercholesterolemia (FH and non-familial)*** or mixed
dyslipidemia, as an adjunct to diet therapy. It is recommended for use alongside statins or
statin-based combination lipid-lowering therapy (LLT).* In the United Kingdom, inclisiran
is approved for individuals who meet both of the following criteria: 1) patients with a history
of CVD (including coronary heart disease, ischemic stroke, or peripheral arterial disease) and
2) LDL-C levels greater than 2.6 mmol/L (100 mg/dL) despite using the maximum tolerable
LLT with or without ezetimibe, or when statins are not tolerated or contraindicated. The
Food and Drug Administration, USA, approved inclisiran in December 2021 for adults with
FH or clinical ASCVD who require additional LLT. This indication was expanded in July 2023
to include patients at high risk of ASCVD. Inclisiran was also approved in China and Japan in
2023. In Korea, it received approval in June 2024 with indications very similar to those in the
EU, including primary hypercholesterolemia (FH and non-familial) and mixed dyslipidemia
as an adjunct to diet therapy. In Korea, the cost is ¥5,400,000 in the first year and per year
and W3,600,000 per year thereafter.
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Table 2. Approval and recommendations for inclisiran and BA

Drugs Inclisiran BA

Approval date Dec 2020 (EU), Dec 2021 (US), 2023 (China, Japan), Jun 2024 (Korea)  Feb 2020 (US), Apr 2020 (EU)

Indication - Adults with primary hypercholesterolemia (FH and non-FH) or mixed « Adults who are unable to take statins and with established
dyslipidemia, as adjunct to diet therapy; use with statins or statin- CVD, or at high risk for CVD events to reduce cardiovascular
based combination (EU) risk; adjunct to diet, in combination with other LLTs or alone

- History of CVD and LDL-C >100 mg/dL despite using maximally - In adults with primary hyperlipidemia, including
tolerable LLT, or when statins are not tolerated (UK) heterozygous FH

- FH or clinical ASCVD who need additional LLT; Expanded indication for - Expanded indications for primary/secondary prevention, and
primary prevention (patients at high risk of ASCVD) (Jul 2023) (US) primary hyperlipidemia, with/without statin (Mar 2024)

Recommendation May be considered for adults with/without ASCVD; not at LDL-C target ~ Mentioned as next priority of ezetimibe or PCSK9 mAbs*®
after maximally tolerable statins; after shared decision-making with
patients; poor adherence to PCSK9 mAbs*

BA, bempedoic acid; EU, European Union; US, United States; FH, familial hypercholesterolemia; CVD, cardiovascular disease; LDL-C, low-density lipoprotein
cholesterol; LLT, lipid-lowering therapy; UK, United Kingdom; ASCVD, atherosclerotic cardiovascular disease; PCSK9, proprotein convertase subtilisin/kexin 9; mAb,
monoclonal antibody.

The 2022 consensus on the role of non-statin therapies for LDL-C lowering from the
American College of Cardiology stated that inclisiran may be considered for patients with
the following conditions: 1) adults with or without ASCVD, 2) those not at LDL-C target
after maximally tolerated statin therapy, 3) following shared decision-making regarding
the addition of non-statin therapy, 4) poor adherence to PCSK9 monoclonal antibodies or
inability to self-inject (Table 2).3'

5. Future perspectives

The lipid-lowering efficacy of inclisiran, combined with its favorable safety profile and the
convenience of a semi-annual dosing schedule, positions it as a powerful tool in managing
hypercholesterolemia. A significant clinical benefit of inclisiran is its potential to enhance
patient adherence. Future research may explore its use in pediatric populations or in
combination with other LLTs. Ongoing and forthcoming longitudinal studies are expected
to shed light on the long-term advantages and possible risks of sustained PCSK9 inhibition.
Future discussions and studies should therefore concentrate on assessing the cost-
effectiveness of inclisiran, especially in terms of its ability to decrease cardiovascular events
and healthcare expenditures over time.

BEMPEDOIC ACID

1. Action mechanism and pharmacological characteristics

BA is an inhibitor of adenosine triphosphate-citrate lyase (ATC or ACLY), functioning within
the same cholesterol production pathway as 3-hydroxy-3-methylglutaryl coenzyme A (CoA)
reductase inhibitors (statins).*> Bempedoil CoA, which is the active form of BA, inhibits
ACLY in the cytoplasm of hepatocytes, thereby reducing cholesterol synthesis. Additionally,
bempedoil CoA lowers acetyl CoA levels and increases LDL uptake by upregulating LDL
receptors, which leads to a decrease in blood LDL-C levels.?*3*

BA is considered suitable for daily use due to its 23-hour half-life, high absorption rate, and
minimal pharmacokinetic changes in individuals with impaired renal function.®®** The high
bioavailability of BA can be attributed to its molecular size and efficient absorption in the
intestines.® BA reaches peak levels 3.5 hours post-administration.?***¥ Approximately 70% of
BA and its active metabolite, bempedoil-CoA, are cleared by the renal system, while the liver
eliminates the remaining 30%.* BA is a prodrug that requires activation by a liver-specific
enzyme, very long-chain acyl-CoA synthetase-1.* This enzyme is present in hepatocytes but
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absent in skeletal muscle cells.® The lack of muscle-associated complaints may be attributed
to its preferential absorption by hepatocytes.

2. Results of clinical trials

Trials of BA have primarily focused on its role in treating patients with elevated LDL-C,
especially those at high cardiovascular risk or those who are statin-intolerant. The CLEAR
Harmony trial enrolled 2,230 patients with ASCVD or heterozygous FH who were receiving
maximally tolerated statin therapy. The trial found that AEs were comparable between the
BA and control groups, although there were higher rates of discontinuation and gout in the
BA group. The percentage change in LDL-C was -16.5% at week 12, with a between-group
difference of -18.1%.* The CLEAR-Wisdom trial, which included 779 patients with ASCVD
or heterozygous FH on maximally tolerated LLT, reported that the percentage change in
LDL-C in the BA group was -15.1% (with a between-group difference of -17.4%) at 12 weeks.
Common AEs included nasopharyngitis, urinary tract infections, and hyperuricemia. These
trials highlighted the potential of BA as an additional LLT beyond statins.** The CLEAR
Tranquility and CLEAR Serenity trials assessed the effects of BA in patients with a history of
statin intolerance and, in some cases, concomitant LLT. At week 12, the BA group exhibited
LDL-C reductions of 28.5% and 21.4% more than the placebo, respectively. Treatment-
emergent AEs were similar between the BA and placebo groups.** A 78-week open-label
extension study following the CLEAR Harmony trial was conducted with 1,462 patients
divided into BA and placebo groups. This study confirmed the sustained lipid-lowering
efficacy of BA for up to 2.5 years and a safety profile consistent with the original study.®

The largest trial on BA, known as CLEAR Outcomes, was conducted with 13,970 statin-
intolerant patients and evaluated clinical outcome benefits, focusing on both primary and
secondary prevention. This trial reported a between-group LDL-C difference of 21.1% at 6
months and a significantly lower risk of MACE (cardiovascular death, nonfatal myocardial
infarction, nonfatal stroke, or coronary revascularization) in the BA group, with a hazard
ratio of 0.87 (11.7% and 13.3% in the BA and placebo groups, respectively) after a median
follow-up of 40.6 months. The incidences of gout and cholelithiasis were higher in the BA
group.* Further analysis of a subgroup of primary prevention patients (n=4,206) showed
that BA was associated with a lower cardiovascular risk, with a hazard ratio of 0.70 (5.3% and
7.6% in the BA and placebo groups, respectively).* Among patients with diabetes (n=6,373),
BA reduced the MACE risk with a hazard ratio of 0.83 (absolute risk reduction 2.4%). The
proportion of new-onset diabetes in individuals without diabetes at baseline was similar
between the BA and placebo groups. These results suggest that BA could be a viable clinical
option for individuals with or without diabetes (Table 3).22383942-44

3. Approval and recommendation of BA

BA has been approved in several regions, including the USA under the name Nexletol (February
2020) and the EU under the name Nilemdo (April 2020), for the treatment of certain types of
hyperlipidemia or mixed dyslipidemia. These approvals underscore its utility as an adjunct

to diet and maximally tolerated statin therapy. The inclusion in clinical guidelines and its
acceptance in international directives can vary, reflecting the dynamic nature of cardiovascular
risk management. The indications for BA in the USA and the EU are similar. Initially, it was
indicated for the following conditions: 1) adults who are unable to take statin therapy** and
who have established CVD, or are at high risk for CVD events, to reduce cardiovascular risk; 2)
as an adjunct to diet, in combination with other LLTs, or alone when concomitant LLT is not
possible, in adults with primary hyperlipidemia, including heterozygous FH. In March 2024, the
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Table 3. Results of clinical trials on BA
Trials Participants Regimens and endpoints Findings Clinical implications
CLEAR-Harmony?*® n=2,230; ASCVD, BA (180 mg) or placebo up Incidences of AEs and serious AEs were similar; BA did not lead to
heterozygous FH, or to week 52; primary: safety, discontinuation (11% and 7%) and gout rates higher overall AEs and
both, LDL-C 270 mg/dL secondary: % change in LDL-C  (1.2% and 0.3%) were higher in the BA group; BA led to lower LDL-C.
after MTD statins at week 12 of 52 weeks reduced LDL-C more (-18%) at week 12
CLEAR-Widson*® n=779; ASCVD, BA (180 mg) or placebo for 52 BA lowered LDL-C more at week 12 by 17%, a greater BA resulted in a
heterozygous FH, or weeks; % change in LDL-C from reduction of other components of the lipid profile significant LDL-C
both, at high LDL-C baseline to week 12 including non-HDL-C was also found; common AEs  reduction at week 12.
after MTD LLT included nasopharyngitis and urinary tract infection
CLEAR-Harmony n=1,462, ASCVD and/  Open-label extension following LDL-C and other lipid parameter reductions remained BA was generally well
OLE* or heterozygous FH CLEAR-Harmony for 78 weeks;  stable through 78 weeks; treatment-emergent AEs  tolerated and exhibited
enrolled in CLEAR- % change in LDL-C and AEs were similar in patients receiving 130 weeks sustained efficacy up to
Harmony trial and 78 weeks of BA 2.5 years.
CLEAR-Outcomes*  n=13,970, patients BA (180 mg) or placebo; LDL-C reduction was greater with BA by 21%, Among statin-intolerant
with statin intolerance  4-component MACE primary end-point (11.7% and 13.3%; HR, 0.87), individuals, BA was
and had or at high risk  (cardiovascular death, nonfatal cardiovascular death, nonfatal stroke, nonfatal MI associated with lower
for CVD MI, nonfatal stroke, or coronary were lower with BA; the incidence rates of gout and  MACE rates.
revascularization) cholelithiasis were higher with BA
CLEAR-Outcomes,  n=4,206, statin- BA (180 mg) or placebo, At a median follow-up of 39.9 months, BA was In subgroup of primary
primary prevention** intolerant patients, 4-component MACE associated with reduction of MACE (5.3% and 7.6%; prevention, BA was
primary prevention adjusted HR, 0.70); AEs with BA included higher associated with lower
patients rates of gout and cholelithiasis cardiovascular risk.
CLEAR-Outcomes,  n=13,970, CLEAR- Prespecified analysis; At a median follow-up of 3.4 years, patients with The efficacy and
with and without Outcomes participants 4-component MACE, using ITT  diabetes had relative (HR, 0.83) and absolute metabolic safety of BA
diabetes® stratified by baseline glycemia  risk reduction (2.4%) with BA without effect make it clinical option
status, risk of new-onset modification across glycemic strata; the proportions for those with or
diabetes and HbAlc of patients developing new-onset diabetes were without diabetes.

similar between the BA and placebo groups

BA, bempedoic acid; ASCVD, atherosclerotic cardiovascular disease; FH, familial hypercholesterolemia; LDL-C, low-density lipoprotein cholesterol; MTD, maximally
tolerable dose; AE, adverse event; LLT, lipid-lowering therapy; HDL-C, high-density lipoprotein cholesterol; OLE, open-label extension; CVD, cardiovascular disease;
MACE, major adverse cardiovascular events; Ml, myocardial infarction; HR, hazard ratio; ITT, intention-to-treat; HbAlc, hemoglobin Alc.

indications for BA were expanded to include both primary and secondary prevention, as well as
primary hyperlipidemia, with or without statin therapy. As of October 2024, BA has not yet been
approved in Korea and the price is undecided either.

As of August 2024, BA is not prominently featured in major LLT guidelines. The 2022
American College of Cardiology consensus on non-statin therapies lists it as a next option to
ezetimibe or PCSK9 monoclonal antibodies.* This may be attributed to its range of benefits,
safety concerns, and the necessity for more competitive pricing. A further analysis of BA’s
benefits relative to its costs could be crucial in determining its role and deeper integration
into clinical practice (Table 2).

CONCLUSIONS

Inclisiran and BA are non-statin lipid-lowering agents that were approved in the 2020s.
Inclisiran is notable for its long-lasting effects, and results from its outcome trials are
anticipated. BA has demonstrated an outcome benefit, particularly in patients with statin
intolerance, although it is associated with increased AEs, such as gout. Currently, these
agents are recommended as non-first-line therapies for selected patients.
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