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The Company makes decisions on coverage based on the Centers for Medicare and Medicaid Services (CMS) regulations 
and guidance, benefit plan documents and contracts, and the member's medical history and condition. If CMS does not 
have a position addressing a service, the Company makes decisions based on Company Policy Bulletins. Benefits may 
vary based on contract, and individual member benefits must be verified. The Company determines medical necessity 
only if the benefit exists and no contract exclusions are applicable. Although the Medicare Advantage Policy Bulletin is 
consistent with Medicare's regulations and guidance, the Company's payment methodology may differ from Medicare. 
 
When services can be administered in various settings, the Company reserves the right to reimburse only those services 
that are furnished in the most appropriate and cost-effective setting that is appropriate to the member's medical needs 
and condition. This decision is based on the member's current medical condition and any required monitoring or 
additional services that may coincide with the delivery of this service. 
 
This Policy Bulletin document describes the status of CMS coverage, medical terminology, and/or benefit plan documents 
and contracts at the time the document was developed. This Policy Bulletin will be reviewed regularly and be updated as 
Medicare changes their regulations and guidance, scientific and medical literature becomes available, and/or the benefit 
plan documents and/or contracts are changed.  
 

 

Policy 

Coverage is subject to the terms, conditions, and limitations of the member's Evidence of Coverage. 
 

MEDICALLY NECESSARY 

 
1. Criteria for Initial Approval 

 
Inclisiran (Leqvio) is considered medically necessary and, therefore, covered for the treatment of primary 
hyperlipidemia in adults when one (A or B) of the following criteria are met: 
 
A. Individual meets ALL of the following: 
 

• Individual has a history of clinical atherosclerotic cardiovascular disease (ASCVD) (see Section A in the 
GUIDELINES portion of this medical policy bulletin); and 

• Individual meets one of the following: 

-- Current LDL-C level greater than or equal to 70 mg/dL after at least three months of treatment 

with a high-intensity statin. If the inividual is unable to tolerate a high-intensity statin dose, a 

moderate-intensity statin dose may be used; or 

-- Current LDL-C level greater than or equal to 70 mg/dL with a contraindication or intolerance to 

statins (see SECTIONS B & C in the GUIDELINES portion of this medical policy bulletin); and 

• Individual will continue to receive concomitant statin therapy if no contraindication or 
intolerance (see SECTIONS B & C in the GUIDELINES portion of this medical policy bulletin); OR 

 

B.  Individual meets ALL of the following: 

 

• Individual had an untreated (before any lipid-lowering therapy) LDL-C level greater than or equal to 190 
mg/dL in the absence of a secondary cause; and 

• Individual meets one of the following: 



-- Current LDL-C level greater than or equal to 100 mg/dL after at least three months of treatment with a high-

intensity statin. If the individual is unable to tolerate a high-intensity statin dose, a moderate-intensity statin dose may 

be used; or 

-- Current LDL-C level greater than or equal to 100 mg/dL with a contraindication or intolerance to 

statins (see SECTIONS B & C in the GUIDELINES portion of this medical policy bulletin); and 

 

• Individual will continue to receive concomitant statin therapy if no contraindication or 
intolerance (see SECTIONS B & C in the GUIDELINES portion of this medical policy bulletin). 

 

2. Continuation of Therapy 

 

Continuation of inclisiran (Leqvio) therapy is considered medically necessary in individuals who have an indication 

and associated factor(s) & presetnation(s) listed in Section I above when ALL of the following criteria are met: 

 

A. Individual has achieved or maintained an LDL-C reduction (e.g., LDL-C is now at goal, clinically 

acceptable lowering of LDL-C); and 

 

B. Individual will continue to receive concomitant statin therapy if no contraindication or intolerance (see SECTIONS 

B & C in the GUIDELINES portion of this medical policy bulletin). 
 
 
EXPERIMENTAL/INVESTIGATIONAL  
 
Inclisiran (Leqvio) is considered experimental/investigational and, therefore, not covered when the above criteria are 
not met and for all other indications unless the indication is supported as an accepted off-label use, as defined in the 
Company medical policy on off-label coverage for prescription drugs and biologics. 
 
 
REQUIRED DOCUMENTATION 
 
The individual's medical record must reflect the medical necessity for the care provided. These medical records may 
include, but are not limited to: records from the professional provider's office, hospital, nursing home, home health 
agencies, therapies, and test reports. 
 
The Company may conduct reviews and audits of services to our members, regardless of the participation status of the 
provider. All documentation is to be available to the Company upon request. Failure to produce the requested 
information may result in a denial for the drug. 

 

Guidelines 

BENEFIT APPLICATION 
 
Subject to the terms and conditions of the applicable Evidence of Coverage, Inclisiran (Leqvio®) is covered under the 
medical benefits of the Company's Medicare Advantage products when the medical necessity criteria listed in this 
medical policy are met. 
 
U.S. Food and Drug Administration (FDA)-Approved Indications 
 
Initial Approval (December 22, 2021): 
 
Leqvio is indicated as an adjunct to diet and maximally tolerated statin therapy for the treatment of adults with 
heterozygous familial hypercholesterolemia (HeFH) or clinical atherosclerotic cardiovascular disease (ASCVD), who 
require additional lowering of low-density lipoprotein cholesterol (LDL-C). 

Updated Label/Approval (July 2023): 



 
Leqvio is indicated as an adjunct to diet and statin therapy for the treatment of adults with primary hyperlipidemia, 
including heterozygous familial hypercholesterolemia (HeFH), to reduce low-density lipoprotein cholesterol (LDL-C). 

Section A - Clinical ASCVD 

• Acute coronary syndromes 

• Myocardial infarction 

• Stable or unstable angina 

• Coronary or other arterial revascularization procedure (e.g., percutaneous coronary intervention [PCI], 
coronary artery bypass graft [CABG] surgery) 

• Stroke of presumed atherosclerotic origin 

• Transient ischemic attack (TIA) 

• Non-cardiac peripheral arterial disease (PAD) of presumed atherosclerotic origin (e.g., carotid artery 
stenosis, lower extremity PAD) 

• Obstructive coronary artery disease (defined as fifty percent or greater stenosis on cardiac computed 
tomography angiogram or catheterization) 

• Coronary Artery Calcium (CAC) Score ≥ 1000 
 
Section B - Statin-Associated Muscle Symptoms (SAMS) and Statin Re-Challenge 

• Score of 7 or higher on the Statin-Associated Muscle Symptom Clinical Index (SAMS-CI) 

• Statin-associated elevation in creatine kinase (CK) level ≥ 10 times upper limit of normal (ULN) 
 
Note: Statin re-challenge is NOT required for members who have experienced an elevation of CK level ≥10 times 
ULN after receiving lipid-lowering therapy (LLT) with a statin. 
 
Section C - Contraindications to Statins 

• Active liver disease, including unexplained persistent elevations in hepatic transaminase levels (e.g., alanine 
transaminase (ALT) level ≥ 3 times ULN) 

• Pregnancy or planned pregnancy 

• Breastfeeding 
 
Dosage and Administration 
 
Leqvio is supplied for injection as 284 mg of inclisiran in 1.5 mL (189 mg/mL) solution in a single-dose prefilled 
syringe. Leqvio should be administered by a healthcare professional. 

The recommended dosage of Leqvio, in combination with maximally tolerated statin therapy, is 284 mg administered 
as a single subcutaneous injection initially, again at 3 months, and then every 6 months. 
If a planned dose is missed by less than 3 months, administer Leqvio and maintain dosing according to the 
individual's original schedule. 
If a planned dose is missed by more than 3 months, the prescribing information says to restart with a new dosing 
schedule by administering Leqvio initially, again at 3 months, and then every 6 months. 
Per the label, assess LDL-C when clinically indicated. The LDL-lowering effect of Leqvio may be measured as early 
as 30 days after initiation and anytime thereafter without regard to timing of the dose. 

 

Source: Novartis, 2023 

 

Description 

INCLISIRAN (LEQVIO) 
 
Inclisiran, available as Leqvio (Novartis Pharmaceuticals Corporation), is a double-stranded small interfering 
ribonucleic acid (siRNA) directed to PCSK9 (proprotein convertase subtilisin kexin type 9) messenger ribonucleic acid 
(mRNA). Inclisiran utilizes the RNA interference mechanism and directs catalytic breakdown of mRNA for PCSK9. 
This increases low-density lipoprotein cholesterol (LDL-C) receptor recycling and expression on the hepatocyte cell 
surface, which increases LDL-C uptake and lowers LDL-C levels in the circulation (Novartis, 2023). 



Based on the mechanism of action, Leqvio may cause fetal harm when administered to pregnant individuals. Per the 
prescribing information, Leqvio should be discontinued when pregnancy is recognized. There is no information on the 
presence of inclisiran in human milk, the effects on the breastfed infant, or the effects on milk production. In clinical 
trials involving rats, inclisiran was present in the milk of lactating rats in all dose groups. 
 
The safety and effectiveness of Leqvio have not been established in pediatric individuals. 
 
The most common adverse reactions in clinical trials (3% or more) include injection site reaction, arthralgia, diarrhea, 
and bronchitis. 

Clinical Atherosclerotic Cardiovascular Disease (ASCVD) and Heterozygous Familial Hypercholesterolemia 
(HeFH) 
 
Clinical atherosclerotic cardiovascular disease (ASCVD) is a general term that includes conditions such as acute 
coronary syndrome, peripheral arterial disease, myocardial infarction and stroke. ASCVD is a heterogenous condition 
that is characterized by cholesterol plaque buildup in the arteries that leads to thickening and loss of elasticity in the 
arterial wall which increases the risk of morbidity and, if left untreated, mortality. Symptoms develop when growth or 
rupture of the plaque reduces or obstructs blood flow. Symptoms vary by the artery affected. It is estimated that 18.3 
million American adults have ASCVD (FDA, 2021; Klimchak et al, 2020; Thanassoulis and Afshar, 2019). 

Familial hypercholesterolemia (FH) is an autosomal dominant genetic disorder that that affects the body's ability to 
manage cholesterol, typically resulting in very high levels of low-density lipoprotein cholesterol (LDL-C). There are 
two types of FH, homozygous (HoFH) and heterozygous (HeFH). Homozygous is rare and occurs as a result of 
inheriting the FH gene from both parents; whereas, heterozygous is more common and results from inheriting the FH 
gene from one parent. Persons with HeFH generally have cholesterol levels two to three times higher than normal. 
HeFH increases the risk of cardiovascular events, such as heart attack, stroke, and coronary artery disease. HeFH 
can be life-threatening. HeFH occurs in approximately 1 in 250 individuals globally. In the absence of aggressive lipid 
lowering therapy, life span is significantly shortened. In addition, for a given level of LDL-C, the prognosis is worse for 
persons with FH than those without FH (FDA, 2021; McGowan et al., 2019; Rosenson and Durrington, 2020). 
 
On December 22, 2021, the FDA approved Leqvio (inclisiran) injection as a treatment to be used along with diet and 
maximally tolerated statin therapy for adults with HeFH or clinical ASCVD who require additional lowering of LDL-C. 
Leqvio works to reduce circulating levels of LDL-C. FDA approval was based on the efficacy results of inclisiran that 
was studied in three randomized, double-blind, placebo-controlled trials (ORION-10, NCT03399370; ORION-
11, NCT03400800; and ORION-9, NCT03397121) (FDA, 2021).  

ORION-10 enrolled 1,561 adults with ASCVD. At day 510, the Leqvio group had an average LDL-C decrease of 51% 
whereas the placebo group had an average LDL-C increase of 1% (FDA, 2021). 
 
ORION-11 enrolled 1,414 adults with ASCVD. At day 510, the Leqvio group had an average LDL-C decrease of 46% 
whereas the placebo group had an average LDL-C increase of 4% (FDA, 2021). 
 
Study inclusion criteria for both ORION-10 and ORION-11 required participants to be adults aged 18 years or older, 
have a history of ASCVD, serum LDL-C greater than or equal to 70 mg/dL, and that participants were receiving a 
maximally tolerated dose of statins or have documented evidence of intolerance to all doses of at least 2 different 
statins. 
 
Ray et al. (2020) state that inclisiran inhibits hepatic synthesis of proprotein convertase subtilisin-kexin type 9 
(PCSK9) and that previous studies suggest that it might also provide sustained reductions in LDL-C with infrequent 
dosing. Thus, the investigators conducted a phase 3 trial which enrolled individuals with ASCVD (ORION-10 trial) and 
individuals with ASCD or an ASCD risk equivalent (ORION-11 trial) who had elevated LDL-C levels despite receiving 
statin therapy at the maximum tolerated dose. Individuals were randomly assigned in a 1:1 ratio to receive either 
inclisiran (284 mg) or placebo, administered by subcutaneous injection on day 1, day 90, and every 6 months 
thereafter over a period of 540 days. The co-primary end points in each trial were the placebo-corrected percentage 
change in LDL-C level from baseline to day 510 and the time-adjusted percentage change in LDL-C level from 
baseline after day 90 and up to day 540. "A total of 1561 and 1617 individuals underwent randomization in the 
ORION-10 and ORION-11 trials, respectively. Mean (±SD) LDL cholesterol levels at baseline were 104.7±38.3 mg 
per deciliter (2.71±0.99 mmol per liter) and 105.5±39.1 mg per deciliter (2.73±1.01 mmol per liter), respectively. At 
day 510, inclisiran reduced LDL cholesterol levels by 52.3% (95% confidence interval [CI], 48.8 to 55.7) in the 
ORION-10 trial and by 49.9% (95% CI, 46.6 to 53.1) in the ORION-11 trial, with corresponding time-adjusted 
reductions of 53.8% (95% CI, 51.3 to 56.2) and 49.2% (95% CI, 46.8 to 51.6) (p<0.001 for all comparisons vs. 
placebo). Adverse events were generally similar in the inclisiran and placebo groups in each trial, although injection-
site adverse events were more frequent with inclisiran than with placebo (2.6% vs. 0.9% in the ORION-10 trial and 



4.7% vs. 0.5% in the ORION-11 trial); such reactions were generally mild, and none were severe or persistent." The 
investigators concluded that reductions in LDL-C levels of approximately 50% were obtained with inclisiran, 
administered subcutaneously every 6 months; however, more injection-site adverse events occurred with inclisiran 
than with placebo.  

ORION-9 was a multicenter, double-blind, randomized, placebo-controlled 18-month trial in which 482 individuals with 
HeFH were randomized 1:1 to receive subcutaneous injections of either Leqvio 284 mg (n = 242) or placebo (n = 
240) on Day 1, Day 90, Day 270, and at Day 450. The primary efficacy outcome measure in Study 3 was the percent 
change from baseline to Day 510 in LDL-C (Novartis, 2021). At day 510, the Leqvio group had an average LDL-C 
decrease of 40% whereas the placebo group had an average LDL-C increase of 8% (FDA, 2021). Study inclusion 
criteria required participants to be adults aged 18 years or older; have a history of HeFH with a diagnosis of HeFH by 
genetic testing, and/or a documented history of untreated LDL-C of greater than 190 mg/dL, and a family history of 
FH, elevated cholesterol or early heart disease that may indicate FH; serum LDL-C greater than or equal to 100 
mg/dL at screening, and that participants were receiving a maximally tolerated dose of statins or have documented 
evidence of intolerance to all doses of at least 2 different statins. 

 
Raal et al. (2020) state that monoclonal antibodies directed against PCSK9 have been shown to reduce LDL-C levels 
by more than 50% but require administration every 2 to 4 weeks. In a phase 2 trial, a twice-yearly injection of 
inclisiran, a small interfering RNA, was shown to inhibit hepatic synthesis of PCSK9 in adults with HeFH. Thus, the 
investigators conducted a phase 3, double-blind trial, that randomly assigned, in a 1:1 ratio, 482 adults who 
had HeFH to receive subcutaneous injections of inclisiran sodium (at a dose of 300 mg) or matching placebo on days 
1, 90, 270, and 450. The two primary end points were the percent change from baseline in the LDL-C level on day 
510 and the time-adjusted percent change from baseline in the LDL-C level between day 90 and day 540. At day 510, 
the percent change in the LDL-C level was a reduction of 39.7% (95% confidence interval [CI], -43.7 to -35.7) in the 
inclisiran group and an increase of 8.2% (95% CI, 4.3 to 12.2) in the placebo group, for a between-group difference of 
-47.9 percentage points (p<0.001). The time-averaged percent change in the LDL-C level between day 90 and day 
540 was a reduction of 38.1% (95% CI, -41.1 to -35.1) in the inclisiran group and an increase of 6.2% (95% CI, 3.3 to 
9.2) in the placebo group, for a between-group difference of -44.3 percentage points (p<0.001). There were robust 
reductions in LDL-C levels in all genotypes of FH. Adverse events and serious adverse events were similar in the two 
groups. The investigators concluded that "among adults with HeFH, those who received inclisiran had significantly 
lower levels of LDL-C than those who received placebo, with an infrequent dosing regimen and an acceptable safety 
profile". 
 
Primary Hyperlipidemia 
 
In July 2023, the FDA approved a label update for Leqvio (Novartis Pharmaceuticals Corporation) as an adjunct 
treatment with diet and statins for adults with primary hyperlipidemia, including heterozygous familial 
hypercholesterolemia (HeFH), to reduce low-density lipoprotein cholesterol (LDL-C). In addition, label updates 
included the removal of the “Limitations of Use" statement regarding the undetermined effect on cardiovascular 
morbidity and mortality, along with four adverse events (urinary tract infection, diarrhea, pain in extremity, and 
dyspnea), following the updated data from the VictORION cardiovascular clinical trial program (Deswal, 2023; 
Novartis, 2023). 
 
Per Novartis Pharmaceuticals Corporation, "VictORION is an innovative and robust clinical program for Leqvio, 
comprising 27 trials and enrolling more than 60,000 individuals in more than 50 countries worldwide. The program is 
designed to expand on the foundational evidence of LDL-C reduction with Leqvio in diverse individual populations to 
include implementation research, real-world evidence, and trials that establish its benefits on cardiovascular 
outcomes. A growing number of studies are planned to generate a vast array of data with major trials such as 
ORION-4 (secondary prevention), V (VictORION)-2-PREVENT (secondary prevention), V-1-PREVENT (high-risk 
primary prevention), V-INITIATE, V-INCEPTION, V-REAL, V-DIFFERENCE, and V-PLAQUE". 

Ray et al. (2023) state that three phase 3 lipid-lowering trials including individuals at high risk of cardiovascular (CV) 
events have shown that inclisiran reduces circulating PCSK9 and LDL-C levels; however, it has yet to be determined 
if lowering LDL-C with inclisiran reduces the risk of CV events which is being evaluated in ongoing CV outcomes trials 
ORION-4 (NCT03705234) and VICTORION-2 Prevent (NCT05030428). To provide early insights into the potential for 
this therapeutic approach, the investigators pooled participant data from the phase 3 lipid-lowering trials, each with 18 
months of follow-up and together comprised of 3655 individuals, to assess the relationship between inclisiran 
treatment or placebo on the risk of CV events. "Prespecified exploratory endpoint of major cardiovascular events 
(MACEs) included non-adjudicated CV death, cardiac arrest, non-fatal myocardial infarction (MI), and fatal and non-
fatal stroke, evaluated as part of safety assessments using a standard Medical Dictionary for Regulatory Activities 
basket. Although not prespecified, total fatal and non-fatal MI, and stroke were also evaluated. Mean LDL-C at 
baseline was 2.88 mmol/L. At Day 90, the placebo-corrected percentage reduction in LDL-C with inclisiran was 



50.6%, corresponding to an absolute reduction of 1.37 mmol/L (both p < 0.0001). Among 3655 individuals over 18 
months, 303 (8.3%) experienced MACE, including 74 (2.0%) fatal and non-fatal MIs, and 28 (0.8%) fatal and non-
fatal strokes. Inclisiran significantly reduced composite MACE [OR (95% CI): 0.74 (0.58–0.94)], but not fatal and non-
fatal MIs [OR (95% CI): 0.80 (0.50–1.27)] or fatal and non-fatal stroke [OR (95% CI): 0.86 (0.41–1.81)]." The 
investigators concluded that their analysis offers early insights into the potential CV benefits of lowering LDL-C with 
inclisiran and suggests potential benefits for MACE reduction; however, these findings await confirmation in the larger 
CV outcomes trials of longer duration. 

PROFESSIONAL SOCIETIES 
 
The American College of Cardiology/American Heart Association Task Force published their clinical practice 
guidelines for the management of blood cholesterol in 2018. In regard to those with severe hypercholesterolemia 
(LDL-C ≥ 190 mg/dL), the guideline recommends: 

 

• In individuals 20 to 75 years of age with an LDL-C level of 190 mg/dL or higher (≥ 4.9 mmol/L) maximally 
tolerated statin therapy is recommended (Level I; B-R) 

• In individuals 20 to 75 years of age with an LDL-C level of 190 mg/dL or higher (≥ 4.9 mmol/L) who achieve 
less than a 50% reduction in LDL-C while receiving maximally tolerated statin therapy and/or have an LDL-C 
level of 100 mg/dL or higher (≥ 2.6 mmol/L) ezetimibe therapy is reasonable (Level IIa; B-R) 

• In individuals 20 to 75 years of age with a baseline LDL-C level 190 mg/dL or higher (≥ 4.9 mmol/L), who 
achieve less than a 50% reduction in LDL-C levels and have fasting triglycerides 300 mg/dL or lower (≤ 3.4 
mmol/L) while taking maximally tolerated statin and ezetimibe therapy, the addition of a bile acid sequestrant 
may be considered (Level IIb; B-R) 

• In individuals 30 to 75 years of age with heterozygous FH and with an LDL-C level of 100 mg/dL or higher (≥ 
2.6 mmol/L) while taking maximally tolerated statin and ezetimibe therapy, the addition of a PCSK9 inhibitor 
may be considered (Level IIb; BR) 

• In individuals 40 to 75 years of age with a baseline LDL-C level of 220 mg/dL or higher (≥ 5.7 mmol/L) and 
who achieve an on-treatment LDL-C level of 130 mg/dL or higher (≥ 3.4 mmol/L) while receiving maximally 
tolerated statin and ezetimibe therapy, the addition of a PCSK9 inhibitor may be considered (Level IIb; C-
LD) 

 
SUMMARY 
Atherosclerosis is an accumulation of lipids (mostly low-density lipoprotein cholesterol [LDL-C]) in the inner lining of 
the arteries over time. An atherosclerotic cardiovascular event (such as heart attack or stroke) can be caused by an 
unexpected rupture of the atherosclerotic plaque. Proprotein convertase subtilisin/kexin type 9 (PCSK9), which is 
synthesized primarily in hepatocytes, enters circulation, and binds to hepatic LDL receptors, targeting the LDL 
receptors for degradation. In turn, this process reduces the capacity of the liver to bind and remove LDL-C, resulting 
in increased LDL-C levels. The binding of PCSK9 by monoclonal antibodies has been shown to reduce LDL-C levels 
by more than 50%. 

Inclisiran is a cholesterol-lowering double-stranded small interfering ribonucleic acid (siRNA), conjugated on the 
sense strand with triantennary N-acetylgalactosamine (GalNAc), to facilitate uptake by hepatocytes. Utilizing the RNA 
interference mechanism, inclisiran directs catalytic breakdown of mRNA in hepatocytes for PCSK9. This increases 
LDL-C receptor recycling and expression, therefore increasing LDL-C uptake and reducing LDL-C levels in 
circulation. 
 
Inclisiran is indicated as an adjunct to diet and maximally tolerated statin therapy for the treatment of adults with 
heterozygous familial hypercholesterolemia (HeFH) or clinical atherosclerotic cardiovascular disease (ASCVD), who 
require additional lowering of low-density lipoprotein cholesterol (LDL-C). 
 
ORION-9 (NCT03397121) was a phase 3, randomized, double-blind, placebo-controlled trial, which evaluated the 
use of inclisiran in adult individuals with heterozygous familial hypercholesterolemia (HeFH) who have been treated 
with a maximally tolerated dose of statin therapy. The study randomly assigned in a 1:1 ratio, 242 individuals to 
receive inclisiran and 240 to receive placebo. 25% of individuals had preexisting coronary artery disease and 10% 
had diabetes. The mean baseline LDL-C level was 153.1mg/dL (±54 mg/dL). 90% of individuals were receiving 
statins, including 75% who were on a high intensity statin. More than 50% were also receiving ezetimibe. The primary 
end points were the percent change from baseline in the LDL-C level at day 510 and time adjusted percent change 
from baseline in the LDL-C level between day 90 and day 540. 91.7% of individuals in the inclisiran group completed 
the trial activities through day 540. Secondary endpoints included mean absolute change from baseline in LDL-C at 
day 510, time-adjusted absolute reduction from baseline between day 90 and day 540, and changes in levels of 
PCSK9, total cholesterol, apolipoprotein B, and non-high-density lipoprotein (HDL) cholesterol. Prespecified 



exploratory end points included the proportion of individuals who met lipid targets for their level of cardiovascular risk 
and treatment response according to genotype of familial hypercholesterolemia. Study results showed at day 510, the 
percent change in LDL-C level was a reduction of 39.7% (95% CI -43.7 to -35.7) in the inclisiran group and an 
increase of 8.2% (95% CI, 4.3 to 12.2) in the placebo group; the between-group difference was -47.9 percentage 
points (95% CI, −53.5 to −42.3; p < 0.001). The time-averaged percent change in the LDL cholesterol level between 
day 90 and day 540 was a reduction of 38.1% (95% CI, −41.1 to−35.1) in the inclisiran group and an increase of 
6.2% (95% CI, 3.3 to 9.2) in the placebo group, for a between-group difference of −44.3 percentage points (95% CI, 
−48.5 to −40.1; p < 0.001). Secondary endpoint analysis showed the mean absolute change from baseline in the 
LDL-C level at day 510 had a between-group difference of −68.9 mg/dL (95% CI, −77.1 to −60.7; p <0.001). 
Additionally, the time-averaged observed difference in LDL cholesterol levels between day 90 and day 540 showed a 
between-group difference of −62.6 mg/dL (p < 0.001). At day 510, a reduction from baseline in the mean LDL 
cholesterol level of 50% or more was reported in 38% of individuals in the inclisiran group (compared to 0.8% in the 
placebo group; p < 0.001). 65.3% of individuals achieved an LDL-C level of less than 100 mg/dL. The authors 
concluded that among adults with HeFH, those who received inclisiran had significantly lower levels of LDL-C, than 
those who received placebo. 
 
Two randomized, double-blind, placebo-controlled, parallel-group phase 3 trials, ORION-10 (NCT03399370) (n = 
1561) and ORION-11 (NCT03400800) (n = 1617), were conducted to assess the efficacy, safety, and adverse-event 
profile of inclisiran over a period of 19 months in individuals at high risk for cardiovascular disease in whom LDL-C 
levels remained elevated, despite use of a maximally tolerated statin therapy with or without additional lipid-lowering 
therapy. Randomization was strategized according to background use of statins, where individuals were assigned 1:1 
to receive either inclisiran or placebo on days 1, 90, 270, and 450. The primary endpoints in each trial were placebo-
corrected percent change in LDL-C level from baseline to day 510 and time-adjusted percent change in LDL-C level 
from baseline after day 90 and up to day 540. Secondary endpoints included mean absolute change from baseline in 
LDL-C at day 510, time-adjusted absolute reduction from baseline between day 90 and day 540, and changes in 
levels of PCSK9, total cholesterol, apolipoprotein B, and non-high-density lipoprotein (HDL) cholesterol. The mean 
LDL-C level at baseline was 104.7 ±38.3 mg/dL (ORION-10) and 105.5 ±39.1 mg/dL (ORION-11). Additionally, 68% 
of individuals were receiving high-intensity statins. The primary endpoint analysis showed at day 510, inclisiran 
reduced LDL-C by 52.3% (95% CI, 48.8 to 55.7) in the ORION-10 trial and by 49.9% (95% CI, 46.6 to 53.1) in the 
ORION-11 trial, with corresponding time-adjusted reductions of 53.8% (95% CI, 51.3 to 56.2) and 49.2% (95% CI, 
46.8 to 51.6) (p < 0.001 for all comparisons vs. placebo). Authors concluded that reductions in LDL-C levels of 
approximately 50% were obtained with inclisiran, when administered every 6 months. 
 
On July 10th, 2023, Novartis announced that the US Food and Drug Administration (FDA) has approved a label 
update for Leqvio® (inclisiran) to enable earlier use in individuals with elevated LDL-C who have an increased risk of 
heart disease, as an adjunct to diet and statin therapy. This population includes those who have comorbidities such 
as hypertension and diabetes and have not yet had a first cardiovascular event.   
 
Initially approved by the FDA in December 2021, Leqvio is a small interfering RNA (siRNA) therapy to lower LDL-C. 
The updated indication for primary hyperlipidemia allows for the expanded use of Leqvio as an adjunct to diet and 
statin therapy beyond the previously approved atherosclerotic cardiovascular disease (ASCVD) and heterozygous 
familial hypercholesterolemia (HeFH) populations. 

References 

Austin MA, Hutter CM, Zimmern RL, Humphries SE. Genetic causes of monogenic heterozygous familial 

hypercholesterolemia: a HuGE prevalence review. American journal of epidemiology. 2004;160:407-420. 

Banach M, Rizzo M, Toth PP, et al. Statin intolerance – an attempt at a unified definition. Position paper from an 

International Lipid Expert Panel. Arch Med Sci. 2015;11:1-23. 

Banerjee Y, Shah K, Al-Rasadi K. Effect of a monoclonal antibody to PCSK9 on LDL cholesterol. N Engl J Med. 

2012;366(25):2425-2426. 

Deswal P. FDA approves label expansion for Novartis' Leqvio. News. Pharmaceutical Techonology [internet]. July 10, 

2023. 

Grundy SM, Stone NJ, Bailey AL, et al. 2018 

AHA/ACC/AACVPR/AAPA/ABC/ACPM/ADA/AGS/APhA/ASPC/NLA/PCNA guideline on the management of blood 

cholesterol: Executive summary: A report of the American College of Cardiology/American Heart Association Task 



Force on clinical practice guidelines [published correction appears in J Am Coll Cardiol. 2019 Jun 25;73(24):3234-

3237]. J Am Coll Cardiol. 2019;73(24):3168-3209. 

Haase A, Goldberg AC. Identification of people with heterozygous familial hypercholesterolemia. Current opinion in 

lipidology. 2012;23:282-289. 

Jacobson TA, Ito MK, Maki KC, et al. National Lipid Association recommendations for patient-centered management 

of dyslipidemia: Part 1 — full report. J Clin Lipidol. 2015;9:129–169. 

Klimchak AC, Patel MY, Iorga SR, et al. Lipid treatment and goal attainment characteristics among persons with 

atherosclerotic cardiovascular disease in the United States. American Journal of Preventive Cardiology. 

2020;1:100010. 

Leqvio [package insert]. East Hanover, New Jersey: Novartis Pharmaceuticals Corporation; December 2021. 

Lloyd-Jones DM, Morris PB, Ballantyne CM. et al. 2022 ACC expert consensus decision pathway on the role of 

nonstatin therapies for LDL-cholesterol lowering in the management of atherosclerotic cardiovascular disease risk. J 

Am Coll Cardiol. 2022;80(14):1366–1418. 

McGowan MP, Hosseini Dehkordi SH, Moriarty PM, et al. Diagnosis and treatment of heterozygous familial 

hypercholesterolemia. J Am Heart Assoc. 2019; 8:e013225. 

Mesi O, Lin C, Ahmed H, et al. Statin intolerance and new lipid-lowering treatments. Cleve Clin J Med. 

2021;88(7):381-387. 

Min JK, Labounty TM, Gomez MJ, et al. Incremental prognostic value of coronary computed tomographic 

angiography over coronary artery calcium score for risk prediction of major adverse cardiac events in asymptomatic 

diabetic individuals. Atherosclerosis. 2014;232(2):298-304. 

Nordestgaard BG, Chapman MJ, Humphries SE, et al. Familial hypercholesterolaemia is underdiagnosed and 

undertreated in the general population: guidance for clinicians to prevent coronary heart disease: consensus 

statement of the European Atherosclerosis Society. European heart journal. 2013;34:3478-3490a. 

Novartis Pharmaceuticals Corporation. Leqvio (inclisiran) injection, for subcutaneous use. Prescribing Information. 

East Hanover, NJ: Novartis; revised July 2023a. 

Novartis Pharmaceuticals Corporation. US FDA approves expanded indication for Novartis Leqvio (inclisiran) to 

include treatment of adults with high LDL-C and who are at increased risk of heart disease. News Release. East 

Hanover, NJ: Novartis; July 10, 2023. 

Raal FJ, Kallend D, Kausik KR, et al. Inclisiran for the treatment of heterozygous familial hypercholesterolemia. N 

Engl J Med. 2020; 382(16):1520-1530. 

Ray KK, Landmesser U, Leiter LA, et al. Inclisiran in Patients at High Cardiovascular Risk with Elevated LDL 

Cholesterol. N Engl J Med. 2017;376(15):1430-1440. 

Ray KK, Raal FJ, Kallend DG, et al. Inclisiran and cardiovascular events: A patient-level analysis of phase III trials. 

Eur Heart J. 2023;44(2):129-138. 

Ray KK, Wright RS, Kallend D, et al. Two phase 3 trials of inclisiran in patients with elevated LDL cholesterol. N Engl 

J Med. 2020;382:1507-1519. 

Rosenson RS, Durrington P. Familial hypercholesterolemia in adults: Overview. UpToDate [online serial]. Waltham, 

MA: UpToDate; reviewed September 2020. 



Rosenson RS, Miller K, Bayliss M, et al. The Statin-Associated Muscle Symptom Clinical Index (SAMS-CI): Revision 

for clinical use, content validation and inter-rater reliability. Cardiovasc Drugs Ther. 2017;31:179-186. 

Thanassoulis G, Afshar M. Atherosclerosis. Merch Manual: Professional Version [online]. Revised July 2019. 

Available at: https://www.merckmanuals.com/professional/cardiovascular-disorders/arteriosclerosis/atherosclerosis. 

Accessed January 24, 2022. 

U.S. Food and Drug Administration (FDA). FDA approves add-on therapy to lower cholesterol among certain high-risk 

adults. FDA News Release. Silver Spring, MD: FDA; December 22, 2021. 

Writing Committee, Lloyd-Jones DM, Morris PB, et al. 2022 ACC Expert Consensus Decision Pathway on the Role of 

Nonstatin Therapies for LDL-Cholesterol Lowering in the Management of Atherosclerotic Cardiovascular Disease 

Risk: A Report of the American College of Cardiology Solution Set Oversight Committee. J Am Coll Cardiol. 

2022;80(14):1366-1418. doi:10.1016/j.jacc.2022.07.006. 

 

Coding 

Inclusion of a code in this table does not imply reimbursement. Eligibility, benefits, limitations, exclusions, 
precertification/referral requirements, provider contracts, and Company policies apply. 
 
The codes listed below are updated on a regular basis, in accordance with nationally accepted coding 
guidelines. Therefore, this policy applies to any and all future applicable coding changes, revisions, or 
updates.  
 
In order to ensure optimal reimbursement, all health care services, devices, and pharmaceuticals should be 
reported using the billing codes and modifiers that most accurately represent the services rendered, unless 
otherwise directed by the Company. 
 
The Coding Table lists any CPT, ICD-10, and HCPCS billing codes related only to the specific policy in which 
they appear. 

 
CPT Procedure Code Number(s) 
N/A 

 
ICD - 10 Procedure Code Number(s) 
N/A 

 
ICD - 10 Diagnosis Code Number(s) 

E78.00 Pure hypercholesterolemia, unspecified 

E78.011 Heterozygous familial hypercholesterolemia [HeFH] 

E78.1 Pure hyperglyceridemia 

E78.2 Mixed hyperlipidemia 

E78.3 Hyperchylomicronemia 

E78.41 Elevated Lipoprotein(a) 

E78.49 Other hyperlipidemia 

E78.5 Hyperlipidemia, unspecified 

 
HCPCS Level II Code Number(s) 

J1306 Injection, inclisiran, 1 mg

 



Revenue Code Number(s) 
N/A 

 

 

Policy History 

 

Revisions From MA08.149a: 

12/15/2025  This version of the policy will become effective 12/15/2025. 

 

The following ICD-10 CM code has been removed from this policy: 

E78.01 Familial hypercholesterolemia  

 

The following ICD-10 CM code has been added to this policy: 

E78.011 Heterozygous familial hypercholesterolemia [HeFH] 

 

Revisions From MA08.149: 

03/28/2025 This policy has been reissued in accordance with the Company's annual review process. 

05/07/2024  The following new policy has been developed to communicate the Company’s coverage criteria 
for Inclisiran (Leqvio®). The policy will become effective on 05/07/2024. 

 
Version Effective Date: 
12/15/2025 
Version Issued Date: 
12/15/2025 
Version Reissued Date: 
N/A 


