bempedoic acid, bempedoic acid/ezetimibe
(Nexletol™, Nexlizet™)
EOCCO POLICY

Policy Type: PA/SP

Pharmacy Coverage Policy: EOCCO182

Description
Bempedoic acid, bempedoic acid/ezetimibe (Nexletol, Nexlizet) is an orally administered adenosine
triphosphate-citrate lyase inhibitor, and ezetimibe is an intestinal cholesterol absorption inhibitor.
Length of Authorization
 Initial: six months
 Renewal: 12 months
Quantity Limits
Product Name

Dosage Form

bempedoic acid
(Nexletol)

180 mg tablets

bempedoic
acid/ezetimibe
(Nexlizet)

180 mg/10 mg tablets

Indication
As an adjunct to diet and
maximally tolerated statin
therapy for the treatment
of adults with heterozygous
familial
hypercholesterolemia or
established atherosclerotic
cardiovascular disease who
require additional lowering
of LDL-C

Quantity Limit

30 tablets/30 days

30 tablets/30 days

Initial Evaluation
I.

Bempedoic acid, bempedoic acid/ezetimibe (Nexletol, Nexlizet) may be considered medically
necessary when the following criteria below are met:
A. Member is 18 years of age or older; AND
B. Therapy is prescribed by, or in consultation with, a provider specializing in lipid
management (e.g. cardiology, lipidology, endocrinology); AND
C. Therapy with a maximally tolerated statin for at least an 8-week duration has been
ineffective; AND
1. The member continues to have an LDL-cholesterol level greater than or equal to
70 mg/dL while on maximally tolerated statin therapy; AND
2. The member will continue maximally tolerated statin therapy in combination with
bempedoic acid, bempedoic acid/ezetimibe (Nexletol, Nexlizet); AND
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3. The member will not use bempedoic acid, bempedoic acid/ezetimibe (Nexletol,
Nexlizet) in combination with simvastatin (Zocor) >20 mg or pravastatin
(Pravachol) >40 mg; OR
i.
The member has a history of statin intolerance defined as failure of TWO
statin medications due to at least ONE of the following:
a. CK exceeds 10 times the upper limit of normal
b. LFTs exceed 3 times the upper limit of normal
c. Severe rhabdomyolysis leading to hospitalization
d. Severe muscle weakness inhibiting activities of daily living,
employment, or leading to temporary disability;
D.
E.
F.

G.

II.

AND
Treatment with ezetimibe (Zetia) has been ineffective, contraindicated, or not tolerated;
AND
Treatment with a PCSK9 inhibitor (e.g. alirocumab [Praluent]), evolocumab [Repatha]) or
icosapent ethyl (Vascepa) has been ineffective, contraindicated, or not tolerated; AND
The member has a history of atherosclerotic cardiovascular disease (ASCVD); AND
1. Documentation of clinical atherosclerotic disease via invasive or non-invasive
testing (e.g., stress test, imaging); OR
2. Diagnosis of atherosclerotic disease and primary prevention failure (e.g., member
has had a stroke, myocardial infarction);
OR
The member has a diagnosis of heterozygous familial hypercholesterolemia (HeFH)
confirmed by one of the following:
1. Genotyping or clinical criteria using either the Simon Broome diagnostic criteria
(Definite diagnosis classification) or Dutch Lipid Network criteria (score of at least
8)
2. Physical signs of familial hypocholesteremia (e.g., arcus cornealis, tendon
xanthomas, xanthelasma)
3. Clinical documentation or a DNA mutation analysis supporting the diagnosis of
heterozygous familial hypercholesterolemia

Bempedoic acid, bempedoic acid/ezetimibe (Nexletol, Nexlizet) are considered investigational
when used for all other conditions, including but not limited to:
A. Primary prevention of ASCVD
B. Homozygous familial hypercholesterolemia
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Renewal Evaluation
I.
II.

III.

Member has received a previous prior authorization approval for this agent through this health
plan; AND
Member is not continuing therapy based off being established on therapy through samples,
manufacturer coupons, or otherwise. Initial policy criteria must be met for the member to
qualify for renewal evaluation through this health plan; AND
Member has experienced a decrease from baseline LDL while on therapy or LDL remains stable
since previous renewal

Supporting Evidence
I.

II.
III.

IV.

V.
VI.

VII.

VIII.

Bempedoic acid, bempedoic acid/ezetimibe (Nexletol, Nexlizet) was primarily studied in patients
over the age of 18 with a history of ASCVD or HeFH. Bempedoic acid (Nexletol) was also studied
in two trials in patients that were intolerant to two different statins.
Bempedoic acid (Nexletol) has drug-drug interactions with doses of simvastatin >20 mg and
pravastatin >40 mg due to the potential for increased risk of myopathy.
Bempedoic acid (Nexletol) was studied in four randomized, double-blind, placebo-controlled
Phase 3 trials, and bempedoic acid/ezetimibe (Nexlizet) was studied in one randomized, doubleblind, four-arm, Phase 3 trial, in a total of 4,005 patients.
The primary efficacy outcome was change in LDL from baseline to 12 weeks compared to
placebo. Bempedoic acid (Nexletol) demonstrated reductions of -18.1% (95% CI -20%, -16.1%), 17.4% (95% CI -21%, -13.9%), -21.4% (95% CI -25.1%, -17.7%), -28.5% (95% CI -34.4%, -22.5%),
for the Wisdom, Harmony, Serenity, and Tranquility trials respectively.
Bempedoic acid/ezetimibe (Nexlizet) demonstrated a reduction in LDL of -38% (95% CI -46.5%, 29.6%) compared to placebo.
The new active molecular entity bempedoic acid does not currently have any data to support its
use in improving clinically meaningful endpoints (e.g. cardiovascular death, stroke, myocardial
infarction). Alternative agents for lowering LDL and other forms of cholesterol have established
data to support their use in preventing cardiovascular endpoints.
AHA/ACC, ESC/EAS, AACE, and NLA guidelines have not been updated to include bempedoic
acid, bempedoic acid/ezetimibe (Nexletol, Nexlizet) in the treatment of dyslipidemia. Guidelines
currently recommend the use of statins, ezetimibe (Zetia), evolocumab (Repatha), alirocumab
(Praluent), and icosapent ethyl (Vascepa) due to their evidence for reducing cardiovascular
events.
Ezetimibe (Zetia) is a common, widely utilized add-on therapy to statin therapy and has wellknown safety and efficacy. Ezetimibe (Zetia) also has data on cardiovascular outcomes and has
evidence for benefit in patients being treated for dyslipidemia.
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IX.

Heterozygous familial hypercholesterolemia: The presence of tendon xanthoma is a genetically
modulated clinical syndrome of familial hypercholesterolemia. In addition, DNA testing can be
used to diagnose familial hypercholesterolemia functional mutations. In clinical trials, enrolled
patients with heterozygous familial hypercholesterolemia were diagnosed either by genotyping
or clinical criteria (“definite FH” using either the Simon Broome or Dutch Lipid Network).
Simon Broome Familial Hypercholesterolemia Register diagnostic criteria for familial
hypercholesterolemia
Criteria
Description
Total cholesterol concentration above 7.5 mmol/liter (290 mg/dL)
in adults or a total cholesterol concentration above 6.7 mmol/liter
(259 mg/dL) in children aged less than 16 years, or
A
Low density lipoprotein cholesterol concentration above
4.9 mmol/liter (189 mg/dL) in adults or above 4.0 mmol/liter (155
mg/dL) in children
B
Tendinous xanthomata in the patient or a first-degree relative
C
DNA-based evidence of mutation in the LDLR, PCSK9, or APOB gene
Family history of myocardial infarction before age 50 years in a
D
second-degree relative or before age 60 years in a first-degree
relative
Family history of myocardial infarction before age 50 years in a
E
second-degree relative or before age 60 years in a first-degree
relative
A "definite" FH diagnosis requires either criteria a and b, or criterion c.
A "probable" FH diagnosis requires either criteria a and d, or criteria a and e.

Dutch Lipid Clinic Network diagnostic criteria for familial hypercholesterolemia
Criteria
Points
Family history
1
 First-degree relative with known premature (men: <55 years; women:
<60 years) coronary or vascular disease, or
 First-degree relative with known LDL-C above the 95th percentile
2
 First-degree relative with tendinous xanthomata and/or arcus
cornealis, or
 Children <18 years of age with LDL-C above the 95th percentile
Clinical History
2
 Patient with premature (men: <55 years; women: <60 years) coronary
artery disease
1
 Patient with premature (men: <55 years; women: <60 years) cerebral
or peripheral vascular disease
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Physical examination
6
 Tendinous xanthomata
4
 Arcus cornealis before age 45 years
LDL-C levels
8
 LDL-C ≥8.5 mmol/L (325 mg/dL)
5
 LDL-C 6.5-8.4 mmol/L (251-325 mg/dL)
3
 LDL-C 5.0-6.4 mmol/L (191-250 mg/dL)
1
 LDL-C 4.0-4.9 mmol/L (155-190 mg/dL)
DNA analysis
8
 Functional mutation in the LDLR, apoB, or PCSK9 gene
Choose only one score per group, the highest applicable diagnosis
(diagnosis is based on the total number of points obtained)
 A "definite" FH diagnosis requires >8 points
 A "probable" FH diagnosis requires 6-8 points
 A "possible" FH diagnosis requires 3-5 points
 Using DNA testing, patients with familial hypercholesterolemia (FH) have been
identified as generally having a functional mutation of one of three genes: LDLR,
PCSK9, or APOB gene. Mutations in these three genes can be detected in about 80
percent of patients with the definite FH clinical syndrome.
Investigational or Not Medically Necessary Uses
I. Primary prevention of ASCVD
A. There is currently no safety or efficacy data to support the use of bempedoic acid in
reducing/preventing ASCVD
II. Homozygous familial hypercholesterolemia
A. There is currently no safety or efficacy data to support the use of bempedoic acid in
patients with homozygous familial hypercholesterolemia
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