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VA Pharmacy Benefits Management Services, Medical Advisory Panel, and VISN Pharmacist Executives

The following recommendations are based on medical evidence, clinician input, and expert opinion. The content of the document is dynamic
and will be revised as new information becomes available. The purpose of this document is to assist practitioners in clinical decision-making,
to standardize and improve the quality of patient care, and to promote cost-effective drug prescribing. THE CLINICIAN SHOULD USE THIS
GUIDANCE AND INTERPRET IT IN THE CLINICAL CONTEXT OF THE INDIVIDUAL PATIENT. INDIVIDUAL CASES THAT ARE EXCEPTIONS TO THE
EXCLUSION AND INCLUSION CRITERIA SHOULD BE ADJUDICATED AT THE LOCAL FACILITY ACCORDING TO THE POLICY AND PROCEDURES OF
ITS P&T COMMITTEE AND PHARMACY SERVICES.

The Product Information should be consulted for detailed prescribing information.
See the VA National PBM-MAP-VPE Monograph on this drug at the PBM INTRAnet site for further information.

Exclusion Criteria

If the answer to ANY item below is met, then the patient should NOT receive bempedoic acid +/- ezetimibe
[l  End stage renal disease on dialysis

[l  Advanced heart failure with limited prognosis

[l  severe comorbid non-cardiovascular condition that is expected to limit life expectancy

] Pregnant or lactating

Inclusion Criteria

One of the following criteria must be met.

[]  History of ASCVD!

[] Severe primary hypercholesterolemia (e.g., HeFH?, LDL-C? > 190 mg/dL) without ASCVD*
1ASCVD=Atherosclerotic cardiovascular disease

2HeFH=Heterozygous familial hypercholesterolemia

3LDL-C=Low density lipoprotein cholesterol

4Refer to supplemental information for guidance on patients at high-risk but without ASCVD and LDL <190 mg/dL and discussion on statin
intolerance.

Additional Inclusion Criteria

All of the following criteria must be met.

[0  Contraindication, intolerance to or insufficient LDL-C reduction with maximally tolerated dose of statin® and needs
further LDL-C lowering to reduce ASCVD risk consistent with established guidelines.

[l Contraindication, intolerance to or insufficient LDL-C reduction with ezetimibe and needs further LDL-C lowering to
reduce ASCVD risk consistent with established guidelines.

[l  Contraindication, intolerance to or insufficient LDL-C reduction with a monoclonal antibody inhibitor of PCSK96 and
needs further LDL-C lowering to reduce ASCVD risk consistent with established guidelines.

] Provideracknowledges the potential for adverse events with bempedoic acid and will monitoras clinically appropriate.’

SMaximally tolerated dose of statin may be none. Confirmed statin intolerance isintolerance to at least 2 statins, one at the lowest approved

daily dose. Refer to supplemental information for guidance in patients who are statin intolerant.

6PCSK9= Proprotein Convertase Subtilisin/Kexin Type 9 Inhibitor


https://dvagov.sharepoint.com/sites/VHAPBM/Formulary/Clinical%20Guidance/Forms/AllItems.aspx
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7In studies of bempedoic acid, liver enzyme elevation, renal impairment, hyperuricemia, gout, tendon rupture and cholelithiasis were
reported more often in recipients of bempedoic acid vs. placebo. Caution should be used in patients who might be at greater risk for these
events.

Additional Inclusion Criteria-Select if Applicable

For patients who can become pregnant

] Evaluate pregnancy status prior to initiating treatment since bempedoic acid +/- ezetimibe may cause fetal harm.
Contraceptive counseling on the potential risks vs. benefits of taking bempedoic acid if a patient were to become
pregnant is recommended.

] If pregnancy occurs during treatment, discontinue bempedoicacidunless the benefits outweigh the potential risk to the
fetus.

Updated version may be found at PBM INTRAnet 2
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Supplemental Information

Statins remain the treatment of choice for improving CV outcomes in both primary and secondary prevention.

The following applies to patients with documented “statin intolerance” and established ASCVD or with severe primary
hypercholesterolemia (e.g., HeFH, LDL-C >190 mg/dL):

Intolerance to statins should be documented and in practical terms is defined as a trial of at least 2 statins which
resultsinintolerable unexplained skeletal muscle-related complaints including pain or ache, weakness or muscle
cramping that starts or worsens during treatment with statins and resolves when the statin is stopped.

One of the statins causing muscle complaints should have been tried at the lowest approved dose and a trial of
alternate day dosing should be attempted. (See footnote and link below regarding information for addressing statin
intolerance)

Consider and address factors that may increase the risk for statin intolerance and non-statin causes of muscle
symptoms (e.g., hypothyroidism, vitamin D deficiency, drug-drug interactions, excessive alcohol use, etc.)

Those on lower than optimal statin doses should receive ezetimibe as necessary as second line treatment.

For those who are on lower than optimal statin doses (including use of alternate day statin dosing) and are on
ezetimibe, if the LDL reduction from untreated baseline is less than clinically desired and/or LDL-C goal (consistent
with established guidelines)is not achieved despite confirmed adherence to treatment, consideration can be given to
using monoclonal antibody inhibitors of PCSK9.

Finally, if a patientis completelyintolerant of statin therapy (i.e., no statin can be used) and ezetimibe has not or is
notexpected to provide clinically desired LDL-C reduction from untreatedbaseline or achieve LDL-C goal (consistent
with established guidelines), use of a monoclonal antibody inhibitors of PCSK9is preferred to bempedoicacid because
of the differences in magnitude of expected LDL-C reduction (50-60% vs. 16-36%, respectively) and potential for
adverse events with bempedoic acid.

The following appliesto patients with documented “statin intolerance” without established ASCVD and LDL-C <190 mg/dL:

Ezetimibe, bile acid sequestrant (BAS) or the combination, should be utilized in appropriate candidates.

In patients at high-risk for an event (e.g., diabetes mellitus, 10-year risk score > 20%, presence of subclinical
atherosclerosis by imaging including coronary artery calcium assessment and coronary CT), use of ezetimibe, BAS or
the combination should be utilized in appropriate candidates. If LDL-C is not reduced by a clinically meaningful
percentage from baseline (>30% or>50% based on risk assessment and clinical need) and/or LDL-C goals (consistent
with established guidelines)are not reached, despite confirmed adherence, use of monoclonal antibody inhibitors of
PCSK9 or bempedoic acid may be considered.

Because of differences in magnitude of expected LDL-C reduction (50-60% PCSK9inhibitor vs. 16-36% bempedoic acid
+/- ezetimibe) and potential for adverse events, use of PCSK9 inhibitors is preferred to reduce the need for additional
LDL-C lowering therapies to achieve desired percent LDL-C reduction and reach LDL-C goals, consistent with
established guidelines.

Refer to the following link for guidance on managing statin intolerance: National Academic Detailing Services - 10-
1695_Dyslipidemia_Provider_Statinintolerance_P97132 - GroupbyCampaign (sharepoint.com)

Prepared: June 2024. Contact: CatherineKelley, PharmD, National Clinical Pharmacy Program Manager, VA Pharmacy Benefits Management
Services (12PBM)
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