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Purpose for Drug Evaluation:
e Evaluate new evidence for the effectiveness and safety of bempedoic acid for the prevention of cardiovascular (CV) mortality and CV events in patients
with established atherosclerotic cardiovascular disease (ASCVD) and high-risk CV patients to evaluate if there is a need for a prior authorization (PA)
update.

Plain Language Summary:

e This review looks at new evidence for using medications to treat high cholesterol, also called dyslipidemia. Dyslipidemia can lead to an increased risk of
heart attack or stroke.

e Statin medications lower the cholesterol levels in the blood and prevent heart attacks in people with dyslipidemia. If a statin alone cannot lower their
cholesterol levels to an acceptable range, then a second medication is often added.

e One cholesterol lowering medication that has been approved for use in combination with statin medication is bempedoic acid. This medication works to
help your body eliminate cholesterol from the bloodstream and can lower cholesterol levels. However, previous studies have not studied if it prevents
heart attacks, stroke, or death.

e Inarecently published study, in patients who could not tolerate first line statin medications, bempedoic acid decreased heart attacks and surgeries to
restore blood flow to the heart.

e Statins are considered first line therapy for patients at risk for heart attacks, strokes and death from high levels of cholesterol. However, bempedoic acid
is an option in patients who have tried multiple statin medications and cannot take them due to side effects.

e Based on previous studies, the Oregon Health Authority has adopted a policy that requires patients to have a history of cardiovascular disease and be on
statin therapy for Medicaid to pay for bempedoic acid. This is called prior authorization.

Research Questions:

1. Isthere new evidence for bempedoic acid and bempedoic acid/ezetimibe in reducing CV outcomes in patients treated for the primary or secondary
prevention of CV disease?

2. Is there new evidence for long-term safety of bempedoic acid and bempedoic acid/ezetimibe?

3. Are there specific subpopulations for which bempedoic acid may be specifically indicated, more effective, or associated with less harm?
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Conclusions:

e There is moderate-quality evidence that bempedoic acid lowers risk of a composite of death from CV causes, nonfatal myocardial infarction (Ml), nonfatal
stroke, or coronary revascularization compared to placebo [11.7% versus 13.3%; absolute risk reduction (ARR) 1.6% / number needed to treat (NNT) 63; p =
0.004] in patients with a history of CV event or at high-risk for a CV event who cannot tolerate more than a low dose of a statin.! This was primarily driven by
reductions in non-fatal CV events and coronary revascularization.!

e There is moderate-quality evidence that bempedoic acid does not decrease CV death or all-cause mortality in statin intolerant patients compared to placebo.

e There is low-quality evidence based on a prespecified subgroup analysis that bempedoic acid lowers risk of a composite outcome of death from CV causes,
nonfatal MI, nonfatal stroke, or coronary revascularization compared to placebo (5.3% vs. 7.6%; ARR 2.3%; NNT 43) in patients at high-risk for a CV event.?

e There is insufficient evidence evaluating clinical CV outcomes in patients on maximally tolerated statin therapy and limited data in low-risk individuals on
therapy for primary prevention of CVD.

e There is insufficient evidence evaluating bempedoic acid in reducing CV outcomes in patients from racial and ethnic minority populations.

Recommendations:

e Continue to prioritize statin optimization in patients with clinical atherosclerotic cardiovascular disease (ASCVD) and those at high risk for CV disease.
Bempedoic acid should not be considered an alternative to statin therapy.

e Update prior authorization criteria to include coverage for bempedoic acid for high-risk primary prevention in patients with documented statin intolerance
already on ezetimibe.

Summary of Prior Reviews

e There is moderate-quality evidence that bempedoic acid modestly lowers low-density lipoprotein cholesterol (LDL-C) compared to placebo (17% to 18%
placebo-adjusted treatment difference from baseline at week 12) in patients with established CVD on maximally tolerated statin therapy who require
additional LDL-C lowering (i.e. LDL > 70 mg/dL).

o There is low-quality evidence that the combination of bempedoic acid and ezetimibe lowers LDL-C compared to placebo, bempedoic acid monotherapy and
ezetimibe monotherapy (treatment difference of -38.2%, -18.9% and -13.5%, respectively).

o There is insufficient evidence to determine the long-term effectiveness of bempedoic acid or combination bempedoic acid and ezetimibe on clinically
meaningful outcomes, including CV mortality and major adverse cardiovascular events (MACE).

e There are several concerning safety signals seen in 52-week trials of bempedoic acid including tendon rupture, gout, nephrolithiasis, and new-onset benign
prostatic hypertrophy (BPH). More data are needed to better quantify the risks associated with therapy. Additionally, bempedoic acid resulted in multiple
changes to lab parameters during treatment, including increases in serum creatinine, liver transaminases, creatinine kinase and decreases in white blood cell
(WBC) count, neutrophils and hemoglobin.

Background:

Based on high-quality and consistent evidence demonstrating ASCVD risk reduction, statins are recommended as first line pharmacological agents for primary
and secondary prevention of cardiovascular disease (CVD).2 The 2018 American College of Cardiology (ACC) guidelines recommend non-statin therapy in specific
settings.? In high-risk CVD, the guideline recommends adding non-statins when LDL-C remains above 70 mg/dL despite maximally tolerated statin therapy.?
Among the potential non-statin therapies, the ACC guidelines recommend adding ezetimibe first, followed by a PCSK9 inhibitor if LDL-C levels remain above
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70mg/dL.2 This recommendation is supported by evidence of CV risk reduction with ezetimibe and PCSK9 inhibitors when used in combination with statin
therapy.? There is a lack of data demonstrating CV risk reduction with other lipid lowering therapies, including fibrates and omega-3 fatty acids.?

Bempedoic acid was approved by the Food and Drug Administration (FDA) as an adjunct to diet and maximally tolerated statin therapy for the treatment of
adults with heterozygous familial hypercholesterolemia or established ASCVD who require additional lowering of LDL-C.* Approval was based on the results from
the CLEAR — Harmony and CLEAR — Wisdom trials.* Both trials resulted in a significant reduction in LDL-C from baseline at week 12 compared to placebo
(treatment difference -18.1%; 95% Cl -20 to -16.1% in CLEAR Harmony and -17.4%; 95% Cl -21 to -13.9% in CLEAR Wisdom).>® Significant reductions in non-HDL
cholesterol, total cholesterol, apolipoprotein B and high-sensitivity C-reactive protein were also observed.>® Since its approval, an additional study (CLEAR
Outcomes) evaluated the impact of bempedoic acid on CV outcomes in patients who are unwilling or unable to take statin medications.!

Prior to the reporting of the CLEAR — Outcomes trial, the ACC released an expert opinion on the use of non-statin therapies for the lowering of LDL-C.” In the
report, they recommend the addition of bempedoic acid if additional LDL-C lowering is indicated despite triple therapy with a maximally tolerated statin,
ezetimibe, and PCSK9 inhibitor.” For patients with statin intolerance, the report recommends PCSK9 inhibitors for lipid lowering. If patients with statin
intolerance are unwilling to take an injectable medication, then bempedoic acid may be considered.

The National Lipid Association defines statin intolerance as one or more adverse effects associated with statin therapy that improves with dose reduction or
discontinuation and a trial of at least 2 statin medications at the lowest approved daily dose.? In addition, they define partial intolerance as an inability to
tolerate the recommended dose while possibly being able to tolerate lower statin doses, a different statin, or alternative regimen.® While up to 25% of patients
who start on statin therapy discontinue due to adverse effects, a randomized controlled trial has shown that most symptoms caused by statin are nocebo.’ The
author of this study recommend that clinicians do not interpret symptom intensity or timing as statin causation because the pattern is identical for placebo.’

Methods:

A Medline literature search for new systematic reviews and randomized controlled trials (RCTs) assessing clinically relevant outcomes to active controls, or
placebo if needed, was conducted. The Medline search strategy used for this review is available in Appendix 1, which includes dates, search terms and limits
used. When necessary, systematic reviews are critically appraised for quality using the AMSTAR tool and clinical practice guidelines using the AGREE tool.

The primary focus of the evidence is on high quality systematic reviews and evidence-based guidelines. Randomized controlled trials will be emphasized if
evidence is lacking or insufficient from those preferred sources.

Systematic Reviews:
After review, 5 systematic reviews were excluded due to a surrogate outcome (i.e., LDL-C)®!2 or poor quality (i.e., AMSTAR Il assessment).1>14

New Guidelines:
Two new guidelines have been published since 2021. Both were excluded for not including bempedoic acid or awaiting results from ongoing clinical trials.
One expert opinion was identified but was excluded since it was not a high-quality clinical practice guideline.”

15,16

New Formulations or Indications:
No new formulations or indications identified.
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New FDA Safety Alerts:
No new FDA Safety Alerts identified.

Randomized Controlled Trials:
A total of 8 citations were manually reviewed from the initial literature search. After further review, 7 citations were excluded because of wrong study design

(i.e. simulation model, rationale and design of a trial)'”*®, drug (i.e. alirocumab)®®, or outcome studied (i.e. LDL-C, patient characteristics, glycemic changes from
baseline).2>% The single trial which evaluated bempedoic acid is summarized below in Table 1.

Table 1. Randomized Controlled Trial Evidence Table.

Ref./ Drug Patient Population N Efficacy Endpoints ARR/NN | Safety ARR/N Risk of Bias/
Study Design Regimens/ T Outcomes NH Applicability
Duration
1. CLEAR - 1.180 mg Demographics: ITT: Primary Endpoint: Adverse event NA Risk of Bias (low/high/unclear):
Outcomes 1 bempedoic acid | Mean age 65 y/o 1. 6992 Composite of death from CV leading to Selection Bias: low; patients were randomized
once daily 91% white 2.6978 causes, nonfatal Ml, nonfatal discontinuation 1:1 via interactive web response system
DB. PC. RCT 70% had ASCVD stroke, or coronary of trial regimen Performance Bias: low; double-blinded study
T 2. Placebo 23% on statins revascularization 1. 759 (10.8%) Detection Bias: low; objective outcomes and
12% on ezetimibe Attrition: | 1.819 (11.7%) 2.722(10.4%) outcome assessors were blinded
Mean LDL 139 mg/dL 1. 295 2.927 (13.3%) Attrition Bias: low; less than 10% attrition and
Duration: 24 2.358 HR: 0.87 (95% CI 0.79 to 0.96) 1.6%/63 Hyperuricemia NA efficacy analyses were performed on ITT
months Key Inclusion Criteria: p = 0.004 1. 763 (10.9%) population
e  18-85years 2.393 (5.6%) Reporting Bias: low; outcomes reported as
e ASCVD or high cv Secondary Endpoint: prespecified
risk Composite of death from CV Gout NA Other Bias: high; funded by Esperion
e  Statinintolerant causes, nonfatal Ml, or nonfatal 1. 215 (3.1%) Therapeutics
e  LDL-C 2100 mg/dL stroke 2.143 (2.1%)
1. 575 (8.2%) P values | Applicability:
Key Exclusion Criteria: 2.663 (9.5%) and Cl Patient: A majority (70%) of patients were
e  eGFR <30 ml/min HR: 0.85 (95% CI 0.76 to 0.96) 1.3%/77 NR considered secondary prevention, however
e  recent ACS p =0.006 the trial did include patients at high-risk for a
. Implantable device CV event; data is only in for statin intolerant
e NYHA Class IV Fatal or nonfatal Mi patients
heart failure 1. 231 (3.7%) Intervention: dose selection based on phase 2
e  Uncontrolled HTN 2.334 (4.8%) data ) .
e HbAlc>10% HR: 0.77 (95% Cl 0.66 to 0.91) 1.1%/91 Comparator: placebo is an appropriate
. . p =0.002 comparator with background lipid lowering
e Liver disease
therapy
Coronary revascularization Outcomes: data on CV outcomes
1. 435 (6.2%) Setting: multicenter study across 1200 sites in
2.529 (7.6%) 32 countries (22 European countries, 3 North
HR:0.81 (95% Cl 0.72 to 0.92) 1.4%/72 American countries, 4 South American

p =0.001

countries, Australia, India, New Zealand, and
South Africa)
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Death from CV causes
1. 269 (3.8%)
2.257 (3.7%)
HR: 1.04 (95% CI 0.88-1.24) NS

Abbreviations: ACS = acute coronary syndrome; ARR = absolute risk reduction; ASCVD = atherosclerotic cardiovascular disease; Cl = confidence interval; CV = cardiovascular event; DB = double blind; GFR =
glomerular filtration rate; HbAlc = hemoglobin Alc; HR = hazard ratio; HTN = hypertension; ITT = intention to treat; LDL-C = low density lipoprotein cholesterol; Ml = myocardial infarction; mITT = modified
intention to treat; N = number of subjects; NA = not applicable; NNH = number needed to harm; NNT = number needed to treat; NR = not reported; NS = non-significant; NYHA = New York Heart
Association; PC = placebo-controlled; PCSK9 = proprotein convertase subtilsin-kexin type 9; RCT = randomized controlled-trial; ULN = upper limit normal

Clinical Efficacy:

The CLEAR—-Outcomes trial was the first clinical trial designed to evaluate the effects of bempedoic acid on CV outcomes. * This trial was double-blind, placebo-
controlled study with statin-intolerant patients randomized to receive either bempedoic acid 180 mg or placebo once daily.! Investigators defined statin
intolerance as patient-reported intolerance due to an adverse event that started or increased during statin therapy or improved when statin therapy was
discontinued, resulting in an inability to tolerate 2 or more statins at any dose or 1 statin at any dose and an unwellness or inability to attempt a second statin
medication. ! Also, patients were allowed to continue statin therapy if the dose they currently received was defined as very low dose statin therapy. ! The
primary endpoint was a composite of death from CV causes, nonfatal Ml, nonfatal stroke, or coronary revascularization. *

Overall risk of bias of the study was low. However, extensive exclusion criteria limits applicability to complex patients seen in clinical practice. While this trial
included both primary and secondary prevention patients, 70% had ASCVD, limiting generalizability to patients on therapy for primary prevention. Almost all
participants were white (91%) and it is difficult to apply results to other high-risk subgroups, including Black patients which included only 3% of the population.
Furthermore, the study included a 4-week run-in period with single-blind placebo. Patients who were unable to tolerate therapy due to adverse effects or with
adherence less than 80 percent were not eligible for randomization.? Of the 22084 patients who were screened, 7187 were excluded prior to randomization,
leading to a 32.5% of screening failures.! This limits the study population to individuals less likely to experience side effects. Lastly, this study used a definition of
statin intolerance that does not match the definition employed in clinical practice. This difference creates a concern for clinical applicability.

Participants in the bempedoic acid arm had a significant reduction in the primary CV outcome (11.7% versus 13.3%; ARR = 1.6%; NNT = 63; p = 0.004) over a
median of 3.4 years. ! This was primarily driven by a reduction in fatal or nonfatal Ml (3.7% versus 4.8%; ARR = 1.1%; NNT = 91; p = 0.002) and coronary
revascularization (6.2% versus 4.8%; ARR = 1.42%; NNT= 72; p = 0.001).> There was no significant reduction in CV death or all-cause mortality. In addition,
participants experienced significant reductions in LDL at 6 months (-21.1 versus -0.8). Of note, 22.9% of participants were on a baseline statin, 11.5% were on
ezetimibe, 0.7% were on bile acid sequestrants, 5.3% were on fibrates, 0.5% were on PCSK9 inhibitors, and 0.5% were on a niacin derivative.!

This study focused on patients who were intolerant to statin medications. There is insufficient evidence evaluating CV benefit in patients with ASCVD on
maximally tolerated statin therapy and in a broader low risk primary prevention population. In CLEAR-Outcomes, 30% of participants enrolled in the study did
not have a history of a CV event and were included in the high-risk primary prevention cohort (n=4206).2 To meet high-risk criteria, participants had to have an
LDL-C of 100 mg/dl higher with a Reynolds Risk score > 30% or a SCORE Risk score > 7.5% over 10 years, or coronary artery calcium score > 400 Agatston units, or
presence of type 1 or type 2 DM in women older than 65 years or men older than 60 years.2 The Reynolds Risk score is a risk assessment used in the United
States (US).?* It differs from ASCVD assessments in that it excludes individuals with diabetes but does include high-sensitivity C-reactive protein.?* The SCORE Risk
assessment is a common tool used in European countries to predict 10-year risk of cardiovascular death.?* A published subgroup analysis of primary prevention
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participants found a significant reduction in the CV composite endpoint with bempedoic acid compared to placebo (5.3% vs. 7.6%; HR 0.70; 95% Cl 0.55-0.89;
NNT 43).2 There was also a reduction seen in Ml (1.4% vs. 2.2%; HR 0.61; 95% Cl 0.39-0.98), CV death (81.8% vs. 3.1%; HR 0.61; 95% Cl 0.39 to 0.98), and all-
cause mortality (3.6% vs. 5.2%; HR 0.73; 95% CI 0.54 to 0.98).2 However, these findings of a subgroup analysis should not be used to make strong conclusion due
to the increased risk of false-positive results. In the primary prevention subgroup, 66% of participant had diabetes and 42% met the high-risk clinical score
enrollment criteria.?

Clinical Safety:
There were not significantly more discontinuations due to adverse events in the bempedoic acid group compared to placebo (10.8% vs. 10.4%).* Higher

discontinuation rates were seen in previous clinical trials (10.9% versus 7.5%), however the CLEAR Harmony trial did not have a run-in period unlike the CLEAR-
Outcomes trial.»>® The presence or lack of a run-in period could be a potential reason for differences in discontinuations due to adverse events. Similar to
previous trials, more patients on bempedoic acid experienced hyperuricemia (10.9% vs. 5.6%), gout (3.1% vs. 2.1%), increased alanine aminotransferase (1.2%
vs. 0.8%), and increased aspartate aminotransferase (1.1% vs. 0.6%) compared to placebo.! Adverse events occurring at rates greater than 2 percent and at
higher rates compared to placebo are included in Table 2. !

Table 2. Adverse Events Occurring in More than 2% of Patients and at Higher Rates than Placebo

Bempedoic Acid (N=7001)

Placebo (N=6964)

Hypoglycemia

304 (4.3%)

267 (3.8%)

Elevated hepatic enzyme level

317 (4.5%)

209 (3.0%)

Renal Impairment

802 (11.5%)

599 (8.6%)

Hyperuricemia 763 (10.9%) 393 (5.6%)
Gout 215 (3.1%) 143 (2.1%)
Cholelithiasis 152 (2.2%) 81 (1.2%)
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Appendix 1: Medline Search Strategy

OVID Medline
1. bempedoic acid.af. 307
2. (coronary disease or coronary artery disease or dyslipidemia or dyslipidemias or myocardial infarction or stroke or cardiovascular disease or
cardiovascular diseases).af. 1162143
3. land?2 204
4. limit 3 to (english language and humans and yr="2021 -Current" and (clinical trial, all or controlled clinical trial or meta-analysis or randomized controlled
trial or "systematic review") 13

Appendix 2: Key Inclusion Criteria

Population Individuals with cardiovascular disease or at high-risk for cardiovascular disease
Intervention | Bempedoic acid or bempedoic acid/ezetimibe

Comparator | Placebo or active control

Outcomes Cardiovascular events, all-cause mortality, cardiovascular mortality

Timing At least 12 weeks
Setting Outpatient or inpatient after acute coronary syndrome
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Appendix 3: Prior Authorization Criteria

Bempedoic Acid

Goal(s):
e Promote use of bempedoic acid that is consistent with medical evidence.
Length of Authorization:

e Upto 12 months

Requires PA:
e Bempedoic Acid (Nexletol™)

e Bempedoic acid and ezetimibe (Nexlizet™)

Covered Alternatives:
e Current PMPDP preferred drug list per OAR 410-121-0030 at www.orpdl.org
e Searchable site for Oregon FFS Drug Class listed at www.orpdl.org/drugs/

Approval Criteria

1. What diagnosis is being treated? Record ICD10 code; go to #2
2. Does the patient have clinical atherosclerotic cardiovascular disease | Yes: Go to #3 No: Pass to RPh; deny for
(ASCVD), defined as documented history of one or more ASCVD medical appropriateness

events (see below) OR a diagnosis of homozygous or heterozygous
familial hypercholesterolemia (HeFH or HoFH) OR at high risk for
CVD, including those with:
e Diabetes mellitus

OR
e 10-year ASCVD risk of 10% or greater?

Major ASCVD events

e Recent ACS (within past 12 months)

History of MI (other than recent ACS from above)
History of ischemic stroke

Symptomatic peripheral artery disease

Coronary artery disease
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Approval Criteria

3. Has the patient taken a daily high-intensity statin (see table below) for
at least 3 months with a LDL-C still > 70 mg/dl with ASCVD or 2 100
mg/dl with HeFH or HoFH or high-risk CVD?

Prescriber to submit chart documentation of:
1) Doses and dates initiated of statin

2) Baseline LDL-C (untreated)

3) Recent LDL-C

Yes: Confirm
documentation; go to #5

1. Statin:
Dose:
Date Initiated:

Baseline LDL-C
Date:

Recent LDL-C
Date:

No: Go to #4

4. Does the patient have a history of:

e rhabdomyolysis caused by a statin, OR

e a history of creatinine kinase (CK) levels >10-times upper limit of
normal with muscle symptoms determined to be caused by a
statin, OR

e statin intolerance, defined as one or more adverse effects
associated with statin therapy that improves with dose reduction
or discontinuation and a trial of at least 2 statin medications at
the lowest approved daily dose?

Note: Prescriber must provide chart documentation of diagnosis or CK
levels. A recent LDL-C level (within last 12 weeks) must also be

Yes: Confirm chart
documentation of diagnosis
or labs and go to #5

1. Statin #1:
Dose:
Date Initiated:

2. Statin #2
Dose:
Date Initiated:

No: Pass to RPh; deny for
medical appropriateness

still requires additional LDL-C lowering (LDL-C still > 70 mg/d| with
ASCVD or = 100 mg/dl with HeFH or HoFH or high-risk CVD), OR have
a contraindication to ezetimibe?

submitted. Recent LDL-C mg/dL
Date:
5. Has the patient taken ezetimibe 10 mg daily for at least 3 months and | Yes: Go to #6 No: Pass to RPH; deny for

medical appropriateness
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Approval Criteria

6. Is the patient adherent with a high-intensity statin and/or ezetimibe? Yes: Approve for up to 12 No: Pass to RPh; deny for
months medical appropriateness

Note: pharmacy profile may be
reviewed to verify >80%
adherence (both lipid-lowering
prescriptions refilled 5 months’
supply in last 6 months)

High- and Moderate-intensity Statins.

High-intensity Statins Moderate-intensity Statins
(250% LDL-C Reduction) (30 to <50% LDL-C Reduction)
Atorvastatin 40-80 mg Atorvastatin 10-20 mg Pitavastatin 1-4 mg
Rosuvastatin 20-40 mg Fluvastatin 80 mg Pravastatin 40-80 mg
Lovastatin 40-80 mg Simvastatin 20-40 mg
Rosuvastatin 5-10 mg

P&T / DUR Review: 12/23 (MH), 08/20 (MH)
Implementation: 1/1/24; 9/1/20
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