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IN BRIEF

Cardiovascular Outcomes with Bempedoic 
Acid (Nexletol)

Since our initial review of the oral lipid-lowering 
adenosine triphosphate-citrate lyase (ACL) inhibitor 
bempedoic acid (Nexletol – Esperion) in 2020,1 
cardiovascular outcomes data in statin-intolerant 
patients have become available.

THE DRUG ― Bempedoic acid is FDA-approved 
for use alone and in a fi xed-dose combination 
with the cholesterol absorption inhibitor ezetimibe 
(Nexlizet) as an adjunct to diet and maximally 
tolerated statin therapy in adults with  heterozygous 
familial hypercholesterolemia (HeFH) or established 
atherosclerotic cardiovascular disease (ASCVD) who 
require additional low-density lipoprotein cholesterol 
(LDL-C) lowering. 

Mechanism of Action – The active metabolite of 
bempedoic acid inhibits ACL, an enzyme involved in 
hepatic cholesterol synthesis. The resulting reduction 
in hepatic LDL-C causes upregulation of LDL recep-
tors, increasing clearance of LDL-C from the blood.

STANDARD TREATMENT ― HMG-CoA reductase 
inhibitors (statins) are the drugs of choice for 
most patients who require lipid-lowering therapy. 
They reduce LDL-C levels and the risk of coronary, 
cerebrovascular, and peripheral vascular events. 
Some patients may be unwilling or unable to take 
the guideline-recommended dose of a statin, usually 
because of myalgia and myopathy.2,3 Reducing the 
dose or switching to a different statin often allows 
such patients to continue statin therapy.

Addition of ezetimibe (Zetia, and others) or a 
proprotein convertase subtilisin/kexin type 9 
(PCSK9) inhibitor such as alirocumab (Praluent) or 
evolocumab (Repatha) to a statin has been shown 
to further reduce LDL-C levels and the risk of 
cardiovascular events.

Table 1. Results of the CLEAR Outcomes Clinical Trial1

 Bempedoic Acid  Placebo
Endpoint (n=6992) (n=6978)
4-component MACE2 11.7%*,3 13.3%
Fatal or nonfatal MI 3.7%* 4.8%
Coronary revascularization 6.2%* 7.6%
Fatal or nonfatal stroke 1.9% 2.3%
Cardiovascular death 3.8% 3.7%
Death from any cause 6.2% 6.0%
LDL-C reduction4 21.1% 0.8%
*Statistically signifi cant difference vs placebo; LDL-C = low-density 
lipoprotein cholesterol; MACE = major adverse cardiovascular events; 
MI = myocardial infarction
1.  After a median follow-up of 40.6 months. SE Nissen et al. N Engl J Med 

2023 March 4 (epub).
2.  Composite of nonfatal MI, nonfatal stroke, coronary revascularization, or 

cardiovascular death. The primary endpoint.
3.  NNT 63.6 (number of patients needed to be treated to prevent one MACE 

outcome).
4.  Mean percent change from baseline at 6 months. Mean baseline LDL-C 

level in both groups was 139 mg/dL.

THE CLINICAL TRIAL ― In a double-blind trial (CLEAR 
Outcomes), 13,970 statin-intolerant patients who had 
or were at high-risk for cardiovascular disease were 
randomized to receive bempedoic acid 180 mg or 
placebo once daily; patients taking a very low dose of 
a statin or other lipid-lowering drugs (e.g., ezetimibe) 
were included in the trial. 

After a median follow-up of 40.6 months, the incidence 
of a composite of four major adverse cardiovascular 
events (nonfatal myocardial infarction, nonfatal 
stroke, coronary revascularization, or cardiovascular 
death), the primary endpoint, was statistically 
signifi cantly lower with bempedoic acid than with 
placebo (11.7% vs 13.3%; number needed to treat 
[NNT] 63.6). The drug did not signifi cantly reduce 
the rate of fatal or nonfatal stroke, cardiovascular 
death, or death from any cause compared to placebo 
(see Table 1). The mean LDL-C level after 6 months 
of treatment was lower with bempedoic acid than 
with placebo (107 mg/dL vs 136 mg/dL), but did not 
reach goal.4

ADVERSE EFFECTS ― In CLEAR Outcomes, myalgia, 
new-onset diabetes, worsening hypoglycemia, 
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metabolic acidosis, tendinopathies, and tendon 
rupture occurred at similar rates with bempedoic acid 
and placebo. 

Bempedoic acid inhibits renal tubular organic anion 
transporter 2 (OAT2) and may increase serum uric 
acid levels and the risk of developing gout. In CLEAR 
Outcomes, gout occurred in 3.1% of patients taking 
bempedoic acid and in 2.1% of those taking placebo. 
Cholelithiasis occurred in 3.1% of patients taking 
bempedoic acid and in 1.2% of those taking placebo.  

CONCLUSION ― In one large clinical trial in statin-
intolerant patients who had or were at high-risk for 
cardiovascular disease, the oral adenosine triphos-
phate-citrate lyase (ACL) inhibitor bempedoic acid 
(Nexletol) modestly reduced the risk of a 4-component 
composite of major adverse cardiovascular events 
(MACE) compared to placebo. The drug did not 
reduce the risk of cardiovascular death or death from 
any cause. Patients who can tolerate a statin should 
continue taking it. Whether addition of bempedoic 
acid to a moderate or maximal dose of a statin further 
reduces the risk of MACE is unknown.   ■

1.  Bempedoic acid (Nexletol) for lowering LDL-cholesterol. Med 
Lett Drugs Ther 2020; 62:53.

2.  Lipid-lowering drugs. Med Lett Drugs Ther 2022; 64:145.
3.  JH Alexander. Benefi ts of bempedoic acid – clearer now. N 

Engl J Med 2023 March 4 (epub).
4.  SE Nissen et al. Bempedoic acid and cardiovascular outcomes 

in statin-intolerant patients. N Engl J Med 2023 March 4 
(epub).

PRESIDENT: Mark Abramowicz, M.D.; VICE PRESIDENT, EDITOR IN CHIEF: Jean-Marie Pflomm, Pharm.D.; ASSOCIATE EDITORS: Susan M. Daron, Pharm.D., Amy Faucard, MLS, 
Michael P. Viscusi, Pharm.D. CONSULTING EDITORS: Joanna Esterow, PA-C, Mordechai Sacks, DMSc, PA-C, Brinda M. Shah, Pharm.D., F. Peter Swanson, M.D. 

CONTRIBUTING EDITORS: Carl W. Bazil, M.D., Ph.D., Columbia University College of Physicians and Surgeons; Ericka L. Crouse, Pharm.D., B.C.P.P., C.G.P., F.A.S.H.P., F.A.S.C.P., 
Virginia Commonwealth University; Vanessa K. Dalton, M.D., M.P.H., University of Michigan Medical School; Eric J. Epstein, M.D., Albert Einstein College of Medicine; 
David N. Juurlink, BPhm, M.D., Ph.D., Sunnybrook Health Sciences Centre; Richard B. Kim, M.D., University of Western Ontario; Sandip K. Mukherjee, M.D., F.A.C.C., Yale 
School of Medicine; Dan M. Roden, M.D., Vanderbilt University School of Medicine; Esperance A.K. Schaefer, M.D., M.P.H., Harvard Medical School; Neal H. Steigbigel, M.D., 
New York University School of Medicine; Arthur M. F. Yee, M.D., Ph.D., F.A.C.R., Weill Medical College of Cornell University

MANAGING EDITOR AND DIRECTOR OF CONTENT OPERATIONS: Susie Wong; EDITORIAL ASSISTANT: Karrie Ferrara

FULFILLMENT AND SYSTEMS MANAGER: Cristine Romatowski; EXECUTIVE DIRECTOR OF SALES: Elaine Reaney-Tomaselli
EXECUTIVE DIRECTOR OF MARKETING AND COMMUNICATIONS: Joanne F. Valentino; INTERIM PUBLISHER: Jean-Marie Pflomm, Pharm.D.

Founded in 1959 by Arthur Kallet and Harold Aaron, M.D.
Copyright and Disclaimer: The Medical Letter, Inc. is an independent nonprofi t organization that provides healthcare professionals with unbiased drug prescribing recommendations. The 
editorial process used for its publications relies on a review of published and unpublished literature, with an emphasis on controlled clinical trials, and on the opinions of its consultants. The 
Medical Letter, Inc. does not sell advertising or receive any commercial support. No part of the material may be reproduced or transmitted by any process in whole or in part without prior 
permission in writing. The Medical Letter, Inc. does not warrant that all the material in this publication is accurate and complete in every respect. The Medical Letter, Inc. and its editors shall 
not be held responsible for any damage resulting from any error, inaccuracy, or omission.

Subscription Services
Address: Customer Service: Permissions: Subscriptions (US): Site License Inquiries:
The Medical Letter, Inc. Call: 800-211-2769 or 914-235-0500 To reproduce any portion of this issue, 1 year - $159; 2 years - $298;  E-mail: SubQuote@medicalletter.org 
145 Huguenot St. Ste. 312 Fax: 914-632-1733 please e-mail your request to: 3 years - $398. $65 per year  Call: 800-211-2769  
New Rochelle, NY 10801-7537 E-mail: custserv@medicalletter.org permissions@medicalletter.org for students, interns, residents,  Special rates available for bulk  
www.medicalletter.org   and fellows in the US and Canada. subscriptions.
   Reprints - $45 per issue or article 

Copyright 2023. ISSN 1523-2859Get Connected:

The
Medical
Letter


