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IN BRIEF

Sacubitril/Valsartan (Entresto) Expanded 
Indication

The oral fi xed-dose combination of the neprilysin 
inhibitor sacubitril and the angiotensin receptor 
blocker (ARB) valsartan (Entresto – Novartis) was 
approved by the FDA in 2015 to reduce the risk of 
cardiovascular death and hospitalization for heart 
failure in adults with chronic heart failure (NYHA 
Class II-IV) and reduced ejection fraction (HFrEF; 
LVEF <40%).1 The indication has now been expanded 
to include patients with chronic heart failure with 
any LVEF; the label specifi es that benefi ts are most 
clearly evident in patients with LVEF below normal. 
Entresto is the fi rst drug to be approved in the US for 
this indication.

TYPES OF HF — Almost half of all patients with heart 
failure have HFrEF, almost half have heart failure with 
preserved ejection fraction (HFpEF; LVEF ≥50%), and 
the rest have heart failure with mid-range ejection 
fraction (HFmrEF; LVEF 41-49%).

CLINICAL STUDY — FDA approval of the expanded 
indication for Entresto was based on the results of a 
double-blind trial (PARAGON-HF) in 4822 patients with 
NYHA class II-IV heart failure, LVEF ≥45%, elevated 
levels of natriuretic peptides, and structural heart 
disease. The primary endpoint was a composite of total 
hospitalizations for heart failure and cardiovascular 
death. After a median follow-up of 35 months, there 
were 894 primary events in 526 patients randomized 
to receive sacubitril/valsartan 97/103 mg twice daily 

1.  Sacubitril/valsartan (Entresto) for heart failure. Med Lett Drugs 
Ther 2015; 57:107.

2.  SD Solomon et al. Angiotensin-neprilysin inhibition in heart failure 
with preserved ejection fraction. N Engl J Med 2019; 381:1609.

3.  Approximate WAC. WAC = wholesale acquisition cost, or 
manufacturer’s published price to wholesalers; WAC represents 
published catalogue or list prices and may not represent actual 
transactional prices. Source: Analysource® Monthly. April 5, 
2021. Reprinted with permission by First Databank, Inc. All 
rights reserved. ©2021. www.fdbhealth.com/policies/drug-
pricing-policy.

and 1009 primary events in 557 patients randomized 
to receive valsartan 160 mg twice daily (RR 0.87; 95% 
CI 0.75-1.01).2 Although statistical signifi cance was 
narrowly missed, subgroup analyses suggested that 
sacubitril/valsartan showed benefi t in patients with 
LVEF 45-57% and in women. 

DOSAGE — The recommended starting dosage of 
sacubitril/valsartan in adults is 49/51 mg twice 
daily. The dose should be doubled every 2-4 weeks 
as tolerated to reach a fi nal dose of 97/103 mg.  ACE 
inhibitor treatment should be discontinued 36 hours 
before starting Entresto. In patients who had not been 
taking an ACE inhibitor or an ARB, or in those with 
severe renal impairment (eGFR <30 mL/min/1.73 m2) 
or moderate hepatic impairment, the recommended 
starting dosage of Entresto is 24/26 mg twice daily. 
Entresto is not recommended for patients with 
severe hepatic impairment. One month’s treatment 
at the target dosage costs $583.00.3   ■

Additional Content Available Online
Comparison Table: Some Drugs for HFrEF
http://medicalletter.org/TML-article-1619e

http://medicalletter.org/CMEstatus
http://medicalletter.org/downloads/1619e_table.pdf


6666

The Medical Letter   
® May 3, 2021    Vol. 63 (1623)

PRESIDENT: Mark Abramowicz, M.D.; VICE PRESIDENT AND EXECUTIVE EDITOR: Gianna Zuccotti, M.D., M.P.H., F.A.C.P., Harvard Medical School
VICE PRESIDENT AND EDITOR IN CHIEF: Jean-Marie Pflomm, Pharm.D.; ASSOCIATE EDITORS: Susan M. Daron, Pharm.D., Amy Faucard, MLS, Corinne Z. Morrison, Pharm.D.,
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; Franco M. Muggia, M.D., New York University 
Medical Center; 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 editors do not warrant that all the material in this publication is accurate and complete in every respect. The 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 2021. ISSN 1523-2859Get Connected:
The
Medical
Letter

https://twitter.com/MedicalLetter
https://www.linkedin.com/company/the-medical-letter-inc-

