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P> Timing of Remdesivir for COVID-19

Remdesivir (Veklury — Gilead), an investigational
antiviral drug administered by IV infusion, is now
available through an FDA Emergency Use Authorization
(EUA) for treatment of COVID-19 in all hospitalized
patients. An earlier EUA limited use of the drug to
patients hospitalized with severe disease.’

MECHANISM OF ACTION — Remdesivir is a nucleotide
prodrug of an adenosine analog that inhibits viral
replication by binding to RNA-dependent RNA
polymerase. Itis active against SARS-CoV-2 and some
other coronaviruses in vitro and in animal models.

CLINICAL STUDIES — In one clinical trial in 1062
patients who were hospitalized with COVID-19 and
had evidence of lower respiratory tract infection (85%
were classified as having severe disease), recovery
time was shorter with remdesivir than with placebo
(median 10 vs 15 days), a statistically significant
difference. Kaplan-Meier estimates of mortality were
11.4% with remdesivir and 15.2% with placebo by day
29 (hazard ratio 0.73; 95% Cl 0.52 to 1.03).?

A clinical trial in 584 patients hospitalized with
moderate COVID-19 (pneumonia, but not requiring
supplemental oxygen) compared treatment with
remdesivir for 5 or 10 days to standard care. The
5-day treatment achieved statistical superiority in
clinical status compared to standard care, but the
10-day treatment did not. Mortality rates were similar
in all 3 groups.®

SARS-CoV-2 REPLICATION — According to the
CDC, in patients with mild to moderate COVID-19,
replication-competent virus has not been recovered
after 10 days following symptom onset. Recovery of
replication-competent virus between 10 and 20 days
after symptom onset has been documented in some
patients with severe COVID-19.4
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TIMING — In other viral infections, early use of an
effective antiviral drug (e.g., within 48 hours of
symptom onset with oseltamivir in patients with
influenza) is associated with improved clinical
outcomes. In the first clinical trial, the median
number of days between symptom onset and
randomization was 9; the benefit of remdesivir was
larger when given earlier in the illness.? The median
time from symptom onset to treatment in the second
trial was 8 days.?

CONCLUSION — In a large clinical trial, use of
IV remdesivir shortened the time to recovery in
hospitalized patients with COVID-19 who had
evidence of lower respiratory infection. Whether
earlier use of remdesivir, when viral replication is
most active and disease-related complications have
not yet occurred, would improve outcomes remains
to be established. A phase 3 trial of IV remdesivir in
outpatients with early COVID-19 is underway and
an inhaled nebulized formulation of remdesivir is in
development.

1. COVID-19 update: FDA broadens emergency use authorization
for Veklury (remdesivir) to include all hospitalized patients for
treatment of COVID-19. FDA 2020 August 28. Available at:
https://bit.ly/3hUs7f0. Accessed October 8, 2020.

2. JH Beigel et al. Remdesivir for the treatment of COVID-19 -
final report. N Engl J Med 2020 October 8 (epub).

3. CD Spinner et al. Effect of remdesivir vs standard care on
clinical status at 11 days in patients with moderate COVID-19:
a randomized clinical trial. JAMA 2020; 324:1048.

4. CDC. Duration of isolation and precautions for adults with
COVID-19. Available at: www.cdc.gov/coronavirus/2019-
ncov/hcp/duration-isolation.html. Accessed October 8,
2020.

Additional Content Available Online

Table: Treatments Considered for COVID-19
http://medicalletter.org/downloads/1595e_table.pdf

161

Published by The Medical Letter, Inc. * A Nonprofit Organization * medicalletter.org


http://medicalletter.org/CMEstatus
http://medicalletter.org/downloads/1595e_table.pdf

The Medical Letter® Vol. 62 (1609)

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: 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.PP, C.G.P, FA.S.H.P, FA.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 nonprofit 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 feIIowséin the US and Canada. subscriptions.
Reprints - $45 per issue or article
Get Connected: i m Copyright 2020. ISSN 1523-2859 R

162



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

