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The FDA has approved ensitrelvir (Xocova – Shionogi), a SARS-
CoV-2 main protease inhibitor, for postexposure prophylaxis 
of COVID-19 in patients ≥12 years old who had contact with 
an infected individual. Ensitrelvir is the fi rst oral antiviral
drug to be approved in the US for this indication. The paren-
teral monoclonal antibody combinations bamlanivimab and 
etesevimab and casirivimab and imdevimab (REGEN-COV) 
are no longer authorized for postexposure prophylaxis of 
COVID-19 in the US.

▶ Ensitrelvir (Xocova) for Post-Exposure 
Prophylaxis of COVID-19

Pronunciation Key
Ensitrelvir: en si trel' veer Xocova: zoe koe vah

Key Points: Ensitrelvir (Xocova)
▶  Description: An oral SARS-CoV-2 main protease inhibitor
▶  Indication: Postexposure prophylaxis of COVID-19 in patients

≥12 years old who had contact with an infected individual
▶  Effi cacy: In one clinical trial, a 5-day course of ensitrelvir 

reduced the incidence of laboratory-confi rmed COVID-19, 
compared to placebo, in household contacts of an infected 
individual (relative risk 0.33).

▶  Adverse Effects: Most common were headache, diarrhea, 
cough, and decreased hemoglobin levels.

▶  Drug Interactions: Increases serum concentrations of drugs 
that are CYP3A substrates or are transported by P-gp or BCRP. 
Use of ensitrelvir with drugs that are primarily metabolized by 
CYP3A or with strong CYP3A inducers is contraindicated.

▶  Pregnancy and Lactation: Should not be used by pregnant or 
breastfeeding women

▶  Dosage: 375 mg PO on day 1 (taken within 72 hours of 
exposure), followed by 125 mg on days 2-5

▶  Cost: A 5-day course costs $1400.
▶  Conclusion: Ensitrelvir reduces the risk of COVID-19 in 

household contacts of an individual infected with SARS-CoV-2.

PHARMACOLOGY — Ensitrelvir inhibits SARS-CoV-2 3C-like 
protease, preventing viral replication.1,2 Because ensitrelvir 
targets a region of the SARS-CoV-2 virus that is highly 
conserved, the drug is expected to be effective even when 
the virus mutates and alters the antigenicity of the spike 
protein. Ensitrelvir treatment has been associated with 3CL 
protease substitutions that confer reduced susceptibility to 
the drug in vitro.3

Treatment – In one double-blind trial (SCORPIO-SR) in 
standard-risk adults with mild to moderate COVID-19, 
ensitrelvir started within 3 days of symptom onset reduced 
the time to resolution of a composite of 5 typical COVID-19 
symptoms (stuffy or runny nose, sore throat, cough, 
feeling hot or feverish, low energy or tiredness) by one day 
compared to placebo.5 In another trial (SCORPIO-HR) in 
nonhospitalized adults with mild to moderate COVID-19 who 
were at standard or high risk for severe disease, ensitrelvir 
started with 3 days of symptom onset did not signifi cantly 
reduce the time to complete resolution of all symptoms (a 
composite of 15 symptoms including loss of smell or taste) 
compared to placebo, but it did reduce viral load.6 

ADVERSE EFFECTS — The most common adverse effects 
(frequency ≥1% and greater than with placebo) of ensitrelvir 
in clinical trials were headache, diarrhea, cough, and 
decreased hemoglobin levels. Transient decreases in high-
density lipoprotein cholesterol (HDL-C) have been reported. 
Anaphylaxis, angioedema, and urticaria have occurred rarely 
with use of the drug in other countries.

DRUG INTERACTIONS — Ensitrelvir is a substrate of CYP3A 
and it inhibits CYP3A, P-glycoprotein (P-gp), and breast 
cancer resistance protein (BCRP). The drug can increase 

Table 1. Pharmacology
Class  SARS-CoV-2 main protease inhibitor
Formulation 125 mg tablets
Route Oral
Tmax 2.5 hours (day 1); 2 hours (day 5)
Metabolism Primarily hepatic by CYP3A
Elimination Feces (64.8%); urine (25.8%)
Half-life ~42-48 hours

CLINICAL STUDIES — Postexposure Prophylaxis – FDA 
approval of ensitrelvir was based on the results of a double-
blind trial (SCORPIO-PEP) in 2041 household contacts
≥12 years old who were exposed to SARS-CoV-2 but tested 
negative for SARS-CoV-2 at baseline. Exposed patients were 
randomized to receive ensitrelvir or placebo once daily for
5 days, started within 72 hours of symptom onset in the 
index patient. The incidence of laboratory-confi rmed 
COVID-19 within 10 days of treatment was signifi cantly 
lower with ensitrelvir than with placebo (2.9% vs 9.0%, RR 
0.33 [NNT 16.4]).4 
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serum concentrations of drugs that are metabolized by 
CYP3A or transported by P-gp or BCRP. Coadministration 
of ensitrelvir and drugs metabolized primarily by CYP3A 
is contraindicated. Concurrent use with strong CYP3A 
inducers can reduce serum concentrations of ensitrelvir and 
is also contraindicated.7 

PREGNANCY AND LACTATION — In studies in pregnant 
animals, administration of ensitrelvir was associated 
with skeletal malformations and embryofetal death. 
Females with reproductive potential should use effective 
contraception during treatment with ensitrelvir and for 2 
weeks after the last dose. 

Ensitrelvir has been detected in the milk of lactating rats. 
Breastfeeding should be avoided during treatment with 
ensitrelvir and for 2 weeks after the last dose.

DOSAGE, ADMINISTRATION, AND COST — Xocova is 
supplied in 125-mg tablets. The recommended dosage for 
postexposure prophylaxis is 375 mg on day 1, followed by 
125 mg on days 2-5. Treatment should be started as soon 
as possible and within 72 hours of exposure to an individual 
infected with SARS-CoV-2. According to the manufacturer, a 
5-day course of Xocova costs $1400.

CONCLUSION — The oral antiviral drug ensitrelvir (Xocova)
reduces the risk of COVID-19 in household contacts of 
an individual infected with SARS-CoV-2. The drug is 
expensive, has the potential to interact with many other 
drugs, and should not be taken by women who are pregnant 
or breastfeeding.  ■

1.  M Lin et al. Molecular mechanism of ensitrelvir inhibiting 
SARS-CoV-2 main protease and its variants. Commun Biol 
2023; 6:694.

2.  Y Unoh et al. Discovery of S-217622, a noncovalent oral SARS-
CoV-2 3CL protease inhibitor clinical candidate for treating 
COVID-19. J Med Chem 2022; 65:6499.

3.  T Uehara et al. Ensitrelvir treatment-emergent amino acid 
substitutions in SARS-CoV-2 3CLpro detected in the SCORPIO-
SR phase 3 trial. Antiviral Res 2025; 236:106097.

4.  FG Hayden et al. Ensitrelvir for COVID-19 postexposure 
prophylaxis in household contacts. N Engl J Med 2026; 
394:1905.

5.  H Yotsuyanagi et al. Effi cacy and safety of 5-day oral ensitrelvir 
for patients with mild to moderate COVID-19: the SCORPIO-SR 
randomized clinical trial. JAMA Netw Open 2024; 7:e2423203.

6.  AF Luetkemeyer et al. Ensitrelvir for the treatment of 
nonhospitalized adults with COVID-19: results from the 
SCORPIO-HR, phase 3, randomized, double-blind, placebo-
controlled trial. Clin Infect Dis 2025; 80:1235.

7.  Inhibitors and inducers of CYP enzymes, P-glycoprotein, and 
other transporters. Med Lett Drugs Ther 2023 January 25 
(epub). Available at: www.medicalletter.org/downloads/CYP_
PGP_Tables.pdf.

We Want to Know
Are there topics you would like us to review in an upcoming issue? We 
welcome your suggestions at: articles@medicalletter.org

Get Connected:

PRESIDENT, EDITOR IN CHIEF: Jean-Marie Pflomm, Pharm.D.; EDITOR IN CHIEF EMERITUS: Mark Abramowicz, M.D.; VICE PRESIDENT, ADMINISTRATION: Gianna Zuccotti, M.D., M.P.H., F.A.C.P., 
Harvard Medical School; 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., B.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., Dartmouth Hitchcock Medical Center; 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;  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 – $179; $65 per year E-mail: SubQuote@medicalletter.org 
2 Madison Ave, Ste 211 Fax: 914-632-1733 please e-mail your request to: for students, interns, residents, Call: 800-211-2769  
Larchmont, NY 10538 E-mail: custserv@medicalletter.org permissions@medicalletter.org and fellows in the US and Canada. Special rates available for bulk  
www.medicalletter.org   Reprints – $45 per issue or article subscriptions.

Copyright 2026. ISSN 1523-2859Get Connected:


