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SHIONOGI

Introduction

* Ensitrelvir is a selective SARS-CoV-2 3CL protease inhibitor, o
which is active against different variants of SARS-CoV-2,
including several omicron sublineages circulating globally." [

* Ensitrelvir 125 mg, once-daily, oral treatment for 5 days
significantly shortened the time to resolution of five key
COVID-19 symptoms vs placebo in the Phase 3 part
of the SCORPIO-SR study.?

* In addition to respiratory symptoms of COVID-19, acute
and long-term impairment in taste and smell are frequently
reported.3

Objective

* To assess the effects of ensitrelvir treatment on taste and
smell impairment in outpatients with COVID-19 in the Phase 3
part of the SCORPIO-SR Phase 2/3 trial*

Methods

¢ Multicenter, randomized, double-blind, placebo-controlled study in Japan, South Korea, and
Vietnam

*  Treatment arms: ensitrelvir 125 mg oral (PO), once daily (QD) [375 mg loading dose on Day 1],
250 mg PO QD [750 mg loading dose on Day 1], and placebo PO QD for 5 days

Enrollment period: February 2022-July 2022

Screening & Randomization

. Exploratory phase post-illness
111

Days85 169 337

Symptoms assessment

Stratification:
Vaccination status
Time from onset to

treatment
(<3 days, 23 days)

Report of taste/smell symptoms: twice daily from Day 1 to Day 9, and once daily
from Day 10 to Day 21

Symptom score: 0 — same as usual; 1 — moderate loss of taste/smell; 2 — complete
loss of taste/smell

* Inclusion criteria: patients (aged 12-70 years) with mild/moderate symptoms within 5 days,
regardless of vaccination status or risk factors for severe disease

«  Exclusion criteria: patients requiring hospitalization, mechanical ventilation, or
oxygen supplementation

Results

Total taste/smell symptom score* was significantly reduced with
ensitrelvir 125 mg or 250 mg treatment vs placebo when initiated
within 3 days

Patients with no symptoms of either taste or olfactory disturbance at baseline
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Total symptom score* was significantly reduced overall in patients
treated with ensitrelvir 250 mg vs placebo by Day 4 and with
ensitrelvir 125 mg by Day 7

Patients with or without symptoms of taste or olfactory impairment at baseline
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*Total symptoms score: self-assessed by patients regarding taste disorder and smell disorder
using a 3-point scale of 0 to 2.

Ensitrelvir treatment initiated within 3 days reduced
the risk of impairment in taste or smell
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Conclusions

+ Early treatment with ensitrelvir 125 mg or
250 mg in patients with COVID-19 resulted in
a rapid improvement in taste and smell
symptoms or prevention of their onset.

* The long-term effects of ensitrelvir treatment
on loss of taste or smell and other “long
COVID" symptoms are still under evaluation.
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