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Effect of Ensitrelvir on Long COVID in Patients with Mild-to-
Moderate COVID-19: A Post-Hoc Analysis of the Phase 3
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*P value of <0.05 using Fisher's exact test.
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Demographics and baseline clinical characteristics

Background information on the patients who completed the PASC questionnaire
for at least one timepoint in the Intention-To-Treat (ITT*) population

N =333

Male sex (%) 54.8% 53.3% 58.3%
Age (years) 364 36.5 35.6
BMI (kg/m?) 23.3 23.0 22.8

SARS-CoV-2 vaccination received 91.5% 92.1% 92.8%

Total score of 14 symptoms? at baseline
N 334 309 326
Median (range) 9.0 (1-30) 8.0 (0-30) 9.0 (2-28)

* Intention-to-treat (ITT) : All subjects who were randomly assigned to the trial intervention and had a SARS-Cov-2
infection based on RT-PCR. 1,798 subjects excluding 23 subjects that were PCR negative at baseline (from 1,821 subjects)

aStuffy or runny nose, sore throat, shortness of breath, cough, low energy or tiredness, muscle or body aches, headache, chills or shivering, feeling hot or feverish, nausea,
22 vomiting, diarrhea, loss of smell, and loss of taste. Each symptom was self-assessed using a 4-point scale of 0 to 3 (3-point scale of 0 to 2 for loss of smell and loss of taste). @ SHIONOGI
BMI, body mass index; range, minimum-maximum



Proportion of patients with Long COVID and risk reduction versus placebo
[presence of at least one symptom, with a self-judgment of its relationship to COVID-19]
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Ensitrelvir Ensitrelvir Placebo |Ensitrelvir Ensitrelvir Placebo |Ensitrelvir Ensitrelvir Placebo Ensitrelvir Ensitrelvir Placebo |Ensitrelvir Ensitrelvir Placebo |Ensitrelvir Ensitrelvir Placebo
125mg 250mg (n=228) | 125mg 250mg (n=219) | 125mg 250mg (n=298) 12_52':(? 25_02?‘? (n=228) 12_53?19 25_03:"()9 (n=322) 12_53T§ 25_02';‘29 (n=304)
(n=240) (n=223) (n=233) (n=217) (n=314) (n=289) (n=240) (n=224) (n=331)  (n=310) (n=319)  (n=292)
Day 85°¢ Day 1694 Day 337° Day 85 Day 169 Day 337

Data are summarized for patients who completed the PASC questionnaire for at least one timepoint in the ITT population.

aStuffy or runny nose, sore throat, shortness of breath, cough, low energy or tiredness, muscle or body aches, headache, chills or shivering, feeling hot or feverish, nausea, vomiting, diarrhea, loss of

smell, or loss of taste. P Difficulty with concentration and thinking, difficulty reasoning and solving problems, memory loss, or insomnia.

¢ Patients who perceived any of the symptoms at both last observation in the follow-up period (e.g., Day 21) and Day 85. 9 Patients who perceived any of the symptoms at both Day 85 and Day 169. @ SHIONOGI
¢ Patients who perceived any of the symptoms at both Day 169 and Day 337. * P value of <0.05 using Fisher's exact test.



Proportion of patients who answered not returned to usual (pre
COVID) health

125 mg
Endpoint N =379

J StilkEs
N = 362

Day 85 Not returned to usual health® | 7.5% (18/240) 9.8% (22/224) 11.8% (27/228)
Day 169 Not returned to usual health® | 7.6% (25/331) 8.7% (27/310) 10.2% (33/322)
Day 337 Not returned to usual health? 6.0% (19/319) 6.5% (19/292) 8.2% (25/304)

Data are summarized for patients who accepted to participate in the exploratory period in the ITT population and are presented as percentage (proportion).
4 a patients who answered "No" to the question “Have you returned to your usual (pre-COVID) health?”. @ SHIONOGI



Proportion of patients with Long COVID (14 COVID 19 and 4 neurological
symptoms) and risk reduction versus placebo at least one symptom and not
returned to usual (pre COVID) health

o o o o
Patients with Patients with
o
any of the 14 COVID-19 symptoms any of the 4 neurological symptoms
12 10 ~
o o
3%
o o,
5 |
31% *
— 8 —
X X
S S 6
(0] (]
oo oo
© ©
+ 6 +
[ [
8 8
2 g *
4
2
2
0 0
Ensitrelvir Ensitrelvir Placebo |Ensitrelvir Ensitrelvir Placebo |Ensitrelvir Ensitrelvir Placebo Ensitrelvir Ensitrelvir Placebo |Ensitrelvir Ensitrelvir Placebo |Ensitrelvir Ensitrelvir Placebo
125mg 250mg (n=228) | 125mg 250mg (n=322) | 125mg 250 mg (n=304) 125mg 250mg (n=228) [ 125mg 250mg (n=322) | 125mg 250 mg (n=304)
(n=240) (n=224) (n=331) (n=310) (n=319) (n=292) (n=240) (n=224) (n=331) (n=310) (n=319) (n=292)
Day 85 Day 169 Day 337 Day 85 Day 169 Day 337

Data are summarized for patients who completed the PASC questionnaire for at least one timepoint in the Intention-To-Treat (ITT) population.
25 *Pvalue of <0.05 using Fisher's exact test. @ SHIONOGI



Proportion of patients with Long COVID and risk reduction versus placebo
[presence of at least one symptom (among all 27 symptoms?), not having returned to usual

health]

Overall population
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125mg 250 mg (n=228) | 125mg 250 mg (n=322) | 125mg 250 mg (n=304)
(n=240) (n=224) (n=331) (n=310) (n=319) (n=292)
Day 85 Day 169 Day 337
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Ensitrelvir Ensitrelvir Placebo |Ensitrelvir Ensitrelvir Placebo |Ensitrelvir Ensitrelvir Placebo

125mg 250mg (n=60) | 125mg 250mg (n=78) | 125mg 250mg (n=71)

(n=74) (n=57) (n=88) (n=77) (n=84) (n=67)

Day 85 Day 169 Day 337

Percentage (%)

Patients with median
or higher symptom scores at treatment initiation®

17%]11%

Ensitrelvir Ensitrelvir Placebo |Ensitrelvir Ensitrelvir Placebo |Ensitrelvir Ensitrelvir Placebo

125mg  250mg (n=122) | 125mg 250mg (n=171) | 125mg 250 mg (n=159)
(n=136) (n=106) (n=176) (n=144) (n=169) (n=132)
Day 85 Day 169 Day 337

Data are summarized for patients who completed the PASC questionnaire for at least one timepoint in the Intention-To-Treat (ITT) population. * P value of <0.05 using Fisher's exact test.
aCough, Shortness of breath or difficulty breathing, Feeling feverish, Chills, Fatigue (low energy), Body pain or muscle pain or aches, Diarrhea , Nausea, Vomiting, Headache, Sore throat,
Nasal obstruction or congestion (stuffy nose), Nasal discharge (runny nose), Muscle weakness, Insomnia, Hair loss, Smell disorder, Palpitations or fast heart beat, Joint pain, Decreased

26 appetite, Taste disorder, Dizziness/balance issues, Chest pain, Skin rash, Difficulty with concentration and thinking,
b The total score of 14 symptoms at baseline of > 9. BMI, body mass index
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Relative risk reduction of individual Long COVID symptoms in the overall population

[a breakdown of each key individual symptom reported (25%)? as not having returned to usual
health]
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Day 85

Cough

Day
169

Day

Shortness of breath

Day

337 D 85 168

Day

Low energy or
tiredness

Day

337 Day85 169

Day
337

Difficulty with
concentration and
thinking

Day Day

Memory loss

Day

Day 85 169 337 Day85 169

Day
337

Stuffy nose

Day 85

Day
169

Day

337 Day85 169

Headache

Day Day

Muscle weakness

Day

337 Day3d5 169

Day
337

T

Difficulty with
Cough Shortness of breath |Low energy or tiredness concentration and Memory loss Stuffy nose Headache Muscle weakness
thinking
Day 85 |Day 168|Day 337| Day 85 |Day 16S|Day 337| Day 85 |Day 169|Day 337| Day 85 |Day 159|Day 337|Day 85 [Day 159bay 337| Day 85 |Day 169[Day 337| Day 85 |Day 169|Day 337| Day 85 [Day 169[Day 337
E';ztsr:'::r 9/240 (11/331| 7/319 | 6/240 | 9/331 | 6/319 |11/240|19/331(14/319| 9/240 |13/331| 6/319 | 4/240 (12/331| 5/319 | 1/240 | 9/331 | 9/319 | 3/240 | 9/331 | 6/319 | 3/240 |11/331| 8/319
E;g;r:::r 8/224 (14/310| 8/292 | 3/224 |13/310| 6/292 | 9/224 |22/310(11/292| 6/224 |15/310| 8/292 | 6/224 (15/310|11/292| 2/224 |10/310| 7/292 | 6/224 |11/310| 8/292 | 6/224 |14/310| 6/292
Eele N 14/228116/322 (12/304 | 5/228 |18/322|16/304|15/228(28/322|19/304(15/228|19/322|18/304(10/228|23/322(17/304| 7/228 (15/322|16/304| 8/228 |20/322|13/304(13/228|18/322(10/304

Data are summarized for patients who completed the PASC questionnaire for at least one timepoint in the Intention-To-Treat (ITT) population.
2 Long COVID symptoms seen in at least one time point with an incidence of > 5% in placebo group were shown.
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