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COVID-198Ef, RFAERNICXT T % FHf
L EAE1L =B <“TJ”7'|<T“ BETY

« MWIAINLREEBRE vs 77 1R)

> L LT EL (RNMKEMRNAK Y X 7 —BRAEH) : PINETREE
®29 HE X TOABR - 1= : 0.7 % (2/27941) vs 5.3% (15/283 ) =iEStY X 7 A 87 % F A
L JEL-HPE-S

> EILXESEIL (RNAKEFEMERNAR Y X5 —HBEES) : MOVe-OUT
29 HEFXTOARR - 8T : 6.8% (48/709 #1) vs 9.7% (68/699 5]) =»AExF Y X 7 A% 30 % B
& RO

> I bhLIENLSY FFENL (FETT7—EHEEZE) : EPIC-HR
29 HBEXTOARR - ZET- : 0.8% (3/389 ) vs 7.0% (27/385 ) =»iB¥f 1 X 7 A% 89% 5
@ RO

7o FUoBEEEYSET

Early Remdesivir to Prevent Progression to Severe Covid-

FIoOVvRERURIOT —X } e FEOOFYALRBLE DEOEL & BT2RL YR

19 in Qutpatients | NEJM
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SARS-CoV-2iifTPRk L #EOTL 7 1 IV A EFF T

SARS-CoV-2 variants in analvzed sequences, Japan

The number of analyzed sequences in the preceding two weeks that correspond to each variant group.

This number may not reflect the complete breakdown of cases since only a fraction of all cases are
sequenced.
— .

— Change country Relative

SARS-CoV-2 variants in analyzed sequences, United States
The number of analyzed sequences in the preceding two weeks that correspond to each variant group.
This number may not reflect the complete breakdown of cases since only a fraction of all cases are
sequenced.

 Change country Relative

100% T Beta 100% e
Epsilon Epsilon
Gamma Gamma
Kapp Kappa
ok fots 80% Eta
Eta Delta
Delta glte.ha
Iph ers
60% ?)t';l’wars 60% Lambda
Lambda Mu
Mu Omicron
40% Omicron 40%
Z570# Ph2/3
20% 20%
0% 0%
May 11,2020 Feb 24,2021 Sep 12,2021 Jul 11, 2022 May 11,2020 Feb 24,2021 Sep 12,2021 Jul 11,2022
Source: GISAID, via CoVariants.org - Last updated 18 July 2022 OurWorldInData.org/coronavirus « CC BY Source: GISAID, via CoVariants.org - Last updated 18 July 2022 OurWorldinData.org/coronavirus « CC BY

Note: Recently-discovered or actively-monitored variants may be overrepresented, as suspected cases of these variants are likely to be

Note: Recently-discovered or actively-monitored variants may be overrepresented, as suspected cases of these variants are likely to be >
sequenced preferentially or faster than other cases.

sequenced preferentially or faster than other cases.

» May 11,2020 O (O Jul 11,2022 » May 11,2020 O () Jul 11,2022
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N¥OEy by T 2022F2R FBIAGE Our World in Data
Coronavirus (COVID-19) Cases
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TV MLILEILDIT A IILAThE GEEREK)

e S-217622 (v hLEL) F, XTIy /0REDKDRERTHLA I 7 AV#EEL. SARS-CoV-2
ZEIRICT L CRIKRDOIM T AL EEERL T,

ECs (nM)
. Pango -
Table $3. ECso values of $-217622 and remdesivir on cytopathic effects in SARS-CoV-2 infect Strains TV S-217612 Remdesivir
VeroE6/TMPRSS2 cells. *standard deviation. The mean and SD were calculated from three independs Mean She Mean Sh=
cxperiments. hCoV-19/Japan/TY /WK-521/2020 A 0.37 0.06 1.9 0.14
. hCoV-19/Japan/QK002/2020 B.1.1.7 0.33 0.05 0.87 0.03
Discovery of S-217622, a Noncovalent Oral SARS-CoV-2 3CL
Protease Inhibitor Clinical Candidate for Treating COVID-19, hCoV-19/Japan/QHN001/2020 B.1.1.7 0.31 0.07 0.97 0.14
J. Med. Chem. 2022, 65, 6499 - 6512, Yuto Unoh et al. hCoV-19/Japan/QHN002/2020 B.1.1.7 0.46 0.04 0.99 0.18
hCoV-19/Japan/TY 7-501/2021 Pl 0.50 0.05 2i1 0.4
hCoV~19/Japan/TY 7-503/2021 Pl 0.43 0.00 1.0 0.2
hCoV-19/Japan/TY §-612/2021 B.1.351 0.40 0.05 1.2 0.3
hCoV-19/Japan/TY 11-927-P1/2021 B.1.617.2 0.41 0.01 L6 0.2
hCoV-19/Japan/TY 38-873/2021 B.1.1.529 0.29 0.03 1.1 0.3

o NLARRZR—FETILEAVWIRIEDOER, M7 AILREDS-217622 (T ML EML)IE, #2270 /BA1, BA2EEKIZXL T
AN TH - 7L:°Therapeutic efficacy of monoclonal antibodies and antivirals against SARS-CoV-2 Omicron BA.1 in Syrian hamsters. Nature Microbiology, Ryuta Uraki et al.
Characterization and antiviral susceptibility of SARS-CoV-2 Omicron BA.2, Nature, Ryuta Uraki et al.

o EFRHE () d. CNEFTICBEINAZTEKRERFRICHI 7O K0BEE (BAAZRES L UBASRE) 8T 35L
MIANREEZEBTHIEAERRDBRICEVWTHERLIZES LAY Y =X LTW3,

FAIOF VA NRERE (COVID-19) JAFEHES-2176220 F 2 7 OV HOEE (BAARKEE L UBALREE) (CHT BinvitrodEMHEICDWT | 7/ FRE (BHRME) (shionogi.com)
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TV bLILELDITT A IILAZHE (Phase2b)

4
d —s— Placeba
I 3 —g— Ensitrelvir 125 mg
5 .E. —a— Ensitrelvir 250 mg
£a
-0 2
BF
> o
2 1 = B 88
7 A LR AEDHER
0
Number of patients
Placebo 111 11 108 108 105 102 100
Ensitrelvir 125 mg 13 112 107 111 109 105 106
Ensitrelvir 250 mg 115 113 112 112 106 103 100
1
c 8
7 —#— Placebo
1-; 5 —a— Ensitrelvir 125 mg
< —a— Ensitrelvir 250 mg
53 5 -
3 )
= 3
Y A L ARNAE DH#ER £
1
Number of patients
Placebo 11 110 110 110 106 102 100
Ensitrelvir 125 mg 113 12 111 111 109 106 106
Ensitrelvir 250 mg 115 115 112 112 106 103 101

48072757 (medrxiv.org)
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T bLILENLDRGKRZNE (Phase 2a)

COVID-19FE4R A7 (12fERb—4F)) DAR—ASAUHS5DZE{LE

® S-217622 mHE

@ S-217622 (KRR

® Placebo

Mean = standard deviation

COVID-19 121K
o DHEK : TASE (EHE), HRIWUIA0
Wds, BB, BRE/RT, MOFIX (IR
o IFRASTEL | BKEBIFD, WM, %,
S (IREE)
Day 1 Day 2 Day 3 Day 4 Day 5 Day 6 o H{LEAER : MEE, 1EMH, TH
BE5a  1EHE5% 2E#E5#% 3EIESE  4RESE SERIRSE

«  COVID-19(4FE R ESARAEIR D e E R Z HESR
. SEEEMZEIBYPUTESER 3512 EN

BEEMEYI L TYA b
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TV b LIILEILDERERZNE (Phase 2b)

* COVID-190 125 k:
SR ITABRUESR). HRBXIIEOEA,. BE. BE/RT. &
MEIRSSEEIR - BKkRIZIEDF Y. BOREA. K. Btlh (PR FEEH)

SHACSRIEIR - Mt ESR MBRE, T

Respiratory symptoms and feverishness
& 1 POy Ry ploms The time-weighted average f (Post hoe analysis) The time-weighted average
change from baseline up to change from baseline up to
¢ 120 hours 0 120 hours

125 mg 175 and 250 mg groups,

125 mg and 250 mg groups,
2 P=0.0153 and 0.0033,

3 P=0.0164 and 0.0039, respectively.
-4 respectively
-4
-5 : ) .
0 12 24 36 48 60 72 &4 96 108 120 5
Mumber of patients D 12 24 36 48 B0 72 &4 96 108 120
Placebo 93 106 97 102 95 104 98 101 99 85 Hours
Erm::;:m :; :ﬁi 22 :x $ :ﬁ ::} lgf ﬁ ﬁ 93 106 87 102 85 104 98 101 83 95
Fafing e 97 102 83 106 83 105 96 102 96 93
85 108 86 105 84 100 100 9% 83 86

—a— Placebo =~ —a— Ensitrelvir 125mg  —a— Ensitrelvir 250 mg

48072757 (medrxiv.org)
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T b LILEILDOERZHE (Phase 2b)
COVID-19M 1 2fE R ASN 43 2 F TR

B
100 - Phase 2b study
£8
£ 'E‘ 80
B
§3
®E 60 -
iy
3 b= === s ssssssesssadd o scsssstsssssssssssssEEessssEeeeee=e e
gz«
EE — Ensitrelvir 125 mg
] g 20 - —— Ensitrelvir 250 mg
-8 Placebo
+ Censored
{} II 1 | || 1 1 I I I I 1 Ll 1 | | 1 L I L 1
0 48 968 144 192 240 288 336 384 432 480 52
Time to resolution of symptoms (hours)
Mo. at risk

Ensitrelvir 125 mg 110108100 85 65 69 5% 55 47 42 40 37 34 33 30 28 27 27 26 19 14
Ensitreivir 250 mg 113108104101 67 2 B 49 44 47 38 3 36 3 S 26 24 41 20 18 6
Placebo 108107104 83 &9 &1 72 63 55 58 55 50 47 46 45 41 38 34 32 32 20

2022.07.15.22277670v1.full.pdf (medrxiv.org)
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T b LILEIILDOEKRZHE (Phase 2b)
B 5 RIB3IEE ICEERAVEL L TWaE WKEEE DB S

FIGURE 3. Proportion of participants without resolution of COVID-19 symptoms 3 weeks after
administration in the phase 2b study; 12 protracted symptoms [A], 14 protracted symptoms [B]

A 12 Protracted Symptoms B 14 Protracted Symptoms
N=112 N=115 N=111 ) N=112 N=115 N=111
58.6% . 55.9%
L 69.6% e

S E P 5 £ 8
i é 7 § is E % :
A : 2 4
mg, milligrams.

2022.07.15.22277670v1.full.pdf (medrxiv.org)
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S bLIILEIILDOZDM (Phase 2b)

Safety

Placebo

(n=141)
n (%)

Number of participants with any TEAEs 48 (34.3) 60 (42.9) 44 (31.2)
TEAE reported in 22% of patients in any group
Dyslipidemia il 3 (2.1) 0
Headache 3(2.1) 3(2.1) 0
Diarrhea 2(1.4) _ 3(2.1) _ 1(0.7)
Abdominal pain (upper) 4] 0 4(2.8)
Rash 2(24)  1(07) 3(2.1)
Back pain 1{0.7) _ 3(2.1) 1(0.7}
High-density lipoprotein cholesterol decreased - 31(223) 40 (28.6) 5(3.5) -
Blood triglycerides increased _ 1(0.7) 9 (6.4) 1(0.7) m—
Blood creatine phosphokinase increased 0 0 4 (2.8)
Subjects with any Treatment-related TEAE 19 (13.6) 31(22.1) 7(5.0) =
Treatment-related TEAE reported in 25% of patients in any group L)
High-density lipoprotein cholesterol decreased 13 (9.3) 22 (15.7) 0

ECCMID Ph2b presentation final2.1.pdf (shionogi.com)
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s BRI T AILNAEISA RSN TS,

« Phase 2b/X— kT, Phase2a/X— FDHEENIHERTFE LRI EICET A FETFMEBICEH T,
RN LBBEEART ZEIETELRLI 12D, 4 I 70V KRICEHEEIATIRISIEIR - REEIRES
STROAT7 TCHEAICHEL -,

4

ERAREUERICEEL T, FRICAE LT Y FRA > P TRIMEEZ AT NS THHH, Eb Y <COVID-19&
WHIRBICEWT, RRLETRESH LT —R2EICTY Y FLILELOENERHEEAEEEZ D,

$

« COVID-19Zar hrBA—ILTWLT®IZIE, 77 F 8B, VA VIEEFICLSRIEE. RERHIENRDIERED
BETHDA., BEEICEL TINRTUARIRELTL Y A L RO+ AN, BRIRSEDOBEDEEL 4> TW5,
RIEDRITIRRAZEZR LIZIGE. AERAZBHICART 5 2 &H . COVID-19EEED L EME - BEDORIRFILAD -0
ICETH D,

o ZeMICEL TlE, Phase2a/¥— kKR (fPhase2b/¥— FIZHEWT, BEBARLEARELGMBIZR SN TULA L,
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