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mioh |8 |
J%% BE |9 &3(2)) (131083 (07(2781902) (0811?1329)
HE

1 RIS (%ZBNERED
X2 TR/ I O (90% 1 EIX )

16. 7 EWHEEER

16.7.1 In vitro B
I P LIVEIVIE CYP3A ZHEBKAEAYICEHE L. CYP2B6 &
" CYP3A %8 T 5%,
Ty TV MLVELMRPRIERE (P-gp) KO AME
#HHE (BCRP) O THVY, P-gp. BCRP. A7 =4}
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MATEL RO¥ L) 1HH (091, 1.16) | (0.94, 1.11)
MATE2 #H) Hiln|
X1 BRI O (90%1E HHIX 1)
%2 1 250mg 5t

X3 PEAIRE 11 1
#4 1 JEPRI 13 41

#1666 =¥ b LIVEVOIEYBREIZJIT IR HIE O

T IO WA G 5 1)
_— W ARG T
B | e | am | H L HA 511 H

Cmax |AUCo.: | Cmax |AUCo..

1.05 1.10 124 1.31
14 | (098, (L03, (L18, (1.26,
1.14)%4 | 1.18)%4 | 1.30)%4 | 1.38)*4

4 F72F| 200mg 1HH
V=)V |1 H1E*| 375mg,

2~5HH
A NN E| 300mg | 125mg
¥y |[1H2mE| (RH)

092 | 079 | o062 | o054
14| (066 | (063 | (055 | (050,
128)*5 | 0.99)%5 | 069)%5 | 059

M1 BRI O (90%F X H)

%214 bFaFV—iaEh5 1 HAEOAR L H 2 HEkS

X3 AW EE VI 1~3 HHIZ 100mg # 1 H 2 \¥YS, 4~7 HHIZ
200mg # 1 H 25 L. 8 HH2*5 300mg % 1 H 2 [ml#%5-

x4 PR 13 61

%5 1 PRI 3 1

1) REOKFINHEI 125mg $ETH Y. JHE: - R (8
W 12U EO/NBER ATy L vELELT]
HHIX375mg %, 2HHA»55HHIZ 125mg # 1 H 1 B
B595] ThHh,

17. ERERAAE

17.1 BERVLLHEICET 558

17.1.1 EREERSE /4858 [T1221 &ER] S48/ -k
12 LR 70 ekl (18 MR XA ®E 40kg LRI ) @
SARS-CoV-2 12 & % Y B 2 6b 512, 1 H BIEAHA] 375mg
., 2HH»5 5 HEHIEARAK 125mg # 1 H 1 MFOKRG Lz &



V' a—/\gg (6)

&0, FRAOFIUERVEZEEEZRF TSI E2HNELTTS

YRR R 2 AL E AT R R LA & i L Ao FEET

filiZE H 1 SARS-CoV-2 {2 & B EHED 5 JERDRIE T % £ TOR;

m(x%1) & L7

(%1) SARS-CoV-2 12 X 2 BYiE D 5 etk (OB RIRILIE ST
& @B TS LT @ORANZHEIE D, DD
A OF%) OFREREWEREARAS4BRE (0: &L, 1:
BRRE, 20 SRR, 3 EJE) CTRMOL. HEoOEREIL 5 E
ROFTRTHUTFOREE D% &b 24 FERFRBE L 723004
L aEnhiz,
 SARS-CoV-2 12 & % &YIiE O FAE T 2 S FH4E U 72 BEAEE IR
Ty N=2A 74 v (FHHIHRE) BETELLTWS LH
B AV L SRRSO W Tid, N— 2 5 4 VIO FEE
AEEOLDIIPFEEDT, hEEO L OEREMDT, 1§
BED b OV DT ~FE BE DS 3% AR L 22 IRRE L 7
5Tk,
- SARS-CoV-2 12 & 2 J&YIE DFIE /I A & FAE L 7= BEARRE IR
Ty N—=2Z2 74 v (EHEHRE) BRTE/LLTVwRWE
WeBRE ASKIWT L 72 BRSOV TR, R— R F 4 VO HAE
BEVPEEODDIZEELT., WEEDDL DI PEELT,
BEO D OB T TR SR LI wE L IREE
LhI
- BRSO SER [SARS-CoV-2 12 & 2 &efiE DIEFERI 1213
HELTBLT, N=254 v (F5RiMAE) KL
FHL72HEIR] 122w Tid, 2 LoREE LB L,

AL E Nz 12156 (HARAN662H) O H, R—AF5 4 ¥
D HIRTE R VIR E v 722 RT-PCR IS & 0 Btk & HIIF S
N, 512 COVID-19 DIERFEBLA & MAEBLHIF T TORE A
T2 BRI TH o 72 690 PliC BT 5, EEFFMIER ORI E
17-1 RO 17-1 D& B ) TH 7210,

F17-1  FEFHIE H o5 5

AHI B 75 & KR
BI% 336 321
P 254 233
SARS-CoV-2 |2 & 2 it D
5HERAMRAE S 5 £ TOWER (hr) 1679 192.2
D gLl
pfE® 0.0407
NHE— RN [95%E X ] © 1.14[0.95,1.36]

a) SHERDR=ZAF 4 YDA THFRT 0 XS —MRM L 7 ERE 17
M BRI Sz,

b) A EKEMHE 5%, SARS-CoV-2 12 & AIEGIEICH T 5T 7 F L HMO
Kt % J& & 3 % Peto-Prentice ®J@3l—#t Wilcoxon #i5E o

¢) SARS-CoV-2 2 & BIEYYEICHT AT 7 F Mo AEEZEE L@
Cox NH— FET N,

B, RRBROT &R - RIMEEIZR 1720 B) THo 7
(7.2 1]

F17-2 TR - BRALEE

S 112 el 18 i ki DR IE 40kg B3I 18 me Ak 70 i

FEdE |2.SARS-CoV-2 Bt (HEFEZALRT 120 5 LAY ICIRICS 7z Mefk 2
W72 PCR MAR S 12 & 0 A2

3.SARS-CoV-2 12 & % E&GiE 0tk (14 R D) H 12 k) %
BV ALRT 120 W LLPY

4N BALEE EIC B W T, SARS-CoV-2 12 & 2 BEDRER (12 4
R P oIb, PEE (a7 2) O UEORERD 1O ERD
5Nb. 72721, SARS-CoV-2 |2 & 2 IeHE DFFENT A S AEAE L
7R TH DY A1E. SARS-CoV-2 12 & 2 EHEIC X ) Bk L 72
& W AT L 72HE RIS IR 2

5B G- BIE~ R 5 T 7 < & b 10 H BT AT B 8

6. (ZMDOAR) HRTIE R L, HRL TV A AHEMD RV

Bk |1.SpO2 A3 93%LLF (MR

e 2R G2ET B

SN TIPIs: % %5 %

45D E (CTCAE % 5.0 i Grade 2 DA E) O NF#EOIRIE XL
RVERIEE AT B

5.4 L E (CTCAE % 5.0 i Grade 2 DA E) OB E ORI XL
EYERIEE AT 5

a) OBBEUIE K. O IR A, OFH, OEHLITE
T @S IZTSUTFH, O@RALITHOEY ., OEOH A, O,
@Egn (IR EE) , O X 4, W, @TFH, GRERE, @R
TIC T

b) OBEE (EWIK) . O AR IEOE A, QR OEELITTFE
. @B IS T, ©ORAKIEHIED, OREDOFHA, BB,
@B (FFHREE) ., O %%, OEH:, @

¢) RO AT RBERBARAND 4 BBE (0 2L, 10 BRIE, 20 i),
3 EEE) TRl

FIVER B 12, 245% (148/604 1) Td 1. EZREIEHIZ.
EILE Y REHBA 184% (111/604 Bl) T 7210,

18. ETHEE
18.1 AR

IV Y FLIVEVIE SARS-CoV-2 3CL 7u s 7 —E#MHEL,
R &R EOYW 2 HIET 52 LTy 7 AV A ORI
35 10,
18.2 E=HEER
18.2.1 In vitro A )L AEFEHHIGHR

IV Y b UVE VTR RS & V723 BRI B W T, SARS-
CoV-2 Hipsrslitk (FER#R (A RH#). alpha tk (B.1.1.7 H#H%).
beta ¥k (B.1.351 % #%). gamma B (P.1 %&#). delta ¥

(B.1617.2 %#%) . theta ¥k (P.3%#%). lambda ¥k (C.37 &fk).
mu#k (B1621 &%) KU omicron # (BA.118, BA.Ll. BA.2,
BA.2.12.1, BA.275, BA41l, BA46, BA521, BEl. BF7,
BF.7.4.1, BQ.1.l, CH.1.1.11. XBB.l, XBB.1.5. XBB.1.9.1.
XBB.1.16. XBF KU XE R#t)]) (Z6h LTH T 4 VAT EZ R
L. 50%A % (ECsofl) 1&. VeroE6/TMPRSS2 i T 0.22

® ~0.99  mol/L. HEK293T/ACE2-TMPRSS2 MI#2 T 0.026~0.064
%lm‘ umol/L THh-72 b MNa8 B 3RTMERREF VE RV
% 50 ML 2212 BTy SARS-CoV-2 Hibk - #E#k (delta B
1 (B.1.617.2 %#%)+ omicron #k (BA.L18 % OF BE.1 %#%)) 1§
o0+ % ECo 12 0.0514~0.195 4 mol/L T - 72 12),
%E 40 - 18.2.2 In vivo 194 )V RYEFH
5 SARS-CoV-2 BRR 7 BERR 2 3EAE L 72 e~ 7 2I2BWT, 0¥
2" T PUMELIE, 9 AV ARG S OB RO A AR
%’:;:! e 0 MBS OB OVTNOYATYH., N 4 v Ah
T T S O T P P fil & I RARAE WD S 72, % 72, SARS-CoV-2 <% ZBILH
b s TRFRBALAT © DRER R L2 ABBEETVICBWT, B LKL Ty Y
*Rﬁé 336 314 255 186 151 128 113 102 94 79 55 M LOVEVEE TR O, R O R N ORI D O
7ot REE 321 304 265 208 158 139 119 104 89 83 52 HIAsEHD 5N 7= 13,
18.3 Mm%

17-1 FEFHHIHE OF5 RO 7 — i
X FHEFHEIHE ORR DT 75 > <A v — i 18.3.1 EEAREER

FEIBR Lm0/ AR (T1221 3BR) S MAH/ S— Fi2B T,

(6)



AHIHE 345 B, N— 2 T 4 ViR CHERYIFENT AT TS -
7R 204 Bl ) B, 19 BITAAFE S 12 SARS-CoV-2 3CL
7a7 T — BRI T IV BRERPRD LN 2D B, KA
BT 26D LRSS N7 I 7 BRAERIE M49L (12 #1).
M491 (3 ), S144A (2#1) TdH ., M49L i SI44A %EA
L7-43 2 SARS-CoV-21d, =¥ ¥ FLVENMIIH LT, EheE
N7 92 RO BZ MR T 2R L7z 19,

18. 3. 2 JEEEPREER

SARS-CoV-2 Fi IR 538k % FIV 72 in vitro THEZBAERIZB W
T 4fCHEFC L 7245 55, SARS-CoV-2 3CL a7 7 — ¥ g2
—D7 I JMER (D48G. M49L. P52S J UF S144A) M OHE
DT I WER (MAIL/SI44A) % AET DR D Sz 19,
D48G. M49L, P52S X3 S144A %3 A L 7-##t 2 SARS-CoV-2
E. Y MLVEMICH LT 37~17 oS T 2R L.
M49L/S144A % EA L 7-4#t 2 SARS-CoV-2 1k, =¥ ¥ bL IV
YOV LT 100 5 DS AR T %2R L 72 10,

19. BT ICEYT SELZHMR

21.

—MaRE Y MLIVEN T VER
(Ensitrelvir Fumaric Acid) (JAN)

b4 : (6E)-6-{(6-Chloro-2-methyl-2 H -indazol-5-yl)imino]-3-[(1-
methyl-1H -1,2,4-triazol-3-yl)methyl}-1-[(2,4,5-
trifluorophenyl)methyl}-1,3,5-triazinane-2,4-dione
monofumaric acid

53 F3% ¢+ CoeHi7CIF3NoO2 - C4H4O4

g5t 647.95

PR ARoBERTH 5,

bt

M
. “N % x e
. HOZC//Q§>/C02H
F
JCC
Fls : 2452C

RN
I A 7 EHEIW 2 R ED L, EYNCERT L 2 L,

22. A

74 (74 (PTP) x1]
28§t [14 8¢ (PTP) x2]

23. EEHK

1)

2)

3)

4)

5)

6)

7)

8)

CSCHiks R 57)
HEER T Y P LLVELDT Y b ROV O RERS #E
AER (2024/3/5 K2, HEHERLE 26.6.3) (202200224)
HMANER =Y PUVELVOREERATERE T HRB G
TR - 24et) (2024/3/5 KA. B ERE 2.7.6.1)

(202200225)

HPER  [MCL= v ¥ FLVE LD in vitro MRS ¥ 287 5
kB (2024/3/5 KA. WS EFRE 2.644.1.1) (202200227)
HV\JQH IVY MLLVELDANT v ZARE (2024/3/5 7
B, HEERE 2762, 272212) (202200228)
*iw*ﬁﬂ IV b LV ORHEE R ERER (2024/3/5 7K
. HEEEEMEE 26451.2) [202200229]
MR T2 N LV L O HR AR ot S R B e 2R
B (2024/3/5 KGR, HIREEEMEE 2.7.6.6) (202400029)
FHNEE : T2 b LV L R R E B R SR B R A
B (2024/3/5 7K. HREEEMEE 27.65) (202400030)
HNER 2 PUVEVORBEELEILIL T Y AR—5 —
A LS AR 38 (2024/3/5 KGR, HFEER
WEE 26454, 264.7) (202200230)

XCV 16H

vVa-—ngE (M)

9) HANEE oY FLIVELOEYMEIEHRE (2024/3/5 &
. HEEEEEE 2763, 2767) (202200231)

10) #EE : =2 FLIVEL® SARS-CoV-2 e Bt 44511/
MAH#E% (Phase 3 Part) (2024/3/5 #K#E. 5 & R E
2764) (202200309)

11) HA&ER =Y FLILVE LD SARS-CoV-2 3CL a5 7 —
PGPk 5 BERE (2024/3/5 &G, H G5 &R
2622.1.1) (202200234)

12) HWNEFR : =Y b LIVE LD SARS-CoV-2 ANz BT 5
WA v AWM REE (2024/3/5 &FE. HFEHNE
262212) [(202200235)

13) AWNEFR : =¥ b LIVE LD SARS-CoV-2 e~ 7 X EF )
B S in vivo SEFVERICEI T % Bk (2024/3/5 KGR, H
R 26222) (202200236)

14) #AH%EE : =22 FLIVEL® SARS-CoV-2 e Bt R 4511/
M #ER (Phase 3 Part) ®7 I VAR (2024/3/5 K3,
HIFE GRS 2724.1.2) (202400031)

15) #PEH 1 =2 ¥ b LVEIVISHEE B SARS-CoV-2 i P55 3t
B (2024/3/5 K8, WREEEHRE 26.2.2.14) (202200237)

16) HENEE 2o Y FLLVERMICHT AU N—ZA T 2 2T 4 7 A
HIk SARS-CoV-2 £ SR 0 3 &S vkl (2024/3/5 A&,
HIFE RS 26.2.2.1.6) (202200238)

24, XEERERVEOEDHEE
TRUr sk N At ERBHRE v 5 —
T541-0045 KBihidJe X EERT 3 TH 1% 8 %
K 0120-956-734
https://med.shionogi.co.jp/

26. BEIRGERES

26.1 BLEMRSEIT
Py Fe IR A AL
KBl ge X BB 3 TH 18 &



*% 2026 45 2 AET (38 25 i)
*2025 4 12 HYGET (%8 23 i)

S S S (e
* GENEAM - 5 4F

I MNUVIVEIL T7I)VBESEE

e B

H AR e 7 o o BT
87625
1 SARS-CoV-2 &I AKAF= | 30400AMX00205000
WSRkE | 20224 117
B, IR
| | [G) ﬁ
[ ££125mg
XOCOVA® Tablets
@) sHionoai

i) EE - EMEOMTEIZLVENT AL

2. BE (ROBHICIIESLAENI L)

2.1 AFN O U BHOE O PEERE D & 5 B

X 2.2 ROFEHEBLGHOBEE XY R, F 2V UREBREEAKR
W, X7V VIVIEESEAKRRY., FA s Lan, =TSV v,
INTY I VHAME WRkA T Ay AV TRELT Y
FEY Y, TVITRA M) VLA VB, XF LV ITRX B
YUy LA VEE, Ve FOoI LIy I oAV, Vv
NAZFv, VITVSA, THELY VHBE, A N7 5
VUEE. XA N2 57 A (WREGEREOREY X
PERIE ONY 2 oSERMEY VoS R Edr) o B, 4
TNVF=T7, Tutrreyr, vy FUEBE, TV
Y, TELZIVE Y c FNAFLY Y AFFY I,
ZARVFH b, FYFL3H 2 MERIE, KLV L3y
NKFIH, 55 T74N (TRIVH), RV TFVF Y- 5F
T T 4NV, NVTF T 4 VIREREKFIY, eI s XYL
. V77 7FY. 74 ALY, KZUARY Y, 0F
TPV T, INHAT Y, YN—T0FH Ny, TIIVE I
K, ANy, ZUFLVFIF, I by, 7= b
AV, RATz= M U F MYT LKA, V77 ED V.
A3+ FF¥FY v (StJohn's Wort, ¥ b« Y a—v
A -T—=1) &AEER [101 2E]

2.3 BRBESLIIT R EDH 2 BB T, TaveF r2fhd
OBHE 921, 931, 102 K]

2.4 ISR LTV A RO B B (8.2, 94, 95

Hd]
3. #ERK - MK
3.1 #8Rk

Watss V' a2 — N8 125mg

1 §EHp
VT %o IV PLIVEL  7<IVER 1523mg
(=¥ PLVELE LT 125mg)
D~Y=b—=, ZUAANVAT—=AF P )T L, EFOF
R yruEvkru— A, BEEOKS A8, Mihera— X,

ATTY YR T AT T A

3.2 HH DMK

WR5e % V' —/\§¢ 125mg
PEIR - B | Af~REAROMNEO#EFETH S,
w | & ( =
I FEH AT
B £ 9.0mm
Kas JEE 5 49mm
B #7 346mg
W a—F @ 711 : 125

4. SHEE - HR
SARS-CoV-2 [T & % RREFE

(€9

5 hEE - DRICEHET D EE

5.1 KA DG HNEIZOWTIIRFTOTA 74 v 2BEIZT5H 2
Lo

5.2 [17. R OHONELZHA L. KEOH MR R
P2+ HR L7z BT AR OO LER: 2 HEICKRET 5
Zk, (1711 BHE)]

5.3 HEEFEDEW SARS-CoV-2 12 & 2 Y hE BH 120§ B A %1%
BEtshTuni vy,

6. A& - A=Z

WEEL 12U Eo/RERTRACFZ Y P LVELVELTI
HEHIZ37mg %, 2HH2”55HHI3125mg 2 1 H 1 W&
59%,
7. Bt - BEICHET 58

SARS-CoV-2 I & 2 I&RYE DAEIRAFEI L T 5 72 BRI LIS
G EBGT 52 & BRRBRICB VT, JEREH 2 S 72 KR
FoRBICHREZ BB L 2BE B A HMMEZEMNT L T— 71
BohTwiwv, [171.1 2]

8. FELREAXNIE

8.1 AHNIPHHEA LM EMEMNERITZ LD L7700, REFO
FTRTOFEKZHERTH I L T2, AFTHBHIH 2o
EHRZ AT 286, FENCHZET 2 L) BHICRET 2L,
[10. 16.7.1. 16.7.2 28]

8.2 R AWHREMED H 2 LA GITHE L Tk, AFBRS OW%
EEFSICRET A L. 70 HEPDERBEICIR. KO
WEHEICHET A2, [24, 94, 95 BH]

8. 2.1 RAFLGFIATIC 52 MBI X ) BEMNERL Thine
EROHRL TR WEEEN W L 2T A2 L,

8.2.2 ROFHIIOWT, AHIFGFIERNICEZISHIT A2 L,
RIS IR LA, TR RIZTWREEND 2
&,

- RANRA IR URASH I L 72 3 sEb L 34541, EH IR Z
HFilEd 52 &,

« ARFNNRH o R ORI 7% 2 BRI B0 2 AR AT L 72 33 58
bNBLYE, HRPICEER, SRS ICHRT 2 2 L,

9. BEDEEEFITHEEICHTIEE
9.2 BHEEEES
9.2.1 BHHEBEEDHSEET. N EF U 2IFERDES
BE LW E, IV F L OMPRENERTL2BZ2N05
%o [23. 102 &MH]
9.3 FrHEERRESRE
9.3.1 FFEEREZEDH S EE T, I EF U E/REFODES
BHLawZ ek, aveF romMbhiBEREATLB2005H
%o [23. 102 ]
9.3.2 EEDHEREERE (QAIEF U E2REFODEEERL)
EEFOFEIEREERE 205 & LABRRBIZE”L TWiav,




Va—/nNgg (2)

9.4 £JEREERT HE

RS 2 W REME D & B KT, AHIFG e Ok 5-4% 2 8
I B\ THEIE S 2 B e UMY 2 IR TE S D W TR T 5 2
o [24, 82, 95 2]

9.5 ¥

RS IER L C W 2 TR D & 2 kI35 L v &,

THFIIBWT, BRBEE RO 5.0 B4 Tl RAIENE
MROLNL EE BT, BRBEHERED 50 BIHYS S 5 & T
DY, BIRBEEEO 74 FITHYS T 2 HRETH - BRAEEROK
TARDOLNT WS, [24, 82, 94 B ]

9.6 R

BILLZVWIEDRET L,
7y MIBWT, FLUTNOBITPADO LN L & & HIT, BEiYIC
HEEFRDSNIHE (FRRBEZERED 6.6 f5HY) CTHIAEROA
%A HEFFKTROBERENED LN TWD,

9.7 INRE

12 AWM DO/NEFE G & L7BRHEERIZFER L T,

10. HHE{EMA

RANFIF b7 @ — 4 P450 3A (CYP3A) ORETHY. v
CYP3A HHEMEM%4A$ %, %72, P-gp. BCRP., OATPIB1 &
U OATPIB3 EEM 24T 5, Mo3EH & OMEIERIZT N
TOHEANE DHMAELRIZOVWTIRF SN TV L LI TRV
B, AN X B HEFAPITH AR E L0 KHNC L B8
PRI 72 SO 3EH % PR T 2 HE101E, HEICHE L CHEE
G5 T A2k, [81. 1671, 1672 K]
*x10.1 HAZE BALGZWCZ L)

FEH 5%

FRARHEAR + $5 185
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A 45 BEARRER - F51E ik R - fakk-f-

VAV Z AN AR OMABREI» WAL, | 2N S DHEHF O
(7=1—=%) TEMAS RIS 5 BZND S [ CYPIA FHENEM
ANNT LY v b, T2 ThOLOEFO | I2X ), KA
(77 L b—=)) M EEAs A L. BIER | 2R 2 5.

(22 2]

HRIHLR T RbBEN
B bo

. XA O
CYP3A IZHT 5
FHEMEHICED .
s oHEHIOR
WEHET 2,

E R Z AN
A2 25 Y)
N
(AT L)
2C =t NV VA
(e b=, 7L
ErFY)
RATZ7 =M YF MY
7 ZIKA
(KAL)
V77 r¥EY Y
W77vYv)
R = B2 i N S B
(St.John's Wort, &~
e Va—rvXx-J—
) &AM
[22 ]

AFH O i HEATR A L
YERASRES S 2 B2 NH3D
%

Zh s oEH O
CYP3A #EMEH
I2& . KAl
HMRESND,

10.2 fRER (HFRACES TS L)

EAF

AR - R 7

By - fabE

BB AT a4 R#l
TTFEI=R, YLy
=N, TFH AT
Y AFNVTVL =Y
o
[16.7.2 1]

F A FRBH
TLVIZN, T
Fovr T U, A
¥ o F VR KR
. XY R IR

SeRE P
vomARY v, vy
0y A AR

PUTE A N 355 7
Ft%Ftn, =Xo
YAA, FAYOY A
A, TFI74F=7, ¥
¥ F = TR, v
O = TR, I8
F =7 N YOV KA
W, XVv5FU3I7, 4
RF T AV,
A=F =TI

. RRAF =7 KA
Wy, ANV EFEI,

sI)VF=T7, yay
AR, NI AY Y
MR, RFF=7
WEE, VR F=
T VWM. T¥ VT
=7, =uF=7i%
v/t

IS O IEF o i
EELEHEE, Tho
D IEH ORI A5 BL
LRI RbBEND
Hbo

ARHN D CYP3A Ih§
LIEERIZEY, &
NS DIEF DICH AR
EIND,

k%

(3

Va—ngE (3)

A WEARHEAR - $51E 5 B - faBE
A= IS DO | KK O CYPSA XY
T7LES Vb ErLiasd, Ihd | BREEIIICEY, 2
a7 3 NI DHF ORNERFEBL | h o DIEF OIHAH
VAT O=NVETFFR | LRI BDEZND | EShb.

/28

TF AV bR
TNT5T 5 A
v¥ruay

MV O Y A R
T F T TF = R
77 vy Y e
VI A LD

H5bo

VAL ZAV. A s B
VAN it}

T MU SF Yol
HREE RS B
RO iR E R 3 o o8
F=REHATLBLTH
Bdhbo

IYVI A IF VT AL EE
[16.72 ] EHIICED, BEOH
A R WP W ) AS S BL S
bBENND 5,

TV VT 4 VIEBE | 2 S 3K o i
IV M) Ty RALKFE | EE LRSS, Thb
[ DIEHDOVEH % 355
B3 DA BBINNDH %o
=7zJ¥y, 70

VYU, RININVKE

izt
PR Al Al

NaRY F=)b, 71

¥rsvy—n, 715

TY 7V
P

TLNTrYHY Y

A, TEFHNY

VVEFIF

YHRAY =)

ErhT7nhal KR | 2N S O 3EH o i
Bk 35 A % RS, i
o) AF UhiEE | ROBIEHNZ ¥R 5
W, Y7 I9RXF Ui | BENWDED 5,

R

NANT SR (X
RGO o3
HigE Ny v 23EREY
VSRR L) OMERER
LW, 2k B E
)

NA ST T 7 AORME
MAHmshassth
WHBDT, XA b
FUARRETHL L
b, BFORELHE
HIZBE L, AEHO
B TERT S C
Lo

PDE5 [l
YINVTFFT AN
B, 557 14n
(7 A FNT 4
7)

S @ FFH o i
EEx LA IELIBEN
2H 5o

anveF v
[23. 921, 931 BlH]

TV F DI
EHICE D EH A
MINDBENDD 5.

A FZafrvy—n

A F7aFy—oill
hiREY LA XELB
ENHH 5,

VAT b

VAT 7T b o
EEx LA IELIBEN
Wb, KHl & DD
PUEREGE G BE
OIREITER L. L%
it <Ty A7 7 b
DWEEEETSH Lo




va—/nNgg 4)

S 1%

AR - $5E 7 8

Wy - fakE ¥

A 7T h KR
/]

149 Fh v OHER
W oMb LA
SRDLBENDND D,

AFl D> CYP3A FHEAE
L2 I G
> OIEPEACH Y O 5
Lt shs Lz
5Nk,

A=/ I N A S S
F—RMRX TV ANVK VR

FYIH T oM
Ea bR S PUEERE

i Mz ¥ms 2BTh
V5o

vaxy v KA L ORI LY

[16.72 ] TIF Y oMbk

OLEAPRDLENTS
D, VIFT oM
EWMBT2BENDDH
%o

AHl D P-gp FHEEH
12 b, ThoodkH
O ERE LSS,

QANRYF U ANT T
N
[16.72 4]

AFIEDOHHITE D,
O 2ZANA 7 F Vol
WED LAPRD LN
Twh,

A H D> BCRP.
OATPI1BI RO
OATPIB3 BEEH I
Xy, gxnzyFv
DIYT T VANBKT
T,

K vy K

AH > i v BE A IR A
L. TEMAREES 55
INDBDH b, £, K
vy KA O T
REMS LA L. BIER
PHERIHALR T2 D B
ZNNH 5

NP AN IR 0)
CYP3A FHEMEAIC &
0 ARH OLCH D
ENDEBENND 5,
F7:. A#lO CYP3A
WX % BHEMER I &
NI P Y& I}
ORHBOHES NS,

AR D CYP3A A
I77¥L Y, T b
S¥Y s, TNV
vy—n, FUIFY

44
'§§

ARFH O 1L H i 1 A3 A
L. TEHAREES 55
ZNNH b

Th s o EHD
CYP3A FHEMEHIT L
0 ARH OCH D
SNBEBENDND S,

15. ZDMHDFEE

15.2 JEERAREIER ICE D < 153
=7 A FIAIAREE 2 3 4 B AERORS L 7tk sbRic
BT, WRBEERO 8 AL LT, MR, IHEE MK
B S\ I AR 0 SE MR AR ST B U,

16. ZEYENHE
16.1 MMAERE

PR 8 B AK 2 5 H M Z2IER SRR G- L7z (2>
YhRLWVENMELTIHEIIRZ 375 mg, 2HER2»S 5 HHEIX
125mg) & & oM EHRE 2 X 16-1 12, FEWHRE ST 2 —

% 2% % 16-1 1213,
(11 g/mL)
/10 .

30 A
! )

101

EESmSC TV HBES
[S%)
[}

-

—— %51 HH 375mg, 2~5HH 125mg
CEEfE + BEEfR )

AMMLFHF—L

AMFPLFY—boll
higEL L s, h
FER (D gE, il
HWA) »RERAT LB
ZNNH b

in vitro AR X ) K
#ix OATS FLE/EM
PHTHZ LAURE X
nTBH, A FMLF
B — b ORPHE % R
EXEDLBENND
%o

0 24 48 72 96 120 144 168 192 216 240 264 288 (hr)
S|
16-1 RIEBGRE DL M PR ERES (RN
#16-1 EHRGHORYBHE NS X — 5%

" . Cmax*®!1 Tmax*? AUCy. . ¥1 Ty 21

BSH | PR em (hr) (ug - hr/mL) (hr)
22.3 250 3729

1HH 8 (14.8) (1.50, 8.00) (12.0)
28.1 2.00 518.3 514

5HH 7 (15.6) (1.00, 8.00) (13.0) (19.0)

1. e

ROBWEHDVH HDNDZ EHHHDT, Bz H7Ilfrv, &

1 BT (%ZBYERED
X2 L (/M KAl

16. 2 TRUR
16.2.1 REDHE

EFER A 14 BICAHK] (=Y PLIVE L E LT 375mg) %228

FAFRD SN EIIRG 2 RIS 5% ERY) R LE LT 2 BSOS MR - mh v ) — AERRICH AR R 5E L2 &0
r, FERE ST X — & D% % 162 1R T
1.1 EXAEHER 162 375mg WG HEO Y BRE NS X — 5
M1 23y, 7F745F2— (BERH) o o T2 AUCorHl
— = % max~™ max” 0-inf”
1.2 EDfDEIER e | PR (u g/mL) (hr) (ug - hr/mL)
REROBHEE | 5%LI bk 1~5%Aiii 19 Ak B _— 214 250 1236
BECE 595 Z 8 ks | 13 235) (150, 4.00) 232)
— s, W, T s 200 6.00 1538
it S, AU R 14 (164) (1,50, 16.00) (158)
AR T 9 *1: %Eﬁ?;ﬁgﬂﬂ (;/Z%Eiﬂﬁt%)>
- o %21 il (M, Al
(A e ”Ei%i;ri %3¢ B - B o) —f
a JIlIRTEE>
o — L& F| LA EULE 16.3 537 ) .
zof | (166%) SN e IV RLELOE MILTEEAR G, 97.7~987%TH >
L A5 T — ik 723 (in vitro)o
T 16.4 fR3#

14. BRALOEE

14.1 BAEIRMEOEE

PTP @ DAL PTP ¥ — b2 ML CIRAT 5 & 5 1FE
5L, PTP ¥ — FORBKICL . FEWHAERATAE R B~
FIAL. B3 fla B 2 L CHERTN 225 0 BEE 72 & 0HE & PR
FTHLIERD D,

(4)

e AN B PE 6 BIIC[UCl-= > ¥ FLVE L 7V 375mg
HZEMEREE RS L7 & &, M TR FICREAR D HIE S
. REmE LTIy Y FLLVELDZ a VR IMEA K S h
7oo WP ROEMPCIERICREMME BB SNAY FEA
F—%)0

$ 720 in vitro RHHBROM R, REVCFEMEFORBYWTH LT
VYPRMLIVELD MY TR FVERRLA V5 — VA
FURIZ. CYP3A 2 &K CYP - FREICE D AR IS



LHEE Sz,
16.5 HEft
fERE AN BPE 6 BIIC[UCl-= > Y P LVE L 7<)V 375mg
MRS Lok &, &G RO 64.8% K% U 25.8% 3
NI R ORISR S 2o REfDZ Y Y P LLE VD
PRI IE 3 51 D 50.7%. SRR 52 19.0% TH
0, FH5ED187% (FAHIHESEHD 12.0%, RIS mD
6.8%) 2MCEWE LRz BHEAT—% )0
16.6 WEDEREFTHEE
16.6.1 BieEfEESRE
B (60<HHEHRIKIKA#EE[eGFR]<90mL/min). HEE (30
<eGFR<60mL/min). & (eGFR<30mL/min) OEHEAERLE
BHEESBICAR (Y PLIVEIE LT 375mg) % H|al#k
O L7z L SEORYBREO i A £ 16-3 1R T, BEE, i
BN O EEEREREERSZOT Y PLVEL® AUC IE, R
BA LI L CTENREN 144 5, 149 R D160 fECTH o726
MNEIANT—%). [92BH]
72163 BREREREE A LR A & OEYBEEHIEK

Peh Bl | Cmax™! |  AUCqins™! TERERE A3 % b2
- ¥ | (ug/mL) | (ug - hr/mL) Cmax AUCoqinf
e 155 996.0
fEHEA | 8 (34.7) (26.0)
N 205 1432 1.32 144
z BE ) 3 (189) (20.8) (1.04-1.68) (1.17-1.76)
“é | g | 209 1483 1.33 149
;’,‘% R (12.6) (26.0) (1.06-1.66) (1.19-1.86)
w | 172 1596 111 1.60
L5 (19.8) (26.1) (0.87-142) (1.28-2.01)

1 AT (%ZEBIERED)
%2R/ RSE Db (90%15 X )

16.6. 2 FFiEEfEEEE

B£)J% (Child-Pugh 473 A) WFHERERE S B8 9 B R O P &5

(Child-Pugh 47 B) Frimeksd B 8 plicAH (=¥ bL
VeIV E LT 375mg) % HEREO#RS Lz EE0EY BRIt
BMeR 164178 T, BELOPEEFHERERZOZ Vb
LIVEIV®D AUC &, FERA LR L TENREN 1.03 5K
087 fiThH-727 WEAF—%). [93BHK]

72 16-4 ITFHERERL S B & R & O IR RE ik

EracR s 15"U Cmax*! |  AUCoinf*! REBE N3 % 2
¥ | (ug/mLl) | (ug* hr/mL) Cmax AUCo.inf
mioh |8 |
J%% BE |9 &3(2)) (131083 (07(2781902) (0811?1329)
HE

1 RIS (%ZBNERED
X2 TR/ I O (90% 1 EIX )

16. 7 EWHEEER

16.7.1 In vitro B
I P LIVEIVIE CYP3A ZHEBKAEAYICEHE L. CYP2B6 &
" CYP3A %8 T 5%,
Ty TV MLVELMRPRIERE (P-gp) KO AME
#HHE (BCRP) O THVY, P-gp. BCRP. A7 =4}
5V AK—F—KYXRFFF (OATP) 1Bl. OATPIB3. £k
T4 b5V AR=%— (OAT) 3 RVEWITF I T VA
K—%— (OCT) 1 2MET 29, [81. 10.&H]

16.7. 2 BRRRELER
TERE RN % 3 RS AN FAE I 2 5040 L7220 BRI SR S Ehag1c
FFFTZ oy PUVELVORER T Y ¥+ LIVEILOEYE)E
R T BRSO B % K 16-5 L 0% 16-6 I1Z/R3 2 9, [81,
10.. 102 &MH]

(5)

Va—ngE (5)

7165 PHHEOBEYHEICRKIFT LYY MLILVELDOFE

g = B FISE 0> Bl 5512
B3 s g g 5 b
AL | PR | Bl H Cmax AUCq.int
1HH
IV zgizmagh 2mg | ASERG|| 280 6.77
(CYP3A #£5) M | 5HH (238, 330) | (6.16,7.44)
125mg
(AFA)
347
REE. 147
sue | M 30, 167 (3'5;: izz)
FEFAYTY
g IR
e R 1mg i?gﬂ; g L2 (222'3354)
BA N E Y il 15 g (109, 140) | 7,
W) -~
1HH e S0 17 158
750mg. BhH 05| 14 1 04' 133) (147, 1.70)
2~5HH 10HH o 3, 4
250mg AIELG L1 1.25
(BeA)* 5HH (1.00, 1.24) | (122, 1.28)
FLF=vay $ I
e e M T T
oA E Y WE | 5HH
B S
: ?:?jfi | 09 1.04
2 1 s
o0 (089, 1.10) | (LOL 1.07)
NN - 131
=k 0.25mg | AR¥EH 5 14 217 (113, 152)
(P-gp HH) ¥E | 1HH (L72,273) |
OANREF
(BCRP, 500mg | 25mg | ARG 14 1.97 1.65
OATPIBL K0t MM | ¥ | 1HH (173, 225) | (LA7, 1.84)
OATPIB3 )| (AHl)iE
AMERNVIY 500mg
(OCTL, OCT2. G| ARG | 1.03 1.02
MATEL RO¥ L) 1HH (091, 1.16) | (0.94, 1.11)
MATE2 #H) Hiln|
X1 BRI O (90%1E HHIX 1)
%2 1 250mg 5t

X3 PEAIRE 11 1
#4 1 JEPRI 13 41

#1666 =¥ b LIVEVOIEYBREIZJIT IR HIE O

T IO WA G 5 1)
_— W ARG T
B | e | am | H L HA 511 H

Cmax |AUCo.: | Cmax |AUCo..

1.05 1.10 124 1.31
14 | (098, (L03, (L18, (1.26,
1.14)%4 | 1.18)%4 | 1.30)%4 | 1.38)*4

4 F72F| 200mg 1HH
V=)V |1 H1E*| 375mg,

2~5HH
A NN E| 300mg | 125mg
¥y |[1H2mE| (RH)

092 | 079 | o062 | o054
14| (066 | (063 | (055 | (050,
128)*5 | 0.99)%5 | 069)%5 | 059

M1 BRI O (90%F X H)

%214 bFaFV—iaEh5 1 HAEOAR L H 2 HEkS

X3 AW EE VI 1~3 HHIZ 100mg # 1 H 2 \¥YS, 4~7 HHIZ
200mg # 1 H 25 L. 8 HH2*5 300mg % 1 H 2 [ml#%5-

x4 PR 13 61

%5 1 PRI 3 1

1) REOKFINHEI 125mg $ETH Y. JHE: - R (8
W 12U EO/NBER ATy L vELELT]
HHIX375mg %, 2HHA»55HHIZ 125mg # 1 H 1 B
B595] ThHh,

17. ERERAAE

17.1 BERVLLHEICET 558

17.1.1 EREERSE /4858 [T1221 &ER] S48/ -k
12 LR 70 ekl (18 MR XA ®E 40kg LRI ) @
SARS-CoV-2 12 & % Y B 2 6b 512, 1 H BIEAHA] 375mg
., 2HH»5 5 HEHIEARAK 125mg # 1 H 1 MFOKRG Lz &



V' a—/\gg (6)

&0, FRAOFIUERVEZEEEZRF TSI E2HNELTTS

YRR R 2 AL E AT R R LA & i L Ao FEET

filiZE H 1 SARS-CoV-2 {2 & B EHED 5 JERDRIE T % £ TOR;

m(x%1) & L7

(%1) SARS-CoV-2 12 X 2 BYiE D 5 etk (OB RIRILIE ST
& @B TS LT @ORANZHEIE D, DD
A OF%) OFREREWEREARAS4BRE (0: &L, 1:
BRRE, 20 SRR, 3 EJE) CTRMOL. HEoOEREIL 5 E
ROFTRTHUTFOREE D% &b 24 FERFRBE L 723004
L aEnhiz,
 SARS-CoV-2 12 & % &YIiE O FAE T 2 S FH4E U 72 BEAEE IR
Ty N=2A 74 v (FHHIHRE) BETELLTWS LH
B AV L SRRSO W Tid, N— 2 5 4 VIO FEE
AEEOLDIIPFEEDT, hEEO L OEREMDT, 1§
BED b OV DT ~FE BE DS 3% AR L 22 IRRE L 7
5Tk,
- SARS-CoV-2 12 & 2 J&YIE DFIE /I A & FAE L 7= BEARRE IR
Ty N—=2Z2 74 v (EHEHRE) BRTE/LLTVwRWE
WeBRE ASKIWT L 72 BRSOV TR, R— R F 4 VO HAE
BEVPEEODDIZEELT., WEEDDL DI PEELT,
BEO D OB T TR SR LI wE L IREE
LhI
- BRSO SER [SARS-CoV-2 12 & 2 &efiE DIEFERI 1213
HELTBLT, N=254 v (F5RiMAE) KL
FHL72HEIR] 122w Tid, 2 LoREE LB L,

AL E Nz 12156 (HARAN662H) O H, R—AF5 4 ¥
D HIRTE R VIR E v 722 RT-PCR IS & 0 Btk & HIIF S
N, 512 COVID-19 DIERFEBLA & MAEBLHIF T TORE A
T2 BRI TH o 72 690 PliC BT 5, EEFFMIER ORI E
17-1 RO 17-1 D& B ) TH 7210,

F17-1  FEFHIE H o5 5

AHI B 75 & KR
BI% 336 321
P 254 233
SARS-CoV-2 |2 & 2 it D
5HERAMRAE S 5 £ TOWER (hr) 1679 192.2
D gLl
pfE® 0.0407
NHE— RN [95%E X ] © 1.14[0.95,1.36]

a) SHERDR=ZAF 4 YDA THFRT 0 XS —MRM L 7 ERE 17
M BRI Sz,

b) A EKEMHE 5%, SARS-CoV-2 12 & AIEGIEICH T 5T 7 F L HMO
Kt % J& & 3 % Peto-Prentice ®J@3l—#t Wilcoxon #i5E o

¢) SARS-CoV-2 2 & BIEYYEICHT AT 7 F Mo AEEZEE L@
Cox NH— FET N,

B, RRBROT &R - RIMEEIZR 1720 B) THo 7
(7.2 1]

F17-2 TR - BRALEE

S 112 el 18 i ki DR IE 40kg B3I 18 me Ak 70 i

FEdE |2.SARS-CoV-2 Bt (HEFEZALRT 120 5 LAY ICIRICS 7z Mefk 2
W72 PCR MAR S 12 & 0 A2

3.SARS-CoV-2 12 & % E&GiE 0tk (14 R D) H 12 k) %
BV ALRT 120 W LLPY

4N BALEE EIC B W T, SARS-CoV-2 12 & 2 BEDRER (12 4
R P oIb, PEE (a7 2) O UEORERD 1O ERD
5Nb. 72721, SARS-CoV-2 |2 & 2 IeHE DFFENT A S AEAE L
7R TH DY A1E. SARS-CoV-2 12 & 2 EHEIC X ) Bk L 72
& W AT L 72HE RIS IR 2

5B G- BIE~ R 5 T 7 < & b 10 H BT AT B 8

6. (ZMDOAR) HRTIE R L, HRL TV A AHEMD RV

Bk |1.SpO2 A3 93%LLF (MR

e 2R G2ET B

SN TIPIs: % %5 %

45D E (CTCAE % 5.0 i Grade 2 DA E) O NF#EOIRIE XL
RVERIEE AT B

5.4 L E (CTCAE % 5.0 i Grade 2 DA E) OB E ORI XL
EYERIEE AT 5

a) OBBEUIE K. O IR A, OFH, OEHLITE
T @S IZTSUTFH, O@RALITHOEY ., OEOH A, O,
@Egn (IR EE) , O X 4, W, @TFH, GRERE, @R
TIC T

b) OBEE (EWIK) . O AR IEOE A, QR OEELITTFE
. @B IS T, ©ORAKIEHIED, OREDOFHA, BB,
@B (FFHREE) ., O %%, OEH:, @

¢) RO AT RBERBARAND 4 BBE (0 2L, 10 BRIE, 20 i),
3 EEE) TRl

FIVER B 12, 245% (148/604 1) Td 1. EZREIEHIZ.
EILE Y REHBA 184% (111/604 Bl) T 7210,

18. ETHEE
18.1 AR

IV Y FLIVEVIE SARS-CoV-2 3CL 7u s 7 —E#MHEL,
R &R EOYW 2 HIET 52 LTy 7 AV A ORI
35 10,
18.2 E=HEER
18.2.1 In vitro A )L AEFEHHIGHR

IV Y b UVE VTR RS & V723 BRI B W T, SARS-
CoV-2 Hipsrslitk (FER#R (A RH#). alpha tk (B.1.1.7 H#H%).
beta ¥k (B.1.351 % #%). gamma B (P.1 %&#). delta ¥

(B.1617.2 %#%) . theta ¥k (P.3%#%). lambda ¥k (C.37 &fk).
mu#k (B1621 &%) KU omicron # (BA.118, BA.Ll. BA.2,
BA.2.12.1, BA.275, BA41l, BA46, BA521, BEl. BF7,
BF.7.4.1, BQ.1.l, CH.1.1.11. XBB.l, XBB.1.5. XBB.1.9.1.
XBB.1.16. XBF KU XE R#t)]) (Z6h LTH T 4 VAT EZ R
L. 50%A % (ECsofl) 1&. VeroE6/TMPRSS2 i T 0.22

® ~0.99  mol/L. HEK293T/ACE2-TMPRSS2 MI#2 T 0.026~0.064
%lm‘ umol/L THh-72 b MNa8 B 3RTMERREF VE RV
% 50 ML 2212 BTy SARS-CoV-2 Hibk - #E#k (delta B
1 (B.1.617.2 %#%)+ omicron #k (BA.L18 % OF BE.1 %#%)) 1§
o0+ % ECo 12 0.0514~0.195 4 mol/L T - 72 12),
%E 40 - 18.2.2 In vivo 194 )V RYEFH
5 SARS-CoV-2 BRR 7 BERR 2 3EAE L 72 e~ 7 2I2BWT, 0¥
2" T PUMELIE, 9 AV ARG S OB RO A AR
%’:;:! e 0 MBS OB OVTNOYATYH., N 4 v Ah
T T S O T P P fil & I RARAE WD S 72, % 72, SARS-CoV-2 <% ZBILH
b s TRFRBALAT © DRER R L2 ABBEETVICBWT, B LKL Ty Y
*Rﬁé 336 314 255 186 151 128 113 102 94 79 55 M LOVEVEE TR O, R O R N ORI D O
7ot REE 321 304 265 208 158 139 119 104 89 83 52 HIAsEHD 5N 7= 13,
18.3 Mm%

17-1 FEFHHIHE OF5 RO 7 — i
X FHEFHEIHE ORR DT 75 > <A v — i 18.3.1 EEAREER

FEIBR Lm0/ AR (T1221 3BR) S MAH/ S— Fi2B T,

(6)



AHIHE 345 B, N— 2 T 4 ViR CHERYIFENT AT TS -
7R 204 Bl ) B, 19 BITAAFE S 12 SARS-CoV-2 3CL
7a7 T — BRI T IV BRERPRD LN 2D B, KA
BT 26D LRSS N7 I 7 BRAERIE M49L (12 #1).
M491 (3 ), S144A (2#1) TdH ., M49L i SI44A %EA
L7-43 2 SARS-CoV-21d, =¥ ¥ FLVENMIIH LT, EheE
N7 92 RO BZ MR T 2R L7z 19,

18. 3. 2 JEEEPREER

SARS-CoV-2 Fi IR 538k % FIV 72 in vitro THEZBAERIZB W
T 4fCHEFC L 7245 55, SARS-CoV-2 3CL a7 7 — ¥ g2
—D7 I JMER (D48G. M49L. P52S J UF S144A) M OHE
DT I WER (MAIL/SI44A) % AET DR D Sz 19,
D48G. M49L, P52S X3 S144A %3 A L 7-##t 2 SARS-CoV-2
E. Y MLVEMICH LT 37~17 oS T 2R L.
M49L/S144A % EA L 7-4#t 2 SARS-CoV-2 1k, =¥ ¥ bL IV
YOV LT 100 5 DS AR T %2R L 72 10,

19. BT ICEYT SELZHMR

21.

—MaRE Y MLIVEN T VER
(Ensitrelvir Fumaric Acid) (JAN)

b4 : (6E)-6-{(6-Chloro-2-methyl-2 H -indazol-5-yl)imino]-3-[(1-
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