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HZED, AV 777
¥ OIEPEATHY O 1
fLfESNL EER
5N%o

LA A e S
F—FRXF LV ANVK
b

FEA T ol
Ex bR S, BBt
ERZ My 28T h
AL

vaxvry
[16.72 8]

AL DPEHITE D
TIFY UM
OLEAPRDLNTE
N, VIXFT oM
EWHT BTN D
5o

AH| D P-gp BEEH
[ I (YOE .|
DPFNZRILE S D,

TANAGF AN T
N
[16.7.2 1]

AHEEDOPEHIZE D,
O ANAYF DILH
WO EA»RD LN
Twh,

K #H O BCRP.,
OATPIB1 Kk O
OATPIB3 BHEEHIC
Xy, axANREF v
D7) T T AMETF
T 5,




va—/nNgg 4)

A0

AR - $5E D7 8

Wiy - fakE ¥

AN & I

A H) o 1L v E 7S A
L. fEH 2SS9 % B
ENDVH DB, Tl K
vy RO
WEES EH L. RIEH
PRBELRT A28
ENDH 5,

vy vk o
CYP3A FEMEMIC X
0 AH OLCH A
ENDEBENSD S,
F7:. A#lO CYP3A
W2 B HEEHIC &
., KEry KA
DIRHDBE S NS,

FPAEEE D CYP3A 3538 #]
77yl vy, T}
SEYY, 7))L
vy —j, 7YY

44
,;_u};

AR O I T T A3 A
L. TEHAREES 55
ZNNH b

Zh o oA
CYP3A FHHEAMAIC &
D\ ARHIOIH A
INDEBENDED 5,

AMMLFH—F AMMLEFH— Ol | in vitro AL Y AR
PIREE LA, b | #lid OAT3 FEMEM
FIER (O %, LI | 2F5 5 2 LHTREE S
HA) »EBT A8 | NMTBY., AMMLF
ENDD B, H—  ORBPE &R
EIEDLBENND
%o
1. 8ER

ROBWEHDVH HbNDZ EHHLHDT, Bz H7Ilfrv, &
WARD LN 3G 2k 5 5 CEY R RERTT) 2

s
1.1 EXAREER

M1 7FH7405%>— (HEARH)

1.2 Z0fDEIEA

TR\ 5%LL 1 1~5% Al 1% A1l BHEEASH
S EAE 13 X3
N ol WEr, N
s . WA

FH AR st
G S RE

HDL 2V A 5| b)Y 7Vt FlniEsk 5
o — VK Tl kA, ¥Yre
Z oA (16.6%) v LR, a2
VAT u— ik
‘F

4. BRALEOFE

14.1 EHIZEDER

PTP @ OFEANL PTP ¥ — b2 ML CIRMT 5 & 5 18E
$T5Z L, PTP ¥ — FORBKICL b FEWHA IR AT AE R B~
FIAL. B3z fla B 2 L CHER TN 225 0 BEE 72 & 0HE & PR
THEZERDH D,

15. ZOfDEE

15. 2 JFBRARALER (CED < 1BIR

B =7 A FMIAREZ 2 i 4 B EERHS L - #th ik
BT, BABRERO SMHHLLLET, MK, TR, 4
S A AR O SAE IR %R0 S Tw B D,

16. EMENEE
16.1 MMHEE
R R A 2P 8 BN ARKI % 5 H B MR IAERE O G- L7 (v
SPrPLAELVELTLHEIX375mg. 2HEZ2S 5 HEWE
125mg) & X o MEEA R 2 X 16-1 12, EWBE T 2 —
5 9% 3 16-1 1257 T,

(11 g/mL)
40 1 —*— %51 HH 375mg, 2~5 HH 125mg

CE¥ME + AR ZE)

30 4

! )
10 ¢

EESmSC UV HBES
[S%)
[}

-

0

0 24 48 72 96 120 144 168 192 216 240 264 288 (hr)
R fir]

16-1  RAE G O i b i BEHERS (BERRERR )
#£16-1 B GRE OB ST 2 — 5
il B (ingla/;xlj) TT;;; N ( uAgU.ChO-rT/:L) T(lhzr)Xl
A8 | g | asoson | g2
SO0 | 7 | 4s | amse | asy | aon

1 BT (%ZBYERED
X2 L (/M kAl

16.2 IRUR
16.2.1 REDOHE
RN 14 PICARK (=Y LAV ELVE LT 375mg) % ZEE
BSOS IR - W v ) — AERRICH AR R 5E L 2L &0
WFNRE/ ST A — & V% K 16-2 1R T .

162 375mg WG HEO Y BRE NS X — 5

o % Cmax*! Tmax*?2 AUCq.inf*!
%M (u g/mL) (hr) (ug - hr/mL)
214 250 1236
Fe
=ik | 13 ©235) (150, 4.00) 232)
. 200 6.00 1538
743%3
ffere | 14 (164) (150, 16.00) (158)

¥1 AT (BB RED)
2 Ul (ML SR
*3: R - mAu) —R’

16.3 9
LYY MLIVELVDOR MLTEEG
724 (in vitro).

16. 4 {3t
BREBAICZ Y FLVEL 7V (REH) %N
HELLL &, MFEFRTREIICRELROT Y Y b LIVE LI
h, REME LTy Y FLULVELD 7 T UEIED I S
720 MHTIRFEICKREZLOL Y ¥ P LIVELDKIE S h, REHY
ELTZ Y Y PLIVENVD MY TV — VLA FUED RN S h
729,

F 72, in vitro fRBRBROMER, Rbo#mwchdsr v bL
VELD MY 7= VA FIVRIE, CYP3A % &E#i%o CYP
ST XY AR END &g Ehiz o,

16.5 HEft
R ANBE 208y PLVEL Tl (BEHK) %
IV FLIVEILE LT 250~1000mg T 22 I [l 4% L1 4% 51
L72& 20, 5% 144 W ToRPERERIZ 16.0~21.8%T
Ho 729,

16.7 EWHEEER

16.7.1 In vitro &

IV Y MLIVENVIE CYP3A % EEMURAFIICIHE L. CYP2B6 &
' CYP3A ##E5 5%,
F/oo TV MLLVENMEPHERAYE (P-gp) KUHSAMME

G, 97.7~987%TH o

(4)



#HME (BCRP) OB THY, P-gp. BCRP. A7 =4 b
IV AR=F—RY~XFFF (OATP) 1Bl. OATPIB3. HH
TZA Y bS5 AKR=—F— (OAT) 3RUEBAFF L bF U R
R—%— (OCT) 1 #[HET 2D [8. 10.BE]
16.7. 2 BapRatER
TERE R % 5 S SN FLAR I 2 370 L 720 SR SR S Ehag 1
BiZT Ty Y PLVEVOREEFK16-312RT 8, [8., 10.,
102 ]
163 HHEOEYHEIIRIZT LY FLIVELOEE

. B 6D HAREE 12
B it o 3 B
ASE | BEAISE | FEMliH Cmax AUCqinf
1HH
syvon | SN | omg gy || 280 677
(CYP3A ) HE | 5HH (238, 330) | (6.16,7.44)
125mg
(AFl)
347
£ 253 147
14 3.23, 372
5HH 130, 167) | ¢ "y X4)
TEHRAEY Y -

(MR Img |2 A 124 2.38
AN E i [T PBIIAT (0g 140 | @25 250
o 5HH %4

)
1HH AR 3 f L17 158
750mg. &5#%14umﬁ%)‘M1”m
2~5HH 10HE o 3, 4
250mg KEpr 111 125
(G & spp | (100, 1.24) | (122, 1.28)
AR AT ENE 358
(0 WL B e 0mg |#5  5| 14 OQ?% 1$?w
Bk E Y HE | 5HH (099, 122) | (110 115)
1) R
10HE (089. 110 | (L.0L. 107
NN 131
= 0.25mg | A3 G- 14 2.17 (113 152)
(P-gp HE ) HmE | 1HH (172, 273) | L
OANRY T~
(BCRP, 500mg | 25mg | AHES | 197 165
OATPIBI Kut| M | dmE | 1HH (173, 225) | (147, 1.84)
OATPIB3 #H)| (A7)
AMENVI Y 500mg
(OCTL, OCT2. CRM | AEEG | 103 1.02
MATEL RO¥ rL0)| 1HE 091, 1.16) | (0.94, 1.11)
MATE2 %) B[]
X1 BRI O (90%1E #HIX )
%2 1 250mg

%3 0 BRI 11 61
4 1 JEGFRIR 13 1

i) REORFEINFHIE 125mg $ETH Y, JHE: - HEE (8
W 12U LN R OEANCEZ Y P LVELELTL
HHIX375mg %, 2HHA»55HHIZ125mg # 1 H 1 B
#5956] Ths,

17. ERPRARIE
17.1 BHERVCRLHEICET SR
17.1.1 EBRERZE /4858 [T1221 HER] $E1I4/— K
12320 E 70 R (18 MR IXAE 40kg DL EICHZ) @
SARS-CoV-2 12 & 2 IEYuiE B 2 0t 512, 1 H HIEAHA] 375mg
., 2HH2S 5 HHIZAHK 1256mg # 1 H 1 M#FLOES- Lk
E0, KHOAMERVEEEELRFTT LI L2 HWELTT T
b AN IR A A AL IR AR AT W S BGRR b L 2e EEET
i H 13 SARS-CoV-2 12 & % JEHHED 5 RS %  TORS
B (%) & L7
(3%1) SARS-CoV-2 I & 2 BYiED 5 etk (OB RIEIULIE ST
& @B ITSVIHH. OFRANIHESEY, @WEOFE
F O] OFAIERE BERHEARAA4BRE (0: &L, 1:

(5)

Va—ngE (5)

BREE, 20 PAEEE. 30 EE) CEMEIL. HEOERIE 5 E
ROFTRTHEUTOREEZ DR &b 24 BelFRE L 7236
Y (Al

- SARS-CoV-2 |2 & & JEHSE DFAER/T A & AL L 72 BEAFRE IR
T, R—=A 74 ¥ (HGiurd) RBrTE/LTwS &8k
BB L RISV TR, N— R T4 VIO BT
PEEDOD DFZHFELT, HHEEDOD OITBEDT, &
JED B O DT ~EESE D TR L 22 IRE E A
HT ko

- SARS-CoV-2 |2 & % JEHeiE O FHE Bl 2 & 748 L 7 BEAF A IR
Ty N=2 54 v (FH5HRE) BETELLTVEWVE
W AW L RIS DO W TR, "= 5 4 VEROHESE
EPEEODDRIEELT, HEEOD OIHPEEDT,
BRI O b OIFHREE DUF A~ B DR 33 L2 Rg e
hHTE,

< EREUALOJER [SARS-CoV-2 12 X % EYLHE D FEAEFT I X
HHELTBLT., N=254 v (FHHiE) Kb
FBLLZER] 1220w Tid, ZLOREERBZ L,

HEEBILSI N 12156 (HAANG662H6]) )b, R=ZXF54 ¥
D BIFGEHR ViR E v 72 2% RT-PCR I & 0 Bk & fIlF
N, & 512 COVID-19 DIERFEH A & M AL EIF) T CORERIA
72 W RIRITdH o 72 690 FIIZ BT 5. EESFMIEEH oFE i3 %
171 ZOE 171 D BY Tho729,

F17-1 FEFHIEE O R

ARFHI B AR i
BI%g 336 321
LSPE 254 233
SARS-CoV-2 |2 & % J&4ediz D

5HERDAE T 2 F TOREM (hr) 167.9 1922

D YLl

pfii» 0.0407

NF— R [95%E X ] © 1.14[0.95,1.36)

7 7R 321

a) SIERDR—=A T4 Y ORI THFTRT O AT BRI L 7=k (L
Wbl snz,

b) A EARERM 5%, SARS-CoV-2 12 & B IERFECH T 57 7 F o
F 1% J& & 3 % Peto-Prentice ®J& B —#{t Wilcoxon M &

c) SARS-CoV-2 2 & B EHIEICHt 57 7 F oG ELE L L2k
Cox N H—FET IV,

s %)
A 100
25 80
IS

60
L
W

40

20 —— AR

- — JIuARE
T T T T T T T T T T T
0 48 96 144 192 240 288 336 384 432 480 (hr)
BB IR 5 DR
AKIBE 336 314 255 186 151 128 113 102 94 79 55
304 265 208 158 139 119 104 89 83 52
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OpEE S i $F

NSRS

B17-1 EERHEEE OFERO N T 5 <A v —Hfif
B, ARBOT BN - BHOHEEIRL1720EB) ThHo 72,
[7Z1]



V' a—/\gg (6)

FA72 TR - BpylEEE

BRI | 112 BL L 18 ik A DR HE 40kg LA - i& 18 i L b 70 A

e |2SARS-CoV-2 Btk (BEVEAALET 120 KRB LA IR S 7 efk %
72 PCR MiAs %12 & 0 fgR)

3.SARS-CoV-2 12 & 2 EHHEDFEIR (14 5EIR D @) H 1DLLE) %
HASHEAEL LT 120 5B LA

A AEBALHE I B W T, yms&wz W2 & B IEYE O RER (12 4
WK P oyH, hEE (237 2) 9 DEORERA 1 DU EED
5Nb. 72721, SARS-CoV-2 |2 & 2 IS DFFENT A S FFAE L
7R TH WA 1E, SARS-CoV-2 12 & 2 RIS & 0 AL L 7=
& B ARHIE L 7RI BB

SIRREERL G- B~ 5 T A L & 10 H A B8

6. (ZMEDA) M TIE R HIRL T 2D v

Exat (1.Sp02 25 93%LL T (EHNR)
e 2MFBGEET D

SN2 55 5%

4pE el E (CTCAE 45 5.0 i Grade 2 BLE) OFFEBOBIRRE X
XEMREE AT 5

5. E (CTCAE 45 5.0 i Grade 2 BLE) OO BURIE X
B ] B

a) OBBRIUIEI L. ORI EOM A, @I, OEEITE
P @ 1T IFHEH, ORAKLIIHITEY, DDA, O,
@En (FRRE) ., O 25K, Q- QT4 GIRFERE. O

,—A,m.

b)@%f@(&l@ @I I ROR A, O, OEIEIZIE
. @B 1T ITHR. @FKLIERIED, OROFHA, @K,
@B (PP A, M &4, OIEH:, @ FH#

c) FERDORAIT7 ZWERBEARAMABERE (0: 2L, 1 BREE, 2 P&,
3 EEE) TEHli

BIVEF S BUERE X, 245% (148/604 K1) Tdh Y. T 4REIWERIE.
BHEY REARD 184% (111/604 1) TH o729,

18. ESHEE
18.1 {E AR
IYY MLIVEVIE SARS-CoV-2 3CL 7us7—ExHEL,
RYZ R EOYW RIS 52 & T A4V 2D E I
$ 5% 10,
18.2 EEEMA
18.2.1 In vitro A )L RIEFEINFIHE
IV Y b UVE VTR R & W23 BRIC B W T, SARS-
CoV-2 HiR stk (FER#R (A RH#). alpha #k (B.1.1.7 %),
beta ¥k (B.1.351 & #%). gamma # (P.1 %#). delta ¥
(B.1617.2 &#%). theta #k (P.3%#t). lambda # (C.37 %ift).
mu # (B.1.621 &#) KO omicron ¥ (B.1.1.529/BA.1.
BA.1l. BA2, BA275. BA4. BA5 KU XE %#t)) <L T
P AW AEREE R L. 50%H 50 (ECsofli) 1&. VeroE6/
TMPRSS2 M2 T 0.22~0.52 y mol/L. HEK293T/ACE2-
TMPRSS2 i} T 0.026~0.064 £ mol/L Td o7z, #fLL B
m%mmmtbﬁﬁi&sﬁﬁ%ﬁ%ﬁ%fw%mwt%%%%
I2BWT, SARS-CoV-2 iR/ #itk (delta ¥k (B.1.617.2 %
ﬁiﬁ)] 239 % ECoo i 0117 g mol/L TdH - 72 10,
18.2.2 In vivo LA IV R1ER
SARS-CoV-2 FEIR DBk 2 BME L 22 e~ A 2BV T, =¥
PLIVEIE, 74 VABEEZY? S ORGSR 4 )V A5
24 B L OBGOVTNORETH, MHFENY 1V 2T)
fili 2 A EARLE A 2720 $72. SARS-CoV-2 = 7 ZBIMbAk
FREELY AREETVICBNT, BRI EEL T
FUVENBETHEEROUE, EFPROLE L OMKEBRL O
232D 57z 12,
18. 3 M4
18.3.1 ERpRatER
FEps A4S 0/ MAHRER (T1221 3k £ Ma M/ f— FZBWT,
N—=R T A VHIHOEIERGIENT O FE T D o 7o REROBERE
4B B, 10 Bl TAFES %I SARS-CoV-2 3CL 7u 57 —
FHIRIZT I VBERFROON. ZDI B, AFITIHEOT
I MR (A234S. L87F. H246Y. T1981: & 1%1) H» D5

(6)

N, 6 PITAERGHICHED LN T I JBRLE 7 I VAR
DRFE (A94A/V, L272L/P. T45T/S. M130M/V. K100K/
Stop & M130M/I. D263D/E : % 1 ) A58 Hh7z,

18. 3. 2 JEEEPRAER

SARS-CoV-2 R4k % Fl\ 72 in vitro THPEFEBLERERIZ B W
Ty 4 ARG L 7285 3. SARS-CoV-2 3CL 7u 5 7 — BHHIsIC i
—OT I AR (D48G. M49L. P52S K UF S144A) KO
DT I BER (M49L/S144A) %A T BB H iz 13,
D48G. M49L. P52S X i3 SI144A %3 A L 7-#H#t 2 SARS-CoV-2
. Y P LVEICH LT 37 ~17 02 KT %R L,
MA49L/S144A % & A L7241 2 SARS-CoV-21x, =¥ hL L
It LC 100 oMK T 2R Lz 19, FEERILFE T/
MERER (T1221 B S Tatlf— MIBW RO LNZT I/
AR TdHh 5 A234S. L87F. H246Y. Xid T198I #EA L7l
iz SARS-CoV-21x, =¥ ¥ b L VEWIIH L TEEZMEILE R
Ehhoiz B,

19. BT ICEYT SELZHMA

21.

21.
21

21.

— R Y PLVEL TRV
(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 ¢ CoeHi7CIF3NoOz - C4HaO4

i 647.95

PR AoBERTH 5,

bt

M
N CH
% * -

HOZC/\/

Al 1 245.2°C

ARG

1 EHGH) A7 EETE AR ED I BYICEET I L,

.2 RENOFG-H5 ) & B SN ZEFOAZFRIC, HONT
D BE IMCHEZ AR ORI T 2 ERSLHEE D -
TSN, LHFICLIABLZHTHOLMOTHEESND L),
A L CERT52 &,

3 ERALFESE I/ MAERER (T1221 3BR) OFE M/ S— b2 558
YNCA R EATERR S N RBR A Y £ L oI 2
ZE,

H, C—N/ X

*%22. A%

78¢ [788 (PTP) x1]
285k 1488 (PTP) x2]

23. EEH

1)

2)

3)

4)

5)

(ks K57
HHEER : 2 PLVELD T v b RO Vo KERS- 5
AER (2022/11/22 KRR, WETERHES 2.66.3) (202200224)
MPER Y P UVE VO AR R T MR (SR
BhRE - Ze4tk) (2022/11/22 &R, HESERME 2.5.3.1.1)
(202200225)
FENER =Y PLVEVORER AT RE THRR (A%
D) (2022/11/22 K. HEHEEMRE 25.2.3) (202200226)
HMNEE : [4CL= Y ¥ FLVE LD in vitro MIEHR S v 87 4
HRBE (2022/11/22 K. HaiERME 2.6.4.4.1.1)
(202200227)
FENER =Y P LVE LV OREFER AR T AR (Hh



6)

7)

8)

9)

10)

11)

12)

13)

14)

15)

24.

Be53— 1) oR#EWHRE (2022/11/22 KR, B EHE
25.3.1.2.3) (202200228)
HPER v P LV LV OMRETEEE R B (2022/11/22
KR, WG 2645.1.2) (202200229)
NEE :: =Y PLVELVORBEER L7 v AR—F —
A LRI IS 28 (2022/11/22 KGR, WHREE
FHITE 26454, 264.7) (202200230)
MNEER D VY P LVE VOB AT R TR (S5
MEMEH S= T - 35V T AFEWHEMEH =) - =¥ ML
VIO EAE R (2022/11/22 K. B EERE
25331.1) (202200231)
BR3P LVE LD SARS-CoV-2 s34 45 1 /11
M B (Phase 3 Part) (2022/11/22 &%, HiEERME
2542, 2552) (202200309)
HHER =Y P LV ELD SARS-CoV-2 3CL 7u s 7 —
VUG R 5 BB (2022/11/22 KFE, HiEERME
26.221.1) (202200234)
HNER =Y P LIVE LD SARS-CoV-2 BYAINAIZ BT 5
Py 4 v 2GR (2022/11/22 K3, GRS
26.2.2.1.2) (202200235)
HWER T FLVE LD SARS-CoV-2 B e~ 7 A E TV
2B % in vivo FEHMEHICHE T 5388 (2022/11/22 &R,
BRI 26.2.22) (202200236)
MNER =Y P LVE ST B SARS-CoV-2 fiif 4 5Bl ik
B (2022/11/22 7&G8. WEEEEBEE 26.2.2.14) (202200237)
HNEE : T Y FLVENICH TR YN—A Y 22T 4 7 A
HIk SARS-CoV-2 Rk D SR &2 bR 1 (2022/11/22 7K
. HEEERTE 26221.6) (202200238)
HENGEE VY FLVENVICHTEIN—ZAT 22T 4 7 R
HI2k SARS-CoV-2 ZE Rk o 3K &2 kbR 2 (2022/11/22 7K
. HFEEFE 26221.8) (202200311)
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