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BT 5 2 & AFOFIIEEIRFER S 3 HE L TITHRSH
MHENBFITBNTHEES Nz, [17. 1.1 B{]
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(Gl we 5HE (1,00, 1.24)] (1.22, 1.28)
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hiREE2 FRIESB
ENMNDH 5,
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JL @ CYP3A FHEMEMIC
K0, AHEITAGAE
EIh5,

AU 7T H REEEKFL | 1Y) T > OIEEAR | AFID CYPSA BHEMEM
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IELIBENNDH S, DIEHEACHY O MF b
NEFEINDEEZDS
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D & AFEDPHITLD,
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DEANRERDENTH
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5,
OZNAZF 2> | AKF & OPERITE D, | AFI@D BCRP. 0ATP1BI
A OZNZEF > DI | kO 0ATP1B3 FHEIEH
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L. fERNEET 25
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2y P AKFY O
WEMNEAL, BIEM
MEBLRLTL2DB
TNRH %,

CYP3A FHMEHITEL
0. AHORE DR
ENDBENND D
F/o, AF D CYP3A I
9% BRI &
(I N L]
DORABVHEEND,

LR D CYP3A #5354
I77EL>Y, Tk
JEY >, 7 /NN
EY—)L. JUIR>
£

AR F O ifin o iR R AT A
L. ERAMNRIEY 255
TNRH %,

NS DOEHF D CYP3A
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OR#VEESIN DB
TNNH 5,

AR LFS— b

AbBLFY—bol
PREE ERIE,
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in vitro i & O AH|
X 0AT3 FHEEH &6/
TBHIEMRBINT
B, AMNMLFY—
k DR FPEH & R AT S
BEBENND 5,

1. e

ROBEWERDH 5 OND ZENHDHDT, BRI, &
WHRDSNHAITRKEGEPILT 272 SHEYBAUEZITD

L,
1.2 20D E1EA
R | SWAL |~ 5k LA 3 AR
e 15 O
o i, R, F
s . I
Hir i R S
st B R
HDL I L 25| RUZ Ut K| sk 57
0o — )b {§ F| LR EULE
Zoft | (16, 6%) DaN N
L AFa—)UK
‘F

14. BALEDIEE

14.1 FEFIZMABOEE

PTP W DIANI PTP > — "BV LU TIRAT 2 & D 5T
HZ &, PIP 2 — b OREMKICE D, FELE A ERAY KGR I A
L. BIIIZEAZB I L THIBIAAZOEERAIHEZHRT S
ZEND B,

15. ZDfDEE

15.2 FEBRAREERICE D < 154R

N A FIICAEE 2 U3 4 ERRER O 5 L B
BT, BREHZRO § 54840 LT, FRMIR. 3% §i S
BT BRI SR O 2 RIS 2SR 5T B D,

16. FEYBHHEE

16. 1 MARE
fRER R A Lot 8 Bl AR & 5 HEZEER gk %5 Lz (>
SHRLIIVENELTIHHEIIZ3Tng, 2HEMS 5 HEIRZ
125mg) & EDMmBETREHBL ZX 16-112. EWEHRE/)NT XA —
& DEE16-1 18T,

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

CE¥ME + AR )

30 4

! )
10 ¢

EESmESC UV HBES
[S%)
[}

-

0

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

16-1 RIEHGRE DL M AP R ERERS (RN
#F 16-1 REHGREOEYEE/NS A —F

" » Cmax*®! Tmax*? AUCy- - ¥1 Ty %1

BER BT (hr) (g - hr/nL) (hr)
29.3 2.50 372.9

LHA s (14.8) | (1.50, 8.00) (12.0) B
28. 1 2.00 518. 3 51.4

SHE T 56 | oo, s.00) (13, 0) (19, 0)

X1 RATEIN (EBRED
X2 HRE (RME, RRE)

16. 2 HRUR
16.2.1 REDHE
fERER A 14 BlicAKl (T2 MLILVEILE LT 375mg) #2408
RO SR - WA O —RBRBICHER DR GEL/ZEE0
HYBHEIN T A—% V&R 16-2 1TRT,
2 16-2  375mg H[a[% SRFEDQ Y BRE/N T A —F

’BH P Cmax*! Tmax*? AUCo-inf !
FGS (1L g/mL) (hr) (g« hr/mL)
21. 4 2. 50 1236

e .
s | 13 (23.5) (1.50, 4.00) (23.2)

A 20. 0 6. 00 1538
£33
R U (16. 1) (1.50, 16.00) (15.9)

X1 R VEBIFRED
X2 HRE (RME, RRE)
X3 wilEN - mAnY —f&

16.3 9
I3 MLIIVEOE MEEARSEHIZ, 97.7~98. T4 Tdh >
729 (in vitro)
16. 4 {3t
fREER AT NLIVEIL T<)VEE (READ 2 HEkE O
HGELZEE, MR TIEEICRBLOI > N LILVE LR
Th. R E LTIy LIVEL O 7 o)L AHME R S
7o RPTREICKREMOT Y NLILELSRHE SN, Ky
ELTIZYRUIVENND N 7Y =V AF IR H X 1

= 5)
E7e. in vitro KRB OME, RPOR#HTHD T > ML
JWVENLD R 7 =)V A FIVIRIZ. CYP3A Z & T EE D CYP 43
THREIC X DAk Ens sHEasnz 9,

16.5 HEft
HEERABIE206ICT NLIILEL TRIVE (BEE) %
I3 FLILEILEL T 250~1000mg T 2% 5 e B el % 11 4% 5.5 L
EED, 5% 144 B E TORDHEMRZ 16. 0~21. 8% T
Ho=,

16.7 EWHEEER

16. 7.1 In vitro ER
T2 RLIVEILIZ CYP3A 2 RERMKRERIICEE L. CYP2B6 K OF
CYP3A 23589 5,

o T RUIIVEIVZPBEEAE (P-gp) KON AMMEE

@



HE (BCRP) OEETHD. P-gp. BRP. AT =A>FF R
R—%—RUXTFF K (0ATP) 1BI. OATPIB3, HHTY=A>h+Z
PAR—=F— (0AT) 3 ROERITF I T AR—F —
(0CT) 1 ZBHET2Z D, [8.. 10. 8]
16.7. 2 ERPREBR

BERRRR 20t SUT YA LA 251/ U 72 BRI SR OB ARIC
BETTPLIIVENOEEER 16-31TRT Y, (8., 10.,
10. 2 2]

£ 16-3 PEHIKOEYBRICKITIT IO MLILEIDOFE

o O PRV D Mg B 1
9k ik T g RN %
AEE | PEHEE | FMMH Cmax AUCQ-inf
1HH
2oL Zf?mag‘ﬁ me | AdRS | 280 6.77
(CYP3A 3£50) 1;5mg ¥E | 5HH (2,38, 3.30)| (6.16,7.44)
[ S<))
3.47
KIS 1.47
- 14 (3.23, 3.72)
5 HE (130, 16D 0
Tj*)‘\);?‘}/ e ‘ 538
& BRI B Img . 124 5 o -
; . o B 5| 14 (2.23, 2.54)
BRI E > R (1.09, 1.40) ”
EE) :
1 HH AR B % L7 1.58
750mg. BRI 00 o | (14T,1.70)
2I~5 HE 10 HH T s 4
250mg A% 111 1.25
(Gl we 5HE (1,00, 1.24)] (1.22, 1.28)
JLRzvyoy A K B % L 10 L1
(5 BRI B e 10mg |#& 5 5] 14 ’ ’
99, 1.22)| (1. Bt
AT sE | 508 (0.99, 1.22)] (1. 10, 1.15)
E:C)) S 1K
gﬁ;ﬁf | 1,04
10 AE (0.89, 1.10)| (1.01, 1.07)
N . 1.31
D &S 0. 25mg | A5 " 217 (13 159
(P-gp HHED) HE | 1HE (L7227 s
OANALTF
(BCRP, 500mg | 2.5mg | AT | 1.97 1. 65
OATPIBI KOk | Wil | BE | 1HHE (1.73, 2.25)| (1.47, 1.84)
0ATPIB3 J/E) | (AHi) &
ARNFIVT > 500mg
(OCT1, 0CT2. iR A% | 1.03 1.02
MATEL B OF LL0)| 1AE 0.91, 1.16)] (0.94, 1.11)
MATE2 3£20) LAE
X1 RMTR/N T O (90%(F X )
X2 250mg &E

X3 1 BEAIR 1L 4
X4 0 JEORRE 13 4

) AEORZINZAIFIL 125mg g8 THO., HE - AR 18
W 12 EO/NRRRACIEZ > LIbELELTI
HEX37mg 2, 2 HENS 5 HEI 125mg 2 1 H 1 [\ O
53%] Ths.

17. ERERAIE
17.1 BIHERVCRLHEICET SR
17.1.1 ERRHERSE I/ N4EEER [T1221 EHER] SEWE/N— K~
12 3% 0L 1 70 R (18 mARIMIZMAE 10kg L EICRZ) @
SARS-CoV-2 IZ K B YWE B F 251, 1 HBIZAK 375mg %,
2HEMS 5 HEIEAA 12mg 2 1 H I BREOKGLZEED,
AHNOEIMER O EEERET 2 ZEE2HMNEL TS TR
TRE(E (L — S MG T B LGB 2 2 L 7=, EZEHEIEHE
1% SARS-CoV-2 1T & B ESIE D 5 FERDVRIE T 5 ETOMR (%
D &l7.
(%1) SARS-CoV-2 I K B IEHYED 5 fER (OB BIEUIIE
B, Q- IF I UIFEE, QEKXITHRDTED, @WEDNH
A O%) DEIEIREWREAND LBERE (072l 1:

®)

Va—ngE (5)

R, 2 bR, 3 EE) THMEL. REOTEHEILLE
ROTRTHLUTOREEZ D2 &5 24 KRR L -8 E
rxnrz.

+ SARS-CoV-2 12 & 2 B HIE D FAE R 5 FIE L 2 BEEE IR
T, R=ZXF1 > FG5ARE) KRTELELTVWS EH
BRF VIR U 7ERIC DWW TR, R—=ZA T VEOEEE
MEEDODDIFHEELT, PEEODOITBELT, #&
FED® OIXEREE LU ~NTEE O S I HMERF L 72 IRmE & 7z
5 &,

- SARS-CoV-2 1T & 2 & YLHE D FEAE A 2» S 7 1E U 7= BEFF i IR
T, R=Z T4 > (FGHHRE) FATELL TWianE
BEREAVHIW L 2R IC DWW T, R—Z 51 D HESE
ENEEODDIIEELT, HEEOLDIIHEELIT,
RO S ORI NEAEE D HER X3 Lz Rg &
5T &,

- ERRLIAADEEIR  [SARS-CoV-2 1T & 2 R HYE O FAE 5T 11377
FELTBET, X—=Z T > (FEGRHiKRE) R
HUER] IOWTIE, AL OREEED Z &,

EEXLEINA 1216 6] (HARN 662 ) DOIB, X=X F1 >~
D EEEEYR <WRRA Z D 728 M RT-PCR 1T & D Bk &l &,
& 51T COVID-19 DREIRFEH A 5 WAL BT F T ORI 72 I
A TH > 7z 690 FlITH T 2, EEFMIHH O RITEK 17-1
KUK 1T-1 DEBDTHo729,

F1T-1 BEFMEEE OF5HR
AHKIRE 7 wiREE
eSS 336 391
etk 254 233
SARS-CoV-2 12 & B B D

5 RERARAE T 2 FTORE (hr) 167. 9 1929
D gLl
D fi 0. 0407

NH— K [95%EEEKE] © 1. 14[0. 95, 1. 36

a) SIERDONR=ZTA > DAAT7HT T 0 T 5RM U 7= B8 #5137
iSRS S N,

b) A EAKUERM 5% SARS-CoV-2 IZ X DIEYYEICH T 2T 7 F DA
W% JE &9 % Peto-Prentice DFHI—&AL Vilcoxon B5E.

¢) SARS-CoV-2 IZ X B IEKAYEICHT 27 7/ F o H#HOEEEZFE E L-Eh
Cox NH'—REF )L,

- %)
100
&
23 80
R
60
L
% 40
# 20 H — AAIRE
D - — TIbRE
oo 4
& T T T T T T T T T T T
0 48 96 144 192 240 288 336 384 432 480 (hr)
TRIEBR AN S OIRFR
ebefis % 81 R :
AFIEE 336 314 255 186 151 128 113 102 94 79 55
7 It REE 321 304 265 208 158 139 119 104 89 83 52

B17-1 EERHEEE OFERO N T 5 <A v — i
B, ARBROLIGER - BRAMEERR 172080 THo /.
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12 BELAE 18 RS DIRE 40kg BAE XL 18 HEELE 70 5%k
SARS-CoV-2 5% (ZEVEZAALAT 120 RERCANICERILE N =Mk 2
U7z PCR RS & 0 D)

SARS-CoV-2 12 & B HUE DAER (14 R @55 1 DLLE) %
FADSMIELE LR 120 BERTLA

AR L ALHE ST BT, SARS-CoV-2 1T & B R YE DAe ik (12 5E
W) Y oSB, R (X372 9 LLEOERA 1 DU LD
5N5, 72721, SARS-CoV-2 1T & 2 EYLIE D FERERT A 5 FEAE L 7=
FEIRTH DHE1E. SARS-CoV-2 1T & BIBYEIC K D BAL L 7= &
BB VI U 7= EIRICER 2
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Bk | 1. Sp02 4% 93%ATF (BN
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AL E T S

A, el b (CTCAR 45 5. 0 iz Grade 2 BL L) oD P 58 0D B JEE X
X HEREE R TS

5. L) b (CTCAE 45 5. 0 i Grade 2 DA &) OBEEBOHFHEX

W~ | o

BEMEEEEAT S

a) OBBRSUIET K. OMAFH UIAORK A, OFH, @EBEIFH
T, OBESIFI IR, @RKANIIHITED, OFEOFHH. O,
QBN (FEEE) ., OHEK. OEH. @TFH. OWRREY. @B
R

b) OBEE OEHEK) . QWK UKD H. QFH. @EFEIFE
. @B IFE IR, @AKXNIZHATED, OEORK A, O,
@BYH (FFRKE ., Otx5K, OEH, @ FF

¢) FERDZA DT ZWEEARND 4 BB (072U, 1 8RB, 2 P,
3 HE) T

RIVEHFEBIBEE L, 24. 5% (148/604 ) TH D, FE7smIEMIZ.
ELE Y RERRED 18. 4% (111/60461) ThH-o72 Y,

18. EZpEEHE

18.1 AR
T > bLIVEILIE SARS-CoV-2 3CL YOF 7 —YZfHZEL. R
Uy NI EOYWiEIET 2 Z & T, UA )V A DEEZE S
2 l(J)o

18. 2 ZEIBER

18.2.1 In vitro 7 A )L RHEFEINFIZHE
T2 MLIVEIVIZHIEE 2R &2 A W23 BIcB W T, SARS-
CoV-2 B PR /Bl (ERkE (A R#%). alpha B (B. 1. 1.7 %),
beta # (B.1.351 &#). gamma #k (P. 1 ZH). delta #k

(B. 1. 617. 2 %) . theta #k (P. 3 %), lambda #k (C. 37 %

). mukk (B.1.621 A&H) KW omicron £k (B.1.1.529 7BA. 1,
BA. 1. 1. BA. 2, BA. 2.75. BA.4. BA.5 KON XE %)) 1oL THL
TAINZIEEER L. S0%ARIIRE (ECs0fE) &, VeroE6/
TMPRSS2 fifi@ T 0. 22~0. 52 zmol /L. HEK293T/ACE2-TMPRSS2 HHi i
T0.026~0.064 xmol/L THo7z., #FME MEFEHRMEOE
DB LR 3 RITBMEREET TN EZHVWZMEEERICBVWT,
SARS-CoV-2 FRJR 7 @Rk (delta £k (B. 1.617.2 %2#)) ITwd %
ECgo 1% 0. 117 £mol/L TH o 7= 1V,

18.2.2 In vivo iV A IV RER
SARS-CoV-2 [RIR Bk 2 R L 72 iR D 2B NWT, T2
FLIVEIIZ. DAV ZEERERD S O G R 1)) A 5%
24 FEIEMN S DG OVTNOHAE TS, MliflE&NT 1 IL AN
fili 2 F BAKE RN S/ 72, F7z. SARS-CoV-2 < ™7 2 BlifL kR
EHELEYIABREETIIVICBWT, sl TT >
FLIVEVEETEGFROWE, AFEHMOEE K MKRER DO
HIERD 5z 19,

18. 3 M4

18.3.1 ERAREAER
ERR SRS T/ AR SR (T1221 iBR) & Ta M/ 85— M icBWVT,
N—Z T4 2 Fi ORI SIENDTRIEET B > I A EFEDH BRE
MBID DB, 10 Fil TARER 51T SARS-CoV-2 (L O 77—+
FEIICT 2V BAERNED SNz, FDIE, AFITIHOY
JEEZE R (A234S. L8TF. H246Y. T198I : & 1 i) 28D 5. 6

(6)

BITAEZLGRNCEDONLT 2 VB E T 2 VAR DR
(A94A/V, L272L/P. T45T/S. M130M/V. K100K/Stop & M130M/I.
D263D/E : & 1 i) ARD 5Nz,
18.3.2 JEERERALER
SARS-CoV-2 [ K 73 BlEkk & W 7z in vitro THIEFEBIABRICB W T,
4 ARHEAR U 72 4S5, SARS-CoV-2 3CL 7O 57 —VEic E—D 7
I AR (D48G., MA9L, P5H2S KUK S1440) KRUOERODT 2 /1
ZEE (MA9L/S1440) Z#H T 2HRD 5Nz 19,
D48G. M49L. P52S ik S144A ZHA U 7= %H# 2 SARS-CoV-2 13,
I RLIIVEIIZH U T3 T~1T fEDOREZMEE T ZEZ7R L. MIL
/S144A %38 A U 7= #iffa 2 SARS-CoV-2 1%, T > FLIVEIVITH
LT100 f50RZMAR R 2R Uz W, ERRLFE S T/ IR
(T1221 idBR) SETaMH/)S—MZBWTERDLNZT IV BER
TS A234S. L8TF, H246Y. XIZ T1981 & A L 7= #H#i 2 SARS-
CoV-21%. T2 MLIVENITH L TEZHAEILEZRI RN
7= 19

19. BN ICEAT HEALZMMA
—fR 4R T MLIVENY TRV
(Ensitrelvir Fumaric Acid) (JAN)

k=4 : (6E)-6-[(6-Chloro-2-methyl-2H-indazol-5-y1)
imino]-3-[(1-methyl-1H-1, 2, 4-triazol-3-y1)
methyl]-1-[(2, 4, 5-trifluorophenyl)methyl]-1, 3, 5~
triazinane-2, 4-dione monofumaric acid

5313 Coalli7C1F3Ng02 » Clla04

s 647,95

MR HEOMEKTH %,

b

M
N CH
% * -

HOZC/\/

At 245.2°C

H, C—N/ X

21, FEREH
21,1 BEEHY X7 EMETEERED B EUNCHEET S Z &,
21.2 AFIOR G & BB S NBEF OB ERGIT, HE5NHL

DEBEFE IRHEE AR L2 T 2R EE S >
THHAIN, LBCXAEZETHLHAODTHREIND LD,
EEMZH L TEFE TS &,

21.3 ERRELFESE T/ MAERER (T1221 3B OFEMA/S— b5 iE

UNTHTEDHERE S N7z 2 LD £ EOHESNTRET 5
&

22. A

28 8¢ [14 88 (PTP) X2]

23. EEH

CCRRRE R
D #NER: T2 RLIVELD Ty b ROV O KIE G #EM
AR (2022/11/22 7KGE, HIEFERHBEZE 2. 6. 6. 3)  (202200224)

2) HNEER: T2 b LIVEL OB AR T HEBR CEY

Bk - et (2022/11/22 K3, HEEERMEE 2.5.3. 1. D
(202200225)

3) HNEERL: T2 M LIVEL OB AR TR (BF

‘?‘/ EI) (2022/11/22 g(uu\ Eﬁggé*)l'ﬁg 2 5 2 3)
(202200226)

4 #ENEERL : [MC]-T> 2 R LIVEIVD in vitro MIEH S 2D K

Al (2022/11/22 K8, WREEREE 2.6.4.4. 1. 1)
(202200227)

5) HNEERL: T2 b LIVEIL OB AR T HEE (HE



6)

7

8)

9)

10)

1)

12)

13)

14)

15)

24,

BE)NX— ) ORBWBE (2022/11/22 KR, B35 A B

2.5.3.1.2.3) (202200228)

tHNEE T2 MLIVEILOREEER R ERR (2022/11/22

FRER, HIESERMIEEL 2. 6.4.5.1.2) (202200229)

HNER: T2 FLIIVELORBEBEREITI NS > A R—F—

BN L EYMEERICBET S (2022/11/22 K38, HEE

BHEEE 2.6.4.5. 4, 2.6.4.7) (202200230)

HABERL: T2 MLIVEILORER AR SE T B G

MEER/N—b « 25T LEYMEER/N—R) - > M

JVEIL DA E B (2022/11/22 &EE. HFEERHEE

2.5.3.3. 1. 1) (202200231)

HNBEE T2 R LIVEJIL D SARS-CoV-2 ERELF 5t 44 11/ I

A B (Phase 3 Part) (2022/11/22 &K3E. HFEERHE

2.5.4.2, 2.5.5.2) [202200309)

HNEE : T2 B LILEIL®D SARS-CoV-2 3CL FOF7 —+
EMICE T B HERB (2022/11/22 K, BB
2.6.2.2.1.1) (202200234)

HHNEE T2 FLILEIL®D SARS-CoV-2 BRI BT %
oAV 2G5 (2022/11/22 &G8. M BT E
2.6.2.2.1.2) [(202200235)

HANER : T2 FLILVEIL® SARS-CoV-2 R~ ZE5 )L
2BV B in vivo BHIMERICBT %5 (2022/11/22 7GR,
FEERMEEL 2. 6.2.2.2) (202200236)

HRER : T2 b LIVEIVITHT D SARS-CoV-2 M 4> Bk it
Bro(2022/11/22 7K. WEERMEZE 2.6.2.2.1.4)
(202200237)

HRER : TP PLIIVENMCHT D UN—ZA P 2254 7 A
FH3R SARS-CoV-2 Z8 MR D EEFIRZ it 1 (2022/11/22 7KER.
FHES LRI 2.6.2.2. 1. 6) (202200238)

HNER T MLIIVENICHTHZUN—ZAD 22T 1 7 A
Hok SARS-CoV-2 Z8 BLAR D SEFIRRZ Mg 2 (2022/11/22 7KER.
RS RMETE 2.6.2. 2. 1.8) (202200311)

XEFERERVE WS DEE

HEREERA Rt ERERE > Y —
T541-0045 KPRt RIXEEIT3 TH 1 {85
76 0120-956-734

FAX 06-6202-1541

https://www. shionogi. co. jp/med/
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