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4. HEEXRITHR
SARS-CoV-21Z & % REEfE

5. MEXIHRICEET HTE

5.1 ERPRABRICI 1T D 2 e 58 BR A K & 2 . SARS-CoV-21Z K 2 k¥
FEQOHIEL Y A7 KT E2GT 2%, AROBRERLELEZ HND
BEFICEETD L, o, RANOE GOV TR F O H A
KA 5BI2T5H2 L, [17.1.15H]

5.2 EEE DTV SARS-CoV-21C & 2 YT BF (243 D AT 0 1L
L TR0,

6. RZRUAE
W AL O2 L L SR EA0kgLl EO/NRICIE, =~ b L
JLELE LTCLES00mg L TN bV E L T1E[100mg % [RIRFIZ1 H 2
B, sSAMEA#ESET 2,

1. AERURAZEICEET 5EE

7.1 SARS—CoV-2IZ K 2 JERYE DR NI FEEL L TH H eI 5% B
WAL, BRBRBRICE W T IERRBN D6 R B LIR854 B
Lo BB ISR D EEEEMT LT —ZIFHE LTV,
[17.1. 18]

1.2 HEFEOBSRERERE (eGFR [HEFAEKA S E] 30mL/minkh
60mL/minAdi) (2%, =/~ hLvevd LTCLEI150mgM (YD b
JF e/ E LTIEN00mgZ RIRFIZIA2E, bAMKEOEET 52L&, &
JE O BHEREREE B (eGFR 30mL/minAi) ~OHEGITHELE L 720,
[9.2.2, 9.2.3, 16.6. 18]

8. EELEARMIEE
FANIHERAFER EMAEREZEZ T2 8D 510, REFOFT~
TOHFNEMHRT D2 L, i, AFITIRE IR 72 IO 34 %
AT 254, FRNCHRT 2 X5 BEiciREds2 &, [10.,
16. 7. 1B]

9. BHENDEREZEIHEEBICHEHT LIE

9.1 GHHE - MERZEOHIESE

9.1.1 HIVREE

(1) RANLY b FEALZETZD, RIBFEXT= Y Fr— L REOHIV
BYRF G LG VY 17 7 —BRERNC R D s &
U5 HAHEMER D D,

()Y MFEAXITaE Y RY v N EETHHIVRE & AR Z 0T 5
Ba. UV e roHEREIERETH D,

9.2 BHEEERE

9.2.1 BHEBEEDHIEET., ILEFUERSTOESE
BHLARNWZ &, e FrOMmMPREN ERT BTN 5,
[2.3, 10. 2]

9.2.2 HEENBHEREEOHHIEE (ANLEFUERSHOEEE
B <)

=Y PV ELEHRELTRET 2L, =/~ FLLELOM
PEER RS BEARDH S, [7.2, 14.1.1, 14.2.1, 16.6.1%
]

9.2.3 EENBHREREDHLEE QILEFUEREPOEELR
<)

PR Us, =k~ LV E LD MERER FRT A0,
RHEE R BIIMET STy, [7.2, 16.6. 1]



9.3 FFHREEEEE

9.3.1 FIEHEEZENHLEET,. ILEFUERSFOESE
BHELR2NZ L, areF romPREN EATI8ZW0H 5,
[2.3. 10.25H]

9.3.2 FHSREEZENHLEE QIEFUEBEROEEER)
U R FEMEEICHFE T S D 720, @O E S R+ 5
BEWRS D, £, "I ATIFT—EOLEFEEIFL TV DA
HCIIFEREE L IEIE 2 BELR S 5,

9.5 1T4%
Ide AR L CW S HREE O & 5 e MEICiE, 1R EOfA SN fE
tE% LA S &HEF SN DGR OREET L2 L, THIRET VX
= MUV ELVEEE L ERICEW T, BRBRER (AUC) D10
YT 2 A& THRIEAREOBDBRO LN TWE, £, 4R
7w MZY P ERES LZERICBNT, IREL @R L TRIE
~BITT D ZEBHESNTNDY,

9.6 BT
YRR OB IR OB ORRIEE BB L, BALOMk X H
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TIHAHTHDR, U M FEMZE N A~BITT 5 2 L B3
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9.7 /MR
INRS RS L U BRERBRIT I LT ZRu, [16. 6. 35 R]

10. HE#%EHA
AFNICYPIAZ L PHET B, £/-, =/~ FLILEAKNY hFE
JVIECYPBAD IEE Th 5, MDOFEHAl L OFHEAEHIL, AR T TD
HMAEDEICONTHRI SN TV S DI TIERVO T, JRRICEEL
THEHHEICEE L THEHREICKRSG T2 L, [8.,16.7.1,16. 7. 22 ]
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4 5 FERARAEIR - HE(E 715 BT - fElRIN T
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(Lriy 7 %) L INBHEANC LD ERE A | PAS0IT KT 2 B A RIBE
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FNAPNEZ L A RFY I -
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(Fa v

X = D U R KT
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(A 7L b)

FHh7 L

(VY rH)

T LY U
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V7T Fv
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(7 Revdr)
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(LE D)

"I X RA VIR
(Pxv 7 24y R)
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OTHH LN &,

R EE SRR R
Lz ENTRESND,

NHK YT A
CFRFE ST EIRPE OB E Y 2%
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NRFR T T AT
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UNY o RERVE D v Rl % &

AFUASCYPIAZ IS %~
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1. BIfER

ATV =TS =N TNBDHD, 17 % AH O AR & 5 WORWERNRH Hbond ZENRHHOT, BEE STV, BE
MICRET B & & o - P
2R, DO DN HA TG 2P IET 57 EHE) R 0E 21T 9 2 &,
P BLFEIC E 0 A OAUCH D | B ] 1.1 EXGEIEA
TOBEND DD, 1111 FFREEE HEARH)

VRTV BRI EDGNC LD Y RT Y | KRR T A2 ol 11.1.2 hEMREEFTHMAAE (Toxic Epidermal Necrolysis : TEN).
¥ DC L OACH Z N ZI | & RET 572 & & — _ ; - -
B Y RS, 2 ALTUB. &Jﬁ#ﬁﬂ%ﬂﬁi’iﬂi—ﬁ (Stevens—JohnsonfE&EE) (\\§*41 b ARH)

I B A R T 1.3 737 45%0— (BN

PV A=1 SNV NN THBENRD S, 1.2 ZothozI1ER
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REEETDHI L,
U ANRALF UL A BANZE T OMAREEA | AH] 0> BCRP FELE 1F ] 23
ERT A BEARSL S, B LT 5 alhedE

b2,

VAT VENKFY - BT L
Y HAEI

TUHNTLELRRET L
A AENOMA IR L5
LEZTNNRH D,

Al & P-gp X 1XBCRP B
FEERICL2bDLE
Abhd,

o, HEE OSBRI 2 ik - AR SN2
B R OY FORMASZENZENNS, =/~ b LIVEVEEEED 9
H1EEZ T BRE B0 BRON T EATIC R O o — V& G O fHT TR A

FTozE, [9.2.28H]
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16. ZEEhee

16.1 MmAiEeE

16.1.1 BEKRE
TR R IS

=L R L EA300mgE U b E/L100mgif T CHE]

BOBEL-EXD=L= FLAEAKRRY M ELOREYEIRE
7 A—Z WO MSEFIEHER 2 AT ISRTY GHEAT—4),

TR A IC =L~ b LLEL300mgE U k- /L 100mgHEH T CHEElRE
AfGLEZEED=L~< b LLEAKRRY M EADORYEHE T A
—7
SBIRE ST A — 4
=)~ hLEn Coax (1 g/mL) 2.21 (33)
AUCyye (p g * hr/mL) 23.01 (23)
Tpee (hr) 3.00 (1.02-6.00)
tiz (hr) 6.05+1.79
U hFEn Coax (ng/mL) 359.3 (46)
AUC;,¢ (ng + hr/mL) 3599 (47)
Toer (hr) 3.98 (1.48-4.20)
tip (hr) 6.15+2.24
n=12

Toor @ PRAE (FEEH) .ty

s BT R 2, E O RT X —H  AEEIME (CVY)

16.4 fXa

In vitrol N6, U N FEVIEIFA T Cld=/b~ F LV EMIEE
IZCYPSM TR SN D Z LR ENEY, =A< L ELE]Y
FFEL RIS LIz L&, =~ F LA ELOREINILES R
5o fEFERAIZ=/L< F L /L E/L300mgE Y FFEJL (1[HE100mg% 1
H 2[m]) fﬁ)ﬂ?fﬁﬁlﬁuﬁﬁ L7z & & ffEhIciRe it 3K
HME L=V~ ULV ELVDORBMEDOHR TH -T2, 7ok, RED
#Hz i%«ﬂ:ﬁﬁ%ﬁ)bﬁf) RO LN BEAT—4),

t MFI 7Yy —25HAWRERT, U M ELIEES. T%~60. 4%)3
RS, FITSHEEOBLBI A AR T 5 Z L3RS, £,
U R EAORBHTIZEICCYPSAKL VCYP2D6 B 595 = & 3R &
A=W (in vitro), BEFEERERE I CEERL Y N EA DA SR A
HER O L, R, R ORI 2 RER LIRS, REEE D
FITAREE OB LIE S R S Y,

*16.5 HEMt

U RFELEHHALEZEED= L= kLA EADOEREIFRIRILE
P CcHh b, =/~ hLILEA300mg (RO 2V ~Fen
100mg (1[E1100mg% 1 A2[E) ffH F CHERR NG Lz L&, LD
RN D ENENE G EDKIS5. 3%&049 6%0D ) BEHE M) B )M iR
Shie, BEt o FEE SR B E T =L~ b LV EARESL
KThHv ., KGR @Té/)\%ﬂ)ﬁﬁﬁﬁr@ﬁm&ﬁ)htm (C4NEs!
ANT—4),

fEREWER A I CEERR Y ST e Ll 2L E1600mg & HEEIR 1 2 5
L7z & & 55148 E TIZ 5 L2 HUNRE D86, 4% 73 FE i~
1L %DM R ~FENE N S iz, £72. REIKKISS. 8% HHh
A~ F93. BN R~ S Y GREAT—%),
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g -
= 5001
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A S 0(C
2 v
A X
> 1.0] - 200
2 z l
1 = I
£ 0.5{ 1 e E 00| |
" | = l
= | e s <
0.0{ . ol e e
) 12 24 36 48 0 12 24 36 48
510 (hr)

16.6 HREDEREHT 5BH

16.6.1 BHEEE

EEHRE
1B (eGFR 60mL/minkA [-90mL/minAy)
60mL/min i) K OVEE (eGFR 30mL/minzdifi) o B EERE

£ (eGFR 30mL/minlk

e A

IZ=b~= R LLELLOOmgE U b EL100mgfF T (=1~ FLb

TR =

b= N LV EL300mgE U k) E/L100mgf A T CHLEIRR

A LZEED=L< LA EAKRNY I et EHES
(n=12, BTN 22)

EAOEEHTI2IEH, BeGke, KGR 1200 L U245 B ) ©
B[R OB L7z & & IS 20 BRE & 9 D HRE & i L ¢
= % LIV B DC S NAUC D FHHE S 2 S (PRI, RO

16.1.2 REHRS
=< FLILEATS, 250X 13500mg% U R EAGEA T (1[E100mg
Z1H2M) TlH2ERERAKE L= A, =< kLEL
DIMBEFPRET2H B E TIOEFRREBICEE L, HER 5 RITHAR
AUC, o e OC JFFI2FF TN L 72Y (AAAKR OB EAT — ),

16. 2 IRUR

*¥16.2.1 BEDEE

ENEEEA%IZ=/L~ F LLE/L300mg (150mgbEAI28E) 2V ~F
EA100mgE T (=4~ b LAV EAOEEERT12M R #5850 O
Hig 1o Ic e ) CHERR DS Lz & & ZEIgR G & ik L
T, =/ b LIV ELDC,, D FEEEIEHI60%, AUC;, D F-EIMEITA20%
BN LY BMEAT —4), EERIEESE I/ AR CIAH 2 A%

DEBZ PO OTEE Lz, KAllL, BFOFEIIHHD LT
5T& 2%,

16.3 %
=~ hLVELDE MIEE EREARITN6N TH o727 (in
vitro),

U R FEILIE,0. 01~30. 0 1 g/mLO PRI T M EE A & 99%
PLEFSA LT U b FEA2ug/mLIZ3BIT 5 b LR o BB TR
1Z11. 4% T - 72" (in vitro).

TR AIZ = /L= b LV E/L300mg (7% HREIR) % Y b J- E/1100mg
PFATNCLH2EIBHFXER DG Lz & & OVz/FOEEEIL, = /v
< MLV ELEI04. 7L, U FFEIEL12.4LTH - 728 GHEATF —
46

P RE

T87%, EV DEHERE

BT i30°u& ON24%, H5 5 O B HERE
H R FECIIA8% L N204%E Hr o 7212 (SRELA

[RE B TIE38% K&

F—4), [7.2, 9.2.2, 9237“%%]

BHSREREE Y =L~ b LV EL OISR BRI KT R

EH 7R E AR | IR R AER T | R R R R R EJ#W%% s

(n=10) (n=8) (n=8) (n=8)

Coax (1t g/mL) 1.60 (31) 2.08 (29) 2.21 (17) 2.37 (38)
AUCie (pg«hr/mL) | 14.46 (20) 17.91 (30) 27.11 (27) 44.04 (33)
Tuux (hr) 2.0 (1.0-4.0) 2.0 (1.0-3.0) |2.50 (1.0-6.0) |3.0 (1.0-6.1)
iy (hr) 7.73+1.82 6.60+1.53 9.95+3. 42 13.37+3.32

Tows 0 OB GREDH) | €1 0 BT f0 = AR EGR 22

ZOMDINT A—H

M TEIfE (CV%)

16.6.2 AFiEEfEE RS
P O TR RERE B (Child-Pugh#¥EB) =/~ FLLEL
100mg% U FF E100mglEf T (=L~ b LV EL O 5 RT 12051,

P, PG AR 120H R OR4BE]IC e ) CHRIRE &G Lz s &

W= b UL B OREEIIIE R A THREE A AT DR L W
%’C&;ot”) UEANT—4),

FFHgRERE N =L~ b LV E L O3B K IF T 5
TEH 72 PR RE oA FE PR RERE
(n=8) (n=8)
Coax (1t g/mL) 1.89 (20) 1.92 (48)
AUC;,e (g hr/mL) 15.24 (36) 15.06 (43)
Tow (hr) 2.0 (0.6-2.1) 1.5 (1.0-2.0)
tyy (hr) 7.21%2. 10 5.45+ 1,57

Tows + FPOLAE (RREDH) |

O THER

e o B TR AR (R 22

BREE BH AR L LIZRR

ZOMDINT A—H

PRABR I3 M L

M TEIfE (CV%)

Ty,



16.6.3 NREH

I8RO/ RIC= L~ B LA EALKRDY R e o3y
REITREAT LT ey,

BN O RHEA SR B HEE 7V K OV D IRE /3 A % -V T, 125% 2L
A OREA0ke L E /NIRRT U CHESERIYE - R CARKIZ &
H Uiz & 2 OEFIRERO M =1~ b LV EVOREREZHEE
L& 2 A, MATRD bR =1~ kLA ELOIREE
WRFREICR D LR SN, [9. T8 H]
16.7 EMHEEIER
16.7.1 In vitrostB&

=~ LV EIL  P-gpD B TH D, £72. CYP3IMZE Al L Y
RERUKAFHOICPAE L, P-gpZ PRET 5,

U hF el : CYPSA L FRICHRVERTIMEZ R LY, CYPSATRR L E N B
2 OOFHIEFN ORI 2 BAICIET 5, 7 V0 o vkt 20
# L, CYP1A2, CYP2C9, CYP2C19% #5845 Z & b ho T b, fif
FRIEAN DM PP EE 2R T S, DRSS 2 58 1 IEOFHEH O
FIRREI S L & R BFREMES S BV, [8., 10. ZHR]
16.7.2 ERERREMME 1 AR

(1) A4 rZaAFV—=LRUAILNAIEEY

=)~ M eEY MFEAGFATCA b T 2y — 0 (CYP3ARR
EIK) NI A AR=EE L (CYPIAFHER) LOHHESL Lzt &n=
A= R LILVEL KRN b FE L DC,, M OAUCIT %9~ % B8 % 341 L
TREREZUTIORTY ¥ GMEAT—4), [10., 10.1, 10. 22 ]

HAARTRBE L IA b TFaF S —An=L< LA EARRY b
E L OB RELD R F S

17. BRERHLHE
17.1 BHURVREEICEY HHR

*17.1.1 EE#RESE I/ME588 [C4671005 (EPIC-HR) FHER]

188 L. EOSARS-CoV-21Z L B YE BT x5z, =L~ FLE
300mg KON R EL100mg & fFF CLH2EIE A &G L&D
FEME R O e e 2 3l 2 2 L 2 A& L7 5 B AR5 BB E/E%
(b S MR TR b e R A IE0E U7, EEAMEE B IR AL
28 H B E TDSARS-CoV-2(T & % FEYEIZ B D &> 5 ABE AT BRH %
Mb2RVBELE DA R bR LN ERE OFIE L Lz, FE
fEAT T 5 HREENT (20214F10H26 0 F—Z 1 v R A7) TiE1361
Bl (AARNLIE) PEER S, EEFEMEE mITTHEE) OfER
X, == FLILEAKRNY b ELPRRRE. 8% (3/38941) I ONC
7T wREET. 0% (27/38545) TH Y, FHIEGOREMEAIL-6. 317% [95%
{EHEXE : -9. 041, -3.593] Tho7= (FED, WiRiE, =L~<hL
JVENV RN R F e G EE T ARE3/389451 (0. 8%) L FE1-0/389451 (0%)
ThHY. FTBRBETARR27/38561 (7.0%) . JE1-7/3854 (1. 8%)
Th oo, e B BIEANL I NI T T OYPERE 211361 (H A A641)
2B B RWE OEHT O EEIEHE B (nITTEM) O RIT,
=< R LV EAKRONY R e LOE RO, 745% (5/67141) IO
7 B AREE6. 801% (44/647H1) TH YV, ElAOREFEIL-6. 137% [95%
{EHEXE : -8.208, -4.066] Tho7= (FED, WiRiE, =L~ hL
NVENL KON R F e EETARES/67141 (0. 745%) . FEL-0/67 14
(0% THY., 77 REETABE44/647H] (6.801%) . FET-9/647f
(1.391%) TH-o7z,

F1 FERHEEE ORER
T IR 5 2R

=/~ hLIILELED

) b e 77

. KBRS T A — 5 DY (%)
- (DR G/ AN (90%(F HE X [H])
n
- e =)= hLLEL U rFen
g | o |
YT Cose Auc? Cone Auc?
o 300mg 56. 82 44.50 25. 59 16.57
z}tw/\f 1A2[E] 39(?}“[;/};0?3 10| 704, | (33.77, | (18.76, | (13.32,
(16[a14% 5-) h 68. 62) 58. 65) 34.91) | 20.60)
4 b5 200mg 300mg/100mg 118.57 138.82
Gy | LHIm 1A 20 11| (112.50, | (129.25, NC NC
’ (8% 5-) (5142 5-) 124.97) | 149.11)

a) RN E1E100 (%)

b) HANR=EE Y AUCFAUC,,., A kT 3 —/L : AUC=AUC,,,

c) ANA=EENIEGG8H B2 5150 H E TLA2[E300mg £ THIHEL (1H H~3H HiX
100mgZ 1 H2[E# 5. 4H H~7H B1%200mg% 1 H 2[a]4# 5.)

NC: BHIL T

(2) SHYSLRUVAEA S Y

=A< LAV ELEY MFEAHTTI XY T A (CYPARHE) X
XA NT L (P-gpiE) LOFAEG LIz EDIF Y T AT
ZEH BT 2 DC,, S OAUC kT 2 AT LR R & LRI
RIS (SAEAT—4), [10., 10.1, 10. 25 ]

=N FUAVEAKOY RFEARIZY FLAIFEH T DI
WENREIC M T T 5

KBRS T A — 5 DY (%)
EitaCR (DF B/ B 5-)
n (0K I IH])
R . == hLe
LB UIRiES L) e Coun AUC, ¢
, 300mg/100mg 368. 33 1430. 02
gV |, T 16208 10 (318.91, (1204. 54,
(HEIE ) (9142 5-) 425. 41) 1697.71)
- 300mg/100mg 233. 06 194, 47
VAo A ] 1A 2m 24 (172. 14, (155. 29,
(HEIE ) (3[4t 5-) 315. 54) 243. 55)

a) RN E1E100 (%)

1) A OEE S AER O RIZ, =4~ P LA EA300mgk O b E/L100mg % [F]
REICLH 2[R OB - Th 5,

A Xy N RBES
TR RBEE D
[o5n{E g ]
i V9 <0.0001
ARy R FEBEIS 1.0% (6/607%1) ‘
nlTTUEH | 75 v REE L o3
[9s%{E#E AR ¥
A Ry R REEES
nlTT28EH | 75 v REE L o3
[9s%{E#E AR ¥

0.8% (3/38943) 7.0% (27/38541)

mITTHEH —6.317% [-9.041%, -3.593%]

6. 7% (41/6124)

~5.765% [~7.917%, -3.613%]

1. 1% (7/66145) ‘ 6.4% (43/669))

~5.425% [~7.460%, -3.390%]

HAER L SN2 T R TOHEBRE TORYLBHME OIFATHIR
=)~ hLILELED
U e bR

ARy REBES 0. 745% (5/67151))
TR RBELE D

77w AR

6.801% (44/647%i)

mITTSEH] O ——— ~6. 137% [-8.208%, —4.066%]
pfir” <0.0001
ARy RFEBES 0.921% (9/9775) ‘ 6.471% (64/989%)

nITTUEH | 7 5 2 /e & o 38
[95%fF =Tl "
A Sy b EBHG
nITT28EM | 7 5 & R/ g & o 3%
[95%fF =Rl "
a) MEMEZA(L34H B OVisitiZW T, MIEA(L28 A B Ol A 58 T Lo S Al féVisi thgal
T, TORNIHRER T L ILEBIARE & 7R o A TR BICERES S LR T HUIY & L
T
b) B IFKaplan-MeieriEIC X 0 HERE Lo A X> R RBEIG L0 HH L, 5 #iIGreenwood
ARICHEDE T Uiz, BEEEIZERT IR L0 Fl Lz,
) WaldFiE, A EKMERO0. 2%, MBRAMOATARMEEFEMS% & L, PRI IC K 2 0GR
EDLEMDORIEIEL L TO Brien-Fleming® ® o {HE X% V-,
d) WaldkiE
mITTEM] : MAEAL S, IBBIERIELL B S, R—R T A %06 HE%A(L28 A B £
T L H1EOVisithid 0¥ ~_—R 5 5 TSARS-CoV-212 L % kY
WX 2E 7 7 a—FAPEREES SN TEOTREDO TEL R, 73D, SARS-
CoV-21C L 2 JEYLE DAESRFEH A 53 B LAPITIRBEE N B 5. S - pieid
nITTIEN] « MAEAL S, IBBEEN IR B G S, R—2 T 1 %05 #EEA{K28H B
FTIIARL L HUAOVisitAd D™, N—2 F A L TSARS-CoV-212 L %
YSEICKT HE ) 7 n—FAHERP RSN TE L TREO TE S 2O HRE
mITT28E ] « EMEZR b S, IR LR B G Sdv, R—RA T A %06 WE2 28 B A
FTICARL LB IRIOVisitadd 5 s
SR M S D A2 BRI BRI O ERIC [R—R T 1 %0 B EEIEAI28H H £ TIC
D7 EBIAOVisitidH 5] 2EHni,

~5.638% [-7.308%, -3.967%]

0.963% (10/10383) ‘ 6.268% (66/10534)

~5.389% [-6.991%, -3.786%]




Teds, ARBROTBR - BRAMEREITR 2D LB Tho T,

#2 TR - BRIMETE
BERJEHE | 1. SARS-CoV-2B5tk (ME(E 2 (L5 B LAPNICERIN S A7 R 2 VN 72 PCRIR A S5 12
X0 HER)
2. SARS-CoV-21Z & % RRYLE DR BN MEAERLATS H AN TH D, 2o
VEZ VB AU 35\ TSARS-CoV-212 & B RYLE DR 23158 130 b
3. IRDSARS-CoV-21T X DIEYIEDEIELY 2RV KT 52D 7< Eb1>HT S
- 607 LA E
« BMI 25kg/m’ A
PR (G230 A AN OWRJER & 0 | 2D AEJEIZ 1004, EOMYED & 2 )
- SRR SRS i O Rkig: £ -
BPEREE (MR, T OM A $e A Y DG 0O R)
- ELEOBW AT TWD
S DME R (DATREE, MAsh . —@PERME MR e, DRE, = hr s
VU AT ST BROE, TEBIIR A 2SR, BB E BRI AT
FHBIAIRNISEHRIBENT LRI A A OB Z AT 5)
- VRS2 PRI
+ B R
- AR SRR (VIR &0 EMRRESE) UM A D
ZOMOEE GRIGHEIRIE, A 2RV v v Fa—A BEOEREE
E)
« BRIEPERZ NG 23 A% B IR B O 28 A
- EFEHAT~OUEAT (SARS-CoV-21C & 5 BEYLIE & MEBEIR 7 FiH5E 5 T I 7
)

FRANIEHE | 1. SARS-CoV-2(T & 2 JEYIE DIRIR D 7= D NBEIED & 2
2. ABEDS 6B 22 R AE ST A 2 AL 2 48RRI LANIC ABR DS EC 22 D 2 & VAR

EEND
3. BUEOREY X 0 A, HUR U R 12 & 0 SARS-CoV-2R% YL 23 e
NI enbsd

4 JEEEDIFR R (B SUTIRBIWE OBRLUUICRIFT A 7 A L A Y, JFUREAR
HPEFFEZS, Child-Pugh” T ABXUZC, AMEIFRA % & Tei& BhMEIFR B,
T v — WHEREIIFIZER ) OB E A 5

5. AT P UL R & TE O FRAEREE (X2 Y —=2 76 A LLN O Il
27 L7 F = fEIC -3 < CKD-EPTZ TR H & U7z eGFRAY5mL/min/ 1. 73"
i) EATD

6. 7 A /L AR HI400copies/mLitH OHIVIEYLIiE B ITHIVESYLIE O TR 0O 7= 8
WO IE S A6 L C D HIVERYSE FE

7. SARS-CoV-212 K 2 JEYIEIC Xt T 5 U 7 F U BFiE & A3 5 UL MIE A {34
AR XYVANCERMAERZ TS Z LR THRISATND

8. #EAE 2L AT2ARERA AN OERSE AT 2S02% A (Zekiie, |NE) ¢

a) %, BYINSUIMPR RS, 5B (38°CH) SUIB o F &%, BRENIIEZ, . MHAX
IXROSGA, T, B, WErL, B, ISR, S E Y SUTEK

b) BN, TRERRN, SRV SE R AAE, CDARERIN R 23200/ 1 LA 2D 7 A /L AL

400copies/mLAiH OOHT VYL 4

ARERALASATS0H ANIZI4 B ML B TF L R =Y > 20mg/ H UL BICHH Y+ % a1 Fa =

T A ROFL | RERFAILAT00 A LINIZAEMRA] (o7 )X ~T | UATHX~vT

) L UTSERMEIE (A P RLXY—h, AAVBT TV THEFATV %) ©

Beliy TN AALFIRIE L 2T T

Wil IR R A A L. RUIMICEFER G 22T TV A5A. AFHIICZT TV AIEER

FRETIC B 51

c

d

MEVEZ AL S 729X T OB T OEHLBHME ORI S O RIVER
FEBMHEIZ, =A< MLV ELKOY bF PR EET6 5%
(67/1038%1) ToH V. EREIEHIL, BREARE (3.5%, 36/1038f4)
FOVFHT (1. 1%, 11/1038%1) Th -7 19, [5.1, 7. 1%M8]

18. EihE®E

18.1 fERA%E
=)= b LIV EJVESARS-CoV-2D A A 7' a7 77—+ (Mpro : 3CL7
177 —€ Xidnspb & HIEEIL D) ZFHE L (1C5=19. 2nmol/L) , A
V&R B EIET 5 2 LT, A LV AEREMET 5,
U M FEVERE Lo E (3 umol/L) F TSARS-CoV-21Zx%t L
THUANAE,E RS e hrolz, U b FEMEI=L~ FLLEL
DCYPIAIZ L H R ZBRE L., mMBEHREZ NS 5,

*18.2 In vitrofio A JLREH

== kL EN if*lﬂﬂ’jﬂﬁ;ﬁ%)ﬂb\tuﬁ% BT, SARS-CoV-2
R PR Sy Bl (USA-WAL/20208K) 12K L CTHLY A VAR Z R LTz
(ANHBEAERa™ - EC., 61. 8nmol/L)

=)L~ k LV EJUIESARS-CoV-2[5 R 4 BlERE  (USA-WAL/20208K) i

ICE B TH Dalphatk (B. 1. 1. T5/HE) | betakk (B. 1. 351%#t. K9OR
Z5H)  betakk (B. 1. 3515 %%, KOOR+P252LZ5 ) | gammatk (P. 152#5%)
deltaff (B.1.617.25%#%) . lambdakk (C.37%#%). mufk (B.1.621%
%) M Otomicronfk (B. 1. 1.529/BA. 13&#E) (oxt L CRIBREDH Y A
IV ATEME AR U, ECslZZ 2138, 0,41. 0,141, 127. 2, 24.9,15. 9,
21. 2, 25. T/ OM6. 2nmol /L Cdh - 7= (P-gpKiAVero E6HHIN) , £ 7=,
== h LV EJVIESARS-CoV-2l& IR 73 BfErk  (USA-WA1/20208%) FOF
WZEFRR T Domicronfk[B. 1. 1. 529/BA. 2.BA. 2. 12. 1,BA. 4.BA. 4. 6,
BA. 5, BF.7 (P252L+F294LZ55), BF. 7 (T2431Z55%L). BQ. 1, BQ. 1. 11
K OKBB. 1. 55%i%8] 12k U CRIBREDOH Y A N ATEMZ R L, ECyld
ZFHZh98. 8,65, 40, 39, 146, 44, 108, 76. 4, 104, 89. 8 *113nmol/L

Thot- (P-gplfHESKIETE R DVero E6-TMPRSS2HIN)
) SETER E MR E R

18.3 In vivali o4 LR &M
=)= hLLEE ~ Y ABbE T H 5SARS—COV—2—MA10H< % R
ST~ T RIZBNT, DT A NV AIUEOWD | TR S IR E
Wb O, ORBOLENRD bitl,

18. 4 FEFImHHE
SARS-CoV-2% H\ N7z in vitroffsFERBRIc BT, A v T aT
T—VBICE IO T IV BERNSHERD L, £D ) 75
T211+T3041 . L50F+T3041 . FI140L+A173V . A173V+T3041 X |
T211+S144A+T3041 DT X J FEE B % 479 HSARS-CoV-21Z H%ﬁn/
~ R LILEILDPLT A L ATEMEITE. 9~28f5 (K T L7z (P-gpK i
Vero E6#IIE X IZA549-ACE2I) ,

19. BEMESICET HBIEFMHME

19.1 =T FLILEL

—fREIL TR =A< b LA EAL (Nirmatrelvir)

b4 (1R 28,59 -N-{(18) -1-Cyano—2-[ (3.5) ~2-oxopyrrolidin-3-
yl]ethyl}-3-[(25) -3, 3-dimethyl-2-(2, 2, 2-trifluoroacetamido)
butanoyl]-6, 6-dimethyl-3-azabicyclo[3. 1. 0]hexane—2-
carboxamide

3 F3 1 CoglpF3Ns0,

53F 1 499.53

PEIR © AE~ENCEE LR TH S,
T2
NH
o
H
CN

SFAEEL (LogP) : 0.845 (TFiIfE)

19.2 Y b+ EL

— A4 # 0 U M EL (Ritonavir)

L2244 : 5-Thiazolylmethyl[ (a S)—a—[ (1S, 35) -1-hydroxy—-3-[(25) -
2-[3-[ (2-isopropyl—-4-thiazolyl)methyl]-3-methylureido]-3—
methylbutyramido]-4-phenylbutyl]phenethyl]carbamate

F3 : CyHygNG0sS,

53T 720.94

IR BE~REBAOHERET, ZOPWHEZELZ L H D,
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*21. RBEH

EH ) A 7 EHEEE 2 RED L WIS D L,

22. @
308E [=/L~ b LV EVEE  48EKR VY R EVEE : 28 (PTP) X5]

*23. EEIRK
1) /—E7$E 100mg BFIRIL. 7 v U4 Al
2) Zha J, et al. :Pharmacol Res Perspect. 2022 ; 10 (6) :
01024
3) Itkonen MK, et al. : Clin Pharmacol Ther. 2019 ; 105 (1) :
219-228
1) HNAR=EBE U L O AERRER (20224524 10 A &R
CTD2.7.2.2.2.3.1)
5) First-in-humaniXBRPART-2 : IG5 (202242 H 10 H &GE
CTD2.7.2.2.2.1.2.2)
6) AFOFERE (20224:2H 10H AR CTD2.7.2.2.2.2. 1)
) 43Ai (in vitrokBR) (20224E24 10 A/KFR CTD2.7.2.2. 1. 2)
8) A NTaFV— LI AVEHRER (2022924 10 H &G
CTD2.7.2.2.2.3.2)
9) R# (in vitroskBR) (20224E2H 10 H7KF8 CTD2.7.2.2.1.3)
10) First-in-humang{BRPART-4 : {R3 & OBk (2022452 A 10 H 4G
CTD2.7.2.2.2.1.2.4)
11) Kumar GN, et al. : J Pharmacol Exp Ther. 1996 ; 277 (1) :
423-431
EHEREREE B (20224F2 H 10 HA&FR CTD2.7.2.2.2.5.2)
ArRgRemE a3 (20224F2 H 10 H /&8 CTD2.7.2.2.2.5. 1)
14) BBEEOV I 2 L—3 3 (20224:2H 10 H KR
CTD2.7.2.4.3.2)
YR AAEH (in vitrodBR) (2022424 10 H KGR
CTD2.7.2.2.1.5)
16) X&' T L5 EOEMAAMERRR (2022424 10 A&
CTD2.7.2.2.2.4.2)
17) ZEH N7l OEMAEAERRER (2022482 H 10 H &R
CTD2.7.2.2.2.4.1)
EIgs ()% I /AR 3R [C4671005 (EPIC-HR) #RBR] (20224F2H
10 H7kZ8 CTD2. 7.3, CTD2.7.4, CTD2.7.6, Section 6.4.4
Efficacy Results, EUA Application. Pfizer Inc. November
2021)
19) Hammond J, et al. : N Engl J Med. 2022 ; 386 (15) : 1397-1408
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