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W&, IR SCGEO EERUGET N H > TG A ICSGET ORI T — & 280 L IF 3300k
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2019 FE DRI CETHEEOL F I &b, [1F FCHEEE 2018) BNAFK S, Ak TERHE
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3CL 3C-like : 3C £k

ACE2 angiotensin—converting enzyme 2 : 7 LU T v U HARESE 2

ALT alanine aminotransferase : 77 =73/ h 7L A7 2T —F

AST aspartate aminotransferase : 7 AT X U7 I ) N T U AT =
7—¥

AUC,, area under the plasma concentration—-time curve from time zero
to 24 hours : 5% 0 RERD 6 24 WEE £ TOMEH IR - KERT
R A

AUC;, ¢ area under the plasma concentration—time profile from time zero
extrapolated to infinite time : O KF[ED> & EERKHER £ Tl
HFE TP R — IR R T A

BID twice daily : 1 H 2[F (&5)

CHMP Committee for Medical Product for Human Use FRJNEI T ZEES

CPE cytopathic effect : HHAEZSM:%hF

CL/F apparent clearance : ®H 27 U7 7 &

Cuax maximum plasma concentration : e MR E

o plasma concentration at 12 hours post dose : %5 12 B D
A R

COVID-19 coronavirus disease 2019 : o a7 A )L A FEYYE

cv coefficient of variation ZENEEL

CYP cytochrome P450 : > k7 & A P450

ECy concentration corresponding to 90% of the maximum effect :
BRENFED 90% DR %2 T RE

eGFR estimated glomerular filtration rate : HEERERIAAIBE

EMA European Medicines Agency : BKJN [E 35T

EUA Emergency Use Authorization : BRZlE HFFn]

HIV human immunodeficiency virus : B MERET A LA

K; inhibition constant : [HZEE%

Mpro main protease : AA a7 77— (3CL 7 a7 7 —¥ XiXnspb
E LRI D)

PK pharmacokinetic (s) : FMENHE

QSP quantitative systems pharmacology : JEEMI S AT LAFKHAA

RdRp RNA dependent RNA polymerase : RNA &7/ RNA AR U X 7 —F

RNA ribonucleic acid : U REZRE

SARS-CoV-2 | severe acute respiratory syndrome coronavirus 2 : BJE iR
W AR EfERE T v A VR 2

t1/s terminal phase half-life : #&RFIZIT B PP

TK toxicokinetics : hF¥F T aFxT 47 A

Toox the time to reach C,., : Hre I A AE 2 =R

Vz/F apparent volume of distribution : F.T DO AA A
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1.

R DRERE

Fila v oA LV ARYYE (COVID-19) (FHIESMEMFRIMIEFERE = 77 7 A /LA 2 (SARS-CoV-2)
WERTEYYETH Y . FIT, MO EZ KT T RO H IR REBRTH D,
COVID-19 OFMAFER L, A > 7 N U BT TR Y | FIEMHIHBIT 5 Z IR E#ETH 5,
SARS-CoV-2 BREFE) B ISIEE TOEMRIIMIL 1~14 HEITH Y . WB@HIL5 HERETRIET S Z &03%
WEEIRTWD YV, FIEFTD SEIENH 0 | FIEN SIS 2 W OEGAPE RS ED 2 & R OEE
EEOHELH D Z ERHTREOFNE SNTEBY ., VAV ADEYREFET 5 2 & 2N L
TWD, FEEL Ik, B, FERIREE, RS, RREEEEOER’Z < OBFIZRD LI,
#80% D A IXIIE D £ F 1 ABRE TIHET 208, 59 20% (XSRS A UL 59 5% 13 A T
We s A LB & 9 5 AEMEL BRI E EREC S s RIS E D L 2~3% N Ef i a2 7= £ 5 Y, 2022
2 ARFRIZEBWT COVID-19 R T Xy ZIFTHR TH Y | U 7 F U 2 CE RN 2B
DIEEL, T 7 F U258 T L2 AITE W T SARS-CoV-2 DZE BER AN 7 Z [BIiEd 5 ATREME A
BHDHZEMND, UANAREEZRD S, BRMIEIE E COMIM 280 L, \miEk, AR UBET
TR CE DR OANIRIREDRD AL TV,

AHNDOEIENE= A~ FLAEAL LY FFELTHY, =~ FLabtd, KE7 7 A4 F—it
WX VAR SN2 SARS-CoV-2 DA A »F a7 — (LLF, Mpro : 3CL 715 7 —¥ X% nsp5 &
HLIFEN D) ERITH S, Mpro (X7 A NV AERUZR AR A NVAYT ) JMZa— RENT-#HET
BV A IAD ppla KW pplab R Y & 87 BB OBEAEA THE L, RdRp, ~VU B —F
KO Mpro K72 ED 7 A )V AR QSR B HE /e @D X X2 AR+ 5 Y, £72, U b
F BV Mpro (256 L CIEEMEZ A L TRV, =< b LLELO CYP3A 241 L7t & BRE
L2 L&Y, iEfF=r~ NV EVRELSY ER TS, B, FAllZ=1~ FLLELKEDY
FFELVERT D 2 E CEGEZYFFT 2D THDLZ LD, WAMTBNT, =L~ hLLEL
LU R FELDEERIN DT Y ZAZ—— NMIE S - 8EI S L CHiiE L TR Y . BEGR
AR A FKGREFEICHT- 0 . WA OVERNEZATICB N THIB ST 5720, 1 fhH & U TERHBE
ST,

AANFE SARS-CoV-2 DEEE T A /v ARRARE RN T COVID-19 O EE(L (AL T/ E) DU
A7 PEVRRNBFZ I AEED S HEEE D COVID-19 I24T 158 A BHY L LTHB Y  AKHlnzk
Ak, AR O ERE (LLT, PK) OFMEiZ B & L7z HARANZ G TeE RS 1 FH3ER (C4671001
AER) L. HIELY A7 OEVEBEMEDORE N COVID-19 #f kB 2%t 4 & U= EB L[ 55 T /AR
B (C4671005 3ER) 2 FEh L 7o iR, ARANOFENE KR DL 2RO bz,

FIE(L ) 27 WF 20T DA N2 5L EoIKE 40 kg UL EO/NRITIB T BEREE )N 5 2 EE D
COVID-19 1= & ARYLEIZ 6T LT, HKETIX 2021 4 12 1T Emergency Use Authorization (EUA) % HY
Bl FBRMICHBWTIE, FONERESZEES (CHMP) X v BEfnr nE L, &b 270
VY COVID-19 D AR BE T T 2 ARAN O FHIZ OV TEGREN S 23 H S 4, 2022 45 1 A (RN 3R
fa)T (BMA) K0 SR & BoeARZ G Lic, AFTH, KE FDA ITX D ELABGLATND Z
& M OVEIBRIE[R) S IO/ IAH AR (C4671005 5ABR) BAE S IZ D & | FrlilKRITAR 2 KGR HRE 21TV,
2022 - 2 H 10 BIZHBIARR A BUSG L7z, 2022 45 11 A 14 BIZHHEE OB HEERE BE TR LT
¥y RNy 7 300 ARG L, 1ERORTBATHL R XFrE Yy RNy 7%, NF¥Frby R
Ry 7 600 ELFET LT,

FIELY A7 RT- %2 BT 5N T DEN S R D COVID-19 12 X D IEYE % LT, KET
1% 2023 4E 5 H AR A S Lz,

I BEEICBE4 25 HA 1



2. B OBEFENEYE
(1) SARS—CoV-2 |Z & BIEYIER G5+ 28K D 1 HIRAS %, 1 ¥ — M E & O lAs bl
HThs,
(MV-1. (2) WHIOHABLKROVER ] DHESR)

(2) =~ FULJILEL SARS—CoV-2 A A 7 aT 77— (Mpro:3CL 7a7 77— Xidnspb & b
FEZALD) #BAF L, AU X AT EOUW LT 5 Z & T, vA L AERAIHT 5,
U R FEME=L~< FLLELO CYPIAIZ L DR ZLE L, mMFEHREZHMEE 5,
(TVI-2. (1) YERENL - (ERF) OHSR)
(3) EIEAL Y AV RF2HT 5 18 mkLL D SARS-CoV-2 1T L A R YuiE B 25t & L 7= EFS LR
I /M AHRBR (C4671005 (EPIC-HR) 3ER) (2B W\ C, EEFIMIEE TH 55 28 H £ TD COVID-19
(B L 72 ABESUISEL (RFER) A X2 R AR LI HERE OFIA (mITT M) %3 L
AR =~ kLl EL/Y FFELEE (0.8% (3/389 fil)) TFF AR (7.0% (27/385
F)) TR L CEIANARICIKT Lz, (2021410 H 26 HF—4 1y b4 7)
(TV-5. (4) ARMEMRGERER) OEHZMR)
(4) EARZ2EIWER & LC, ITREREREE | haEE R R SR AZSE (Toxic Epidermal Necrolysis: TEN)
FE JEREFRRIE R (Stevens—Johnson JEMERE) . 7F 7 4 T F v — (WL HEERE) N
EhTnb,
(TVI-8. ®I{EAH] DHEZH)
R HEEOE SARS-CoV-2 |2 X 2 YLE B 1T kT 2 FMEIMENL LTV 7Ry, ERERBRICB VT, JE
WHES 6 B HURRICREG 2B LIZBF BT 58292 EBMT 57— 2 13E6n TR,
FRAETE DO BRERERE E BE  (eGFR [HEFRERIE A E] 30mL/min LA L 60mL/min i) 121E, =/~ b L

JLELE LC 1R 150mg OV R E L E LT 11E 100mg Z[FEEIC 1 H 2015 AMBAO#KRETEHZ L,
EE OB RSB (eGFR 30mL/min i)~ G135 L,

3. EGOEFIFAEE
U R FEE, SARS-CoV-2 12T BHL T A NV AFEM A RIS, =)L~ b LV E Lo =B
FTHD CYPIA OMEERZHT D720, =)L~ b L E/LOMBETERE 2 #85 BRY TR &
nas,
(Tvi-2. (1) {ERERAL - fEFMERR)] DIESHR)

I BEEICBE4 25 HA 2
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BIOY X7 HE/MEIEEIE LT | B | EREEEERITEM
ERL STV B &R CREBAE Foby Ry 7 %oy R
v 7 600/300 (2 & D IRHRICER D RIE LA SCE)
BENTEM -
cHBENRT o (Rxoby KRy Ik AEEY
ZITAHABREIAN - BEIADZFEDO T ~F P/ NF 1
By FoXw 7 600/300 12 L DIREEASZITHRES U -
BE IO TFEBED )
(IXII. %] OEER)
Beim il FHERE T A RZ A > 44
I oo B I A B | HMEREO —E S EICfE S BEEEIZ SN T

(BS54 3 H 14 B RIER 03145 4 )
(IX. 14. 1RBRFEA EOEE] OESMR)

b, ARBEHRURE - FALOKIREE

(1) ABEMH

) EELY A7 ERHEZRED B, @UNZHEwmT 5 L,

2) AANOBGAEY) & FIWT STVDIEGIDH 2 BRI, 8 b L BE UIMGEE ICAIMER DL

PRI D ERAEEL L - T

PEAIC L CERHT 2 2 &,

3) [R5 R SRR TR 41 SR1HS EROIRH O TR, K
TrHET D, ElLRHESNZERFICLY  ARRFHE LR T D LN

S, LFEICLODFABEZGETHrOMO THRESND LD,

R BT AT,

EH L ERMS SR 14 50 2 3THICESE KR FHOLE T 2MmTHIENHH I &,

(2) i@ - ERALOHIREER
M LR

I BEEIZBE3 5 A

RN G ERAE LT



6. RMP D E

NEOEY KRwy
NE¥OEwy K8y 600
NE¥OEw F/8vy % 300

EFEL)RVEEFTEE RW) O#E

RHEEHR -S54 6 H 13 H)

L. 1. 2Vt EE

[EE R ESNZU 27

(BN Y X7 ] (@A TITE Y

« FPEEVER BRIERRAE . N RE ISR A
iR =
T T4 TRV

- R, HEIRIA
- M A A

L

L. 2. HOVEICEE 4 2 Mt 1E

L

| ERRICHEAS S BRSO 7= DG

L B EESL Y 27 B/MED 1= DG E)

2. [ S22 M AR E i O 2L 4. U 27 fg/ MU O
i O R a2 VR LS B WE DV X7 f/MuTE®E)

BN B3 it 22 A VE R BLE B
» el A Rl A

BMO U A7 fe/MEiEEh
BT L COBE~DFHA L RO EE ([F

3. AZPEC B9 2% A A - SRR OO B il O
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L
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[1. 2#ICE89 SIEH

1. R34

(1) #4
NEBE Y RNy
RETEy K%y 7 600
NR¥o vy K28y 7 300

(2) *4%
PaxlovidPACK
PaxlovidPACK 600
PaxlovidPACK 300

(3) BHMDERE
M HET T,

2. —#4

(1) #n4& (afai%)
=/L< kLt (JAN)
U R e (JAN)

(2) #4& (Wfi%)
Nirmatrelvir (JAN)
Ritonavir (JAN, INN)

(3) AT L (stem)
—vir : FiU A L AEK
—navir : HIV 7 v 5 7 —PHEK

II. 4T 5EHE



3. BEAXITREK
=< hLLEL VU h e

e

HC

4 BIRRUHTE
=)~ hLLEIL
5330 CosHanFaN50,
GyFHE 1 499. 53

U r e
77 F 2 CyrgNg05S,
oy 720. 94

5. {28 (fdiE) XIFAKE
=< hLLENL
(1R, 25,55 M {(15)—-1-Cyano—-2-[ (35) —2—oxopyrrolidin—-3-yl]lethyl} -3-[ (25) -3, 3—dimethyl-2-(2
, 2, 2—trifluoroacetamido) butanoyl]-6, 6-dimethyl-3-azabicyclo[3. 1. 0Jhexane—2-carboxamide
(IUPAC)

U rFENL
5-Thiazolylmethyl[(a S)—a-[(1S, 35 -1-hydroxy—3-[(25) —2-[3-[ (2-isopropyl—-4-thiazolyl) met
hyl]-3-methylureido]-3-methylbutyramido]-4-phenylbutyl]phenethyl]carbamate (IUPAC)

6. EBAA. Bla. BS.
=)< ML LBV
B4, B4, B4 Bicia L
s Es (IRBRE )  PF-07321332

=101}

CEES

U M ENL
&= : RTV
EEET (JRBREES) : ABT-538

I1. AFRICBE %A 6



[II. A5 (CEI9 5IRE

1. YELEFHEE

(1) 481 - Ik
=)= hLILVEL  AB~ENCEALTZHRTH 5,
U RFENL  AtO~EEBEOMET, ZorWlazEeZ b b D,

(2) B
=A< RULILENL : AKX ) — L RRTHZ ) —)L (99.5) ~DOEFRFEIL>90 mg/ml. Th Y . KIZEE

Fiz< vy,
I N il il
BIEAESR ) FFELDBEYE
TR EfEYE (mg/mL) H AR5 7 O VR RE R
K <0. 001 FEAEET R
TERr=FU L 18.9 RRREITFIT WD
TER=FUALAK (1:1) 66. 4 SOLIRIT T
PAFIRNLLT IR 593 D ASERR
A K ) —)L 573 P ASE R
TH ) —) 165 P ASE R
AV Tas)—) 41.7 ORI R T U
DPA=0=5 % % 602 PSR
YA A = A7V 456 P RSERD
HEfiE 5 L 1.5 i< v
VA== VNN 675 (P RSERD
[ 2.2 wiiz <
~TH 0.1 1F & A EWRIT IR0
BRLpHIZEITH) T ELLDBEEE (ZB
VRfE#% O pH IBIRE (w/v%)
pH 3.0 0.05 mol/L KH.PO, <0. 001
pH 6.0 0.05 mol/L K,HPO, <0.001
pH 9.1 0.05 mol/L K,HPO, <0.001

(3) HiEE

== FLver s ENBRMETH D, GRERSE : 256 C. 90%RH)
UkFEen:1 AR, 25 °C. 75%RH ONNESAE CIERE L7guy,

4) @bl (PER). R, BER
[Zi
=< RFLJLEL 192 °C
U R 123 CHIT

(5) EIEEFERETEE
== ML EIL Y LA
U RFEL : pKl=pK2=2.840.2 (EIti%E : 268~278 nm)

III. BRI 3 5 HE 7



(6) DERE
=/~ FLJLEL ;0,845 (THHIME)
U RNFEN 1=FT 5 =) CERAEER (0.05 mol/L, pH 7.4) 1231 50 EiREK : 4. 7x10

(1) ZDDELREE
=)< KL IJLEL
pH : B4 &R L
FENCHE < 34k L
NI AT KL
A B ) — VR CTOEININ AR b uid, R 201 nm (RN 2779,
SN RRYERR L

U RrFENL:

pH : BN &R L KITIFE A EIET =) (35t M)

WENEE © [l : +8.8 (2.5% (w/v) A% J—LEEET)

TN AT B L
T R=FUASK (1:1) PTOENRI ALY M E, HE 197.5 nm & 240 nm (2R AL
IWZA7R L, 210 nm AHTCE BT 5,

HEA YRR L

2. BYRSDERBELHTICEITSAREN
BREEHTICBITARENE (ZILTRLILEL)

AR BRIFSRME wEERRE PRAFIIE (RES
EWRFRR 30°C/75%RH RV=F L8| 12 5 A (fkid) JREEN
TG ER 40°C/75%RH KZ 2 6 » H N
AR 120 5 1x » hr DLE
s ER Of) KT LRSS = R L ¥ — vy —L — HRHEN
200 W-hr/m? 2L I
BIETEE : PRk, MERER, K5, G
X REMRER (BAMRERER, MERER) Akgih
BEEUHTICBITARESE () FFEL)
RBR RAFSRAE RAFEHE PRAFHAR R
40 C 52 N
50 C WA T I 26 i A
60 °C PaPA=NZ AN =N 13 ¥ Kk
80 °C T —b 13[4 EBEDT IO
- 105 C 6 I 6 HTEHE10%LLTF
R il HRET EN DR R S i 6 6 8 THUARMELL T
iR HOLKT T (10760 1ux) % 13 1 CHUSELLT
25 “C/75%RH BRI SA T v 313 BN
25 “C/60%RH 35 A A
5 °C THERYVZFLURIIA| 125 H RN
FHRA R 30 °C N77ARX=KFLXX| 125 A Kk
s 40 °C SlfETTIRAF 7| 64 A Kk
IR 60 °C 1% A HHEA

III. BRI 3 5 HE




3. B OHERRRE E2E
=< MLV EIL
feRBaBRTE « RIMRIL AT SOVRIEE  BEERE & Rl R D & 2 AIZREROTREE O % 78
» 5,
EEE ik~ o7 40—

U khFENL:
WesBERBRYE - IRAMUNL AT N VRIEE
EEE /Ko~ NTT7 40—

III. BRI 3 5 HE 9



IV. ®EIIZE8Y 518

=]

1. #ifz

(1) FfFzDXH
7 4L a— R

(2) HEIDHEKR O

S _
RSy s
i i il i 7
(pre) (3cL)
=)< kL LEIL WAREBD T 4 VT — Mg
& s B
17.5 mm 8.5 mm 5.7 mm
@ ()=
U RFENL _ — B~ A AD 7 4 L L
g 5P 2 X a— M
#9 17 mm K9 mm 76 mm
N¥aey Koy s NRE¥u ey K%y 7 600 RETEy K% 7 300
= ] [aocsing ;e
I e N 600 e e
o 1) o B A== \%0 @
A M maion| D el
=7 = sy e M
(3) #BAO—F
=)< hLJLEJL : PFE 3CL
U M FEIVEE SINK
(4) HE|IOME
== FLVEL R EER L
U RFENL BRI L
(5) Znith

24 LR

IV. HFNZBI+ 5EE
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2. BH DM

(1) HHES CEHRS) OEBRUEHFMH
AR IZLLF O 2 BAIE A S DY LD TH D,

R¥oty KRy
I1>—FhF (1HS)

=)= RLJLELEE 4 &

U kI eUVEE 2 §E

REFERE Y K%y 7 600
1>—FhF (1 HS) ¥

=< N VEILEE 4 88

U kI eVEE 2 §E

REFErEy K%y 7 300
1>—FhF (1 HS)

=< MU VEILEE 2 BE

U kI eVEE 2 §E

BRI 2 OFFRITIRD EBY TH D,

By = rZuad—)L 400, =
N2

o 1 B 1 g

GE =)L~ hLJLEJL 150 mg U hFEJL 100 mg
fEmEAre—2 FLEEKR | RV E Ry, £/ T
M, saAANAa—RAF | BYLVESX S BREEKTA
U, WEEKSABE, T | BB, TR ATT ULT b
VB ATTUNFT MY T | U A K CEEKFEI L

AN Ao v Avn—X BEF | VA B RAT—R B

{bF &~ 7 v a—/1 400,
ERefxr o irtvin
— R, HANT, wraa—)
4000, HRNY 2V ~— |k 80

(2) BREFORE
M LA

Q) BE
AL

3. RTBRBROMHEUVRE
A LR

4. i
AL LR

5. IBAT DAIREIE D & 5 3t Y)
IR, R E

V. ®HZBI+ AIEE
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6. HADEEEHTICETIREMR

Bk RIS PRAFE: PRAFHIR R
- PTP 4% 25°C/60%RH 18 » A (k) RN
SRR 30°C,/15%Ril 18 % J1_GREREH) e Py
i EAER 40°C/75%RH 6 #H N

. FaPEREE 120 7 1x « hr DL E

17 4
SRR O | o A % — - e
e 200 W-hr/m? LI

WEBE < VRIR, SfEnk, e, S5
X ZOEMERER (RIIGR AR, Inalatlp) ke

EEFHTICETSRESE (U FFEL)

PRAFSA RESIEN PRAFI ] il R
o o 60 mL HDPE R }/L 24 » 1 HkEN
25 "C/60%RH 100 ml HDPE 7R k/L 24 » A BN
o o 60 mL HDPE 7R b1 24 5 A BN
30 "C/75%RH 100 ml HDPE 7R k/L 24 7 A BN

a AANDEEEIT PTP 1lEETH D,

1. REERVEREOREN
%Y LR

8. fHlE DEALIL (MEBLFNLIL)
M TR L

9. BHM
== hLove s AlR—fEERE  mHERBRE (O3 Fuvik)
U rFer: Al HEHRERIES 275 OSNFWE) ] IR VBRET) & & BURICEET %,

10. B& - A%

(1) FENSDELGRSR - AR, SRR LES - LEICHT H1FR
L

(2) B%
XFOEwY KRy Y)
308 [=/~ FLILEJVEE : 4 8ELONY M EVEE : 288 (PTP) X5]
(FOEwy K3y 600)
3088 [=/~ ML ILEJLEE : 4 8ERTNY R ELEE : 288 (PTP) X5]
(RXFOEw K8y % 300)
20 58 [=/v~ DLV ELEE : 28BN R FELEE : 288 (PTP) X5]

IV. AR 2IHE 12



Q) PHREE
GARSAA

(4) BHEOME
PTP @ : 7V =0 A AT VA

1. BIRIRHE SN2 AHE
AR L

12. 0t
%Y L7

V. ®HZBI+ AIEE
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V. BRICEII SEE

1. SEXIIHE

4. HEEXIIZER
SARS—CoV-2 12 & % R AE

<R >

FIEL U A7 WTF- 20T 5 18 mLL LD SARS-CoV-2 |2 & 2 e B & 6t 1. AN O RE K
LA T TR & R S EER LR T /ARG R BR  (C4671005 #RER) 12BN T, #BRE
1,361 Blaxtg s LRI OfER, 77 RT3 AKFOBFIMENEIEI N2 b, %)
RESIIZhH % [SARS-CoV-2 12 L BIEYWE] & fRE LT,

2. DEXIHRICHES HIE

5. BEEXIIHRICEET HIFE

5.1 FRRRBRICI T 5 L 5B 2 B £ 2. SARS-CoV-2 |2 X BIYME D EIEL Y 2 7 RFZ2 AT
2%, RAOERENVLELEZ ONDBEEIKET L2 L, Fo, AAORGHRIZ OV TIidEK
HOHA RIA b BEICTLHZ L, [17.1. 1 K]

5.2 TEAEFE D SARS-CoV-2 |2 k& 2 [RYUE FRE 125t B A2 13 /EST LT U Ze Ly,

< fi@sn >
5.1-5. 2 [ERRLLREZE IO /MAHFRER (C4671005 38ER) Tld. BEZE AR DS 92% L1 EC COVID-19 DB
D= DD ANBENAE 7y HIE(LY AV KT 2B T HWBREERIRE L2 L S22 E ARE L,

3. HERUVAE
(1) RERUVAEDHER

6. AERUVHEE
W, BRAKE 12 UL BT 40 kg L EO/NRIZIZ, =~ R L beLE LT 1[E 300 mg %
Y FFEALELTIE100 mg ZFEHC 1 H 2F, 5 ARAORET 5,

< i >

FEERRFBRIZIB N T, in vitro D ECo \ZITVWVRE CTHEKFIIZRGIENFEO v, in vitro®
ECoy DFI 4 (DI TIX LV BmWAMENTBO bz, Tz, EREBRE 2 5L L=~ L
VeV DR AR ONPK 2R L7258 T AHRER (C4671001 388R) (28BW\W T, =/~ h b
EJL/ U R EIL300/100mg 1 H 28] (BID) OEHIZE D | 90%EBOHERHE TIX& G 12 Ktk O
MAEFPRLEE (C) 25 ECoy (292 ng/ml) % REIDIEEEICEIEL, 1 B K OEFIRIERFD C), (i
i) 1XZALZF I ECo DI 3~4 f5 L O 5~6 {51270 D Z & BRI Tz,

PLEDFER NG EIEL Y R 7 K2 A3 2 18 5%Lh ED SARS-CoV-2 (T K 5 EYYEEE 2 X RICAK

V. 1BRRICEEd 5 IEA 14



K ORE 0BG OF MR VLR E 7T 2R L R 2 EEILE S O /A8 i E R 5
(C4671005 BR) ([ZBITFAAFOHER OCHESZ =1~ hLLbE/LE LT 1A 300 mg XYY b
FENLELTLIE 100 mg ZFRIFHC 1 B 28], 5 ARRO#E] Ci%E L T2 £ L7z, =0
FER. ABNOBEMER O ZEENHER SN2 b, ARELOCHBZERE L,

=L~ FLJLEL/Y FFEIL300/100 mg BID O 0 5 ARG & 5 B 5 W[ 0 224 M 2 feai
5720, BRI T A NV ABEZ B ST D EE T AT LFBY (QSP) BT LV EZ Nz
a2 b= g v R OEEHI ORI RN K DIEE T AT o 7ok R, 5 A o B G- W 3E s D
COVID-19 DR EZWr % 52 T T2 E DGR+ Th 5 ERrdiL b H XY EWERGHIMICKIT 5
AN ABERDHRITERD & DR Z R S 7202 E R TR ST,

F7-. HOEICBIT DARBNOLEMER OCBEEDO T — 21355 TWARWA, RER PK 5 1%
AWy I ab—y g UEERNS . 12 UL B oRE 40 kg UL FOFEDFELEZILRIZ=/L~ KL L
EL/Y R FEAL300/100mg 2 1 H 2 E#EE Lz L &, A LTRIARZ#HZSG L L & & F-
EOBBEENGOND ZENRBENT, ZOMRERE X, UUTOBHBIZLY, 12 %L Ero
IRE 40 kg L EOEDVEITHT 2 AB| OG0T G CE | FOFEIEFG RN EoBRENEL
LAREMEIXIR N EE XD,

HOME - COVID-19 DB M OB T D SITRA EFHVETHE L TRBY . HOETRK
B DOHINEZ 4S5 T2 DI iE A & RIERIC B 5-RIBR 2R Tl R E & ECy LA LICHERF 75 2 & T
PLUA NV RO FTEE SN D E B2 B D,

LAV RN EHVEORIZE W T, AAIOKEZAER T 5 SARS-CoV-2 Mpro (A A > 7'uT
T =) ITEOBRL RATEEINEZZEER AR T e 7 A Vil HEVEOREEE
HERT 25 2 LN TE D, £72. BIRASKEEABR T, in vitro COJRERSZH/IK, T AR—%
— AT T X RNVKROERT v ATk LT AANIHERER SUTEER IS OB 72 HE (50%
#B) B igholc, PK 7—A X —L LTDVU M EAOFERIT/NREMIBWO THOITHNL S
NTHEY ., BENOSEERMENBIGFTH S,

UEXY, H0F (12 5 E7DRE 40 kg BLED/NR) IZOWTIZRA & FRIFRIC ERto HiE K&
OCHEZRE LT,

(2) RERUVAEDRTERE - RIL
'v-3. (1) FEARUHEOEG ] DESR

4. RERUVAEICEET HIE

1. AERUVREICEET 5FE

7.1 SARS-CoV-2 (2 £ 2 JRYYEDFEIR MBI L T D& 52 BthT 5 2 &, BRIV
T, ERFEBLND 6 H HLARRIZHR G- 2B L7 BEICB T 2 A EZ BT 67— 213561 T
WV, [17. 1.1 8]

1.2 PEEOBKERERE (eGFR [HERSREKA A E] 30 nL/min LA E 60 mL/min &) (Z1E,
=< hLbELE LT 1E 150 mg OV hFE/LE LT 1[E 100 mg ZFKFIC 1 H 2[E, 5 H
MROEE+T 252, BEEOBMKIERERE (eGFR 30 mL/min AH) ~OFHITHELE L7220,
[9.2.2, 9.2.3, 14.1.1, 16.6.1 /]

V. 1BRRICEEd 5 IEA 15



TR - X%y R2%9 7 600, XFty /2%y 7 300 DA
< it >

7.1 [EFRILE S O/ MARERRER  (C4671005 5RR) IXEEVEREI Y AH AT 5 HMLINICERRES fv7o i
AT SARS—CoV-2 JE YRR SN JERFEH D 5 HUNOBEZX G E LTV 2B E %,
R A FE LTz,

7.2 =< hLLEL100mg 2 U M FELGHH T CHEREOEE Lz & & O e & OV &
DREKEREREEIC L 5 B MR 555 1 HIERERBR (C4671011 RER) 123V T, HEE OB
REEL AT HHREOBRERE (AUC,,) PVREFEHERHE & Il LT 8T% MM Lz 7o ., A A
E LTz,

V. 1BRRICEEd 5 IEA 16



5. ERERAUAE

() BET—2N\vyr—

H s
B IR RBROHN | K% B pk PR - PR
[ S ]
Partl : =/~ K L JLEJL 150,
500, 1500 mg. =/b< kL E
U/ U R FEIL 250/100 (B4 K
OVZEfERE) . 750/100 mg HA[AI%
(N
Part2 : =/~ hLJLEJL/Y |
e . e + v L 75/100 . 250/100 .
Ciﬁﬁf gﬁj?ig%%i Ve, AR | B 70 1 | 500/100 mg, 12 FEfIZ &2 10
(] %‘ o PE, PK (AARN 4 61) AR A &S
' Part3: =/~ k L /L E/L 250 mg
(BEAI, TBmAl, BLKROZENE
W) HAERE O
Part4 : =/~ hLLEL/ Y R
EJL 300/100 mg HAENRE A5 ©
Parth : =/\'v NLJLEL/U R
E/L 2250/100 mg BARRE 1 #85- 4
T i A COVIDLY | =~ hLAEA/Y hF e
C4671005° t%@%ﬁgﬁﬁm% AoE, Atk | B3 2246 I (H | 300/100mg, 12FFfjZ & 125 H
o i .
[E 3[R ] W I Ak AN 6 i) RARR A5
BT et (e, e | et @ | MEERA, R | =A< R LAEA/) MFER
s B M. PK EHEE 16 4 100/100 mg H[RIFE O #¢5- ©
LI Sempea, e | etk B | WAL B | =4~ R LAEA/Y e
(] BV %, PK E R 34 4 100/100 mg HERIHE ¢ 5. ©
S © e s =< RrLAEL/Y N FENL
ci%ﬁz HER. 3H. 7= f@%&i;; WEHERA 24 ) | 300/100me, 12 BRI =L iC 2 A
(A A G — R —FRER -5 '“ M A#E. £ eH 5 5mg
- HAAlRE 0 %5
w14 =A< LA EL/Y R FEL
FHEM. 3., o | AFlOIFY . 300/100mg, 12 =& 125 H
GO’ | 2w | sa~ops | BIARE g s 50w
HARE OB S
%14 BB =)< b l/‘/”vl:(/l//U M ENL
e, 28, 7o | | . 300/100 mg H[AIFE D45, WL
%%ﬁ? 2 F— R ;£K§“”> BERERRA 12811 vy 500 me. 12 BEH =
o L2 8 RO G«
=A< LA EL/Y R FEL
% 148 e A4 hTaf 300/100 mg, 12 =& 123 H
C4671015 Xj%;\;;ﬁ‘% — VL DOAFN~ | EHEREA 126 | BRAES, A Ty —n
[#E41] o D 200 mg, 24 WRRZ L1288 H R
mE

CD)QD_OG"S.‘D

RS R (ZoMmBEEE
U R et =~ b LV eOVEEERT 12 BERE], BEERE, BE% 12 BRI

U R eI =~ LV eV R 12 REE], FEEE, BG4 12 RRR] KON 24 BRI # 5

;== h UL EUL 2250 mg 13 3 B3 T 750 mg& 0 FRFfE. 2 B M OV 4 IEfEIc & 5, U e =0
LV EVEEERT 12 RER, BeGRE, & 51% 12 REIC S
NN B ANIRGHGS HEMNS IS HEHET1 H 20 300mg £ CHE (1 HE~3 B HIZ 100mg % 1

ﬁZE&§\4HE~7HH@%%g%152E&§)

V. ImRICBET 5IEA
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(2) BRIRFEIEFGER
WEsh g 1 AEEBR (C4671001 #X5R) ©
18~60 OMFMANZKRIRIZ, =/~ LA ELOZEM, AEMWEEZFHUE L72RR, =~ L
NENOBEEVER QBT a7 7 A VTFFRARETH D Z EdURE Nz, £, LEBEXT—4 %
FN 72 C-QTe AT OFER, =L~ P LAV EL ORI X DBERMICEROH 5 QTc IR ITFEO b
Rinote, BESRIZ== b UL E VBRI T, AAQTCF HEEED 90% S HE X M oo LFRIZ
10 msec Kji T > 7z,

(3) MERISERHR
MR L

(4) HRAERIEER
1) BXMHEREIRER

R IL[E S T/ AREER  (C4671005 (EPIC-HR) #ER) ”

18 7k LA ED SARS—CoV-2 |2 X B EYEBE ZX5IC, =~ F LA EL300mg K OVY R EL
100 mg Z0FHT 1 H 28] 5 HEEG LIZREOF IR L RMEZFHMET 2 77 B AR, MEE
Zib, “EEMHR., WITREMLERBRE E Lo, EEIME B IIEEAL 28 HETO
SARS—CoV-2 (ZBHH D & 2 ABE XITHELH 2 Ml 72 W BT DA X2 R R3FRD L= OE &
& Uiz, BN CH D PN (2021 4510 A 26 B —4% v b4 7) <Tid 1361 # (H
ANLHD PEEAS, FERHMIEE ITT£H) OfRIE, =L~ LV EALKTY b
FEABEHAEE 0.8% (3/389 #i) W ONC T T AREE 7.0% (27/385 1)) TH 0 . EE&OREFE X
—6.317% [95% (5 HEIX M : -9. 041, -3.593] TH 7=, WRIL, =L~ L ILEALKEQRY b
ELBEEETARE 3/389 5] (0.8%). FEL= 0/389 f5l (0%) TH V., 77 AREETARL 27/385
B (7.0%), 31 7/385 i (1.8%) Th-ol-, 728, BIEALINT-T X TOHERE 2246 4
(HARN 6 ) (28 D2 COFEFAREE (mITT £MH) OfERIZ, =1~ L
ENVKR Y R FELGEREE0. 7% (5/697 f5i]) A TNZ 77 & AREE6.5% (44/682 f5) TH Y, Ei
A DOREBZE13-5.807% [95%15HEXM : 7. 777, -3.837] Th-o7z, Wiklt, =/~ L E
NN R FEADEARETARE 5/697 51 (0.7%) . SE1- 0/697 5] (0%) THY ., 77 vAREET
At 44/682 ] (6.5%). SE1=9/682 ] (1.3%) TH o7z,

FTEFHMEEE (E2HBFETOAANY FRREE) OFKR (PREFEN)

=A< LI ENL/ | T ERE
U~ BRI RE
mITT £E [V A X N FBUEE 0. 8% (3/389 f31) 7. 0% (27/385 )
TTRARRELE DE (95%EHH | -6.317% (9. 041%., —3.593%)
X)) ="
pfiEr s be p<0. 0001
mITT1 ™2 | 4 X2 MREBES 1.0% (6/607 f3i]) \6. 7% (41/612 )
TR REEEDZE (95%154H | -5.765% (-7.917%. -3.613%)
X)) ="
mITT2 ™2 | 4 X2 MREBES 1.1% (7/661 fi) \6. 4% (43/669 fi)
TITRRBEE DE (95%IEHH | -5. 425% (-7.460%., —3.390%)
X)) ="
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FTEFHBEE (E28 BFETOA AN FRIBEIE) OFER
(PREBITDRICER Lz, BEALSAEIRTOHERETORETER)

=< LI ENL/ | T ERE
U R EAPERRE
mITT £E[H*D A X R RBLEIG 0.717% (5/697 ) | 6.452% (44/682 f)
TTRARBEE D (95%EH | -5.807% (7. 777%. —3.837%)
XfE) ="
pfE " p<0. 0001
mITT1 $EMIE2 | 4 X0 MRERBLES 0.770% (8/1039 #i) \ 6.310% (66/1046 )
T RRBEE DE (95%1EHE | -5.619% (-7.207%., —4.031%)
XfH]) ="
mITT2 $EMIEY | X0 NRERBLEIS 0.812% (9/1109 #i) \ 6.099% (68/1115 )
T RRBEE DE (95%15HH | -5. 363% (6. 884%., —3.842%)
XfE) ="

a. MEMEX(L 34 HH D Visit IZBWT, M/EA(L 28 H BOFHMEiZ 52 T LIcHE I3 E& Visit BR T, %
DRI 1L SATBBIRRE & 72 o e A I3 R R ICTERDN S AR R TH HEI D & L7z,
b. BEMIZEIT Kaplan-Meier V&I L W HEE L7z A X MREEEIS L 0 B L., 580% Greenwood DA K
SERM L, FEREFERIEIECI VR L,
c. Wald MiaE, HEAMEGM 0.2%, HRBRBEOEEAREILMM 5% & L, HEETIC X DGR E D%
BEMEDOFHHE L L LT O Brien-Fleming % @ o {HE B4 & VM 2,
d. Wald #7E

WD) BEA LS, RBREEN 1 RIDLERE S, X—2AT A V% 6EERL 28 HEETIZAR L
1 EO Visit R0 H, _R—2F A S T SARS-CoV-2 T & BREYMEIC KT 5F / 7 u—F LHi
ERBEENTEOTREDTEL AL, MO, SARS-CoV-2 1T & B IRYLE DFERFET NS 3 H UK
(IR B - S -

F2) MEA LSt BN 1 EILLERG S, R—X 71 VB L EEA{L 28 BB EClzdkl &
B 1EO Visit 235 0¥, R—RF A LW T SARS-CoV-2 12 & BIRYEIC KT 5 E / 7 o —F L
ERELGENTELTREDOTE S RWIRE

F3) MEA LS, BN 1 BILLERG S, "= 71 VB LEEA{L 28 BB EClzdkl &
% 1EID Visit 3 5 ke

¥ PRI R DT, ST REMDERIZ [R—R T A %L EEA 28 HEETILA 2Lt b
LED Visit R D) BEDT,

Irds. ARBRO TSR - FRAMEREIZLITO®Y Th o7,

FAER - RO EE

HPRILUE 1. SARS-CoV-2 5t (ME/EZALAT 5 H LANIZERIN S U7l & IV 7= PCR R
X0 fERR)

2. SARS-CoV-2 IZ & 2 JEYSE DIEdR @ FENEAELILRT S HUUNTH Y . 22D
(R 2 AL A2 38U T SARS—CoV—-2 (2 XK D RYMEDIEIR @ 73 1 DL ERD 5
nd

3. WD SARS-CoV-21Z X D IEYE D FIEL Y A7 W1 272 &b 12F7 5
- 60 LA I
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- BMI 25 kg/m*#8

- BESE (GRE 30 HUANOBYEN G Y | 3 DEYEIZ 100 RLL EOME N &
%)

« SoPEINHIR Y ST I F Ok % 5 ©

SRR (MEX, SO A A BT H55 D H)

- mILEOZW 25T T\ D

CDMAE RS (OARFEZE, Mt —mERE mFE, LA, = ke
Ut U AT ST OE, BRSNS A 2N AT, R A EEENIRIZ AR |
FHENIR N B RIBENRT SUZ KBRS A N2 OBEE 2 H T 5)

< 1 AU 2 AURE PRI

o 8 B R

- Bt IR i BkiE

- RS EERETE (MPERREL, & 0 R RESE) SJUEFEME 575
ZOMOTEE EMERE, AXRY v 7 Fa—A, EEOHRREY
%)

- BRIFVER R S A & B < IEEWMED Y A

IR ~DUAT (SARS-CoV-2 |2 & 2 JEYIE & MRS £R 70 Ffoe b 11 R i 1
%)

Bl L ue 1. SARS-CoV-2 (Z K& D JEYEDIRIRD 1= D ABEEN & %

2. ANBES AR BE T B E A L 14 A8 I LAPNIC ABE S BRI 5 2 & 3R

EEND
3. BUEORG: X v ENc, BURSUIEEER HARAIC LV SARS-CoV-2 YL 23 HERR
NI ERDHD

4. VEEHMEOFR R (1BMSUTIESIED B AT C RIS ™7 A L AT R
PEABFFPERTAEZS . Child-Pugh 7 5 Z B XU C., AMAFAR4 % & EoiEEh M ATE
B, FET L a— EREIFIEER ) OBEEREEZA T 5

5. BT XUTHEEN O HEOBEMKRERE (X7 V—= 7416 1 ALUNOD
M7 V7 F = IS < CKD-EPI X CTHH &7z eGFR 2% 45
mL/min/1. 73 m* K3i) EZHTD

6. 7 AL AEN 400 copies/mL #ED HIV JEYWE BE L HIV EYLE DIRIE D
T2 DITOFAZEIRFRZ ] LT 2 HIV JEYAE B

7. SARS-CoV-2 |2 K DIEYYEIC KT D U 7 F MR 2 A9 5 XX EEA1L 34
HHXUANZEEZZ D Z LR TRINATND

8. ME{EX(LAT 24 RERILAN OB FRAFIE DS 92% A (Z2FFiE, |NR) ¢

a) W&, BYINLSULMER REE, FEEL (38 CHE) XXX &%, BEIIEX, HY. HAX
WA OR A, TR, EL, R, SER. HEER. SESE 0 XTsok

b) BRI, NRERENE. JRISME I R RNE, D4 BMERIIARLAS 200/ 1 L AGE DD 7 A )L A BN
400 copies/mL A0 HIV Y B3 2%

c) ARBRHLAILAT 30 BLUINIZ 14 BUL BT L K=" 20 mg/ UL LICAHYS S5 a5 2
2T aA RO, REFHAILET 90 HUAPNIZAEYRA] (7 VX ~T, TATH X~
TE) BHLUITRERGE (A MUY — N AVBT VTV THEFETV ) O
Bl XIS AL EREE = 56

d) MiCEMREEZA L, RENICBERGZZT TV L5A1E. BHERICZ T TV HIEERE
FVETICBIT AE
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R ARATRE S OBIWEF R BISEE 1T, =L~ LA EALRRY FEAHEET 7.3% (49/672
Bl THY., EREWERIZ, WEARE (3.7%. 25/672 ) KOVFH (1.9%. 13/672 ) TH

277,

2) REMHER
YRR L

(5) B - HEHR
AR L

(6) AEMIEMA
1) ERAKERE (—REARERE. SEERARERE. FRARELERE) . 2ERTET—4
R—IFAE. HERFTERERABROAS
SARS—CoV-2 JEYE B 1T x4 2 — i pOER & 2 i T E CTh 5.

2) RAZHE L TERFENHNAEXIIEREL-AL - ROPE
BRI L

M Z ot
LR L
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VI. EHEEICREI HEB

1. EEZMICEEHHLEYRITLEYE

L

2. EBEA

(1) &

FRARAL - 1E R

=)= K LJLEJLIE SARS-CoV-2 A A 7 T 7 —F (Mpro: 3CL 717 7 —¥ XX nsp5 & HIEE
ns) #HFEL (ICh = 19.2 nmol/L) . RY X o X7 EOUMAHIET 52 & T, vA L AR
Z T %,

U N EWERE L@ g (3 umol/L) & T SARS-CoV-2 |Zxt L THL Y A L ATRMEZ 7R S 72
57, U R FEE=L~ FLALELD CYP3A IC L H2REZALE L., =/~ kL ELO g
ErEEnstE5,

(2) %
[B)

2)

3)

EEITDHREBEHRE Y

IR FLUILEIILDERMYE

fizxDb b, WAL OIANLZADT 0T T —¥ (FIZVATA s 7—EEr0NkEY o7
077 —EEE) WONIELBR Y A VA TH D HIV-1 O 7 a7 77— & il LT, SARS @ Mpro
WX H=/L< hLLELOBRREEZBRF LT, TOR, =/~ L J/LE/LD SARS-CoV-2
Mpro (Zxf 9 DR (IC5 = 19.2 nmol/L) %, & M7 277 —EBKOHIV Vo757 —8
LTS L B2 fFBTH D T RS,

ZIR FLILELDIY A IILRES

ISAEIER v MR R (ANHBE) i % FV T SARS—CoV-2 B4y BfERE (USA-WA1/2020 £K) 1
T D=/ b LIVENLDOPLT A VAR E A E (CPE) 7 v A CRMELZ & 2 A,
=)< F L JLEJLIL 61,8 nmol/L @ ICs, T CPE #PHE L7,

ACE2 % B 3881 & 7= VeroE6 #ifu % AV /= CPE 7 v A T=/L~< k L /L E /LD SARS-CoV-2 iR
SSBERE (USA-WA1/2020 KE) 125t 3 AHL 7 A L AIEMEZR I L=, F7-. FERKYE VeroE6 A%
HAnT=/r~= kL eV ORIaEMSZ 0 L7, =/~ b LIV EVE P-gp BHEHKOIEGFET T
SARS—CoV-2 IZ L% CPE Z[HZE L. ECs fEIT 4.48 pmol/L. ECy fEIX 9.46 pmol/L T -7z,
2.0 umol/L @ P-gp PHEIAFIE FTH =/~ k L L ELIE SARS-CoV-2 |12 & % CPE % FH2E L ECs,
1% 0. 0745 pmol/L, ECefHIZ% 0. 155 pmol/L T -7, #MAazENMEIL, 100 pmol/L DR £ T,
2.0 pmol/L @ P-gp PAFEIRAFTE T XUFFEFIE T ONT N THRD L7 o7, SARS-CoV-2 |2
ST BIREFE X, 2.0 umol/L @ P-gp FLESKAFLE FC 1250 B TH - 7=,

SARS-CoV-2 DEELEKRIZXT H/EA

P-gp %/ » 27 7 7 K L7z Vero E6 fifd & W7o fEHZ B8 W T, =/~ h LV E/LIE SARS-CoV-2
W R 23 BERR (USA-WAL/2020 #E) I TNZE R TH B alpha £k (B. 1. 1. 7 5#2#%) . beta £k (B. 1. 351
Ff) . gamma ¥k (P. 1 %H%) . delta #k (B. 1.617. 2 ##%) . lambda ££ (C. 37 &#%) . mu £k (B. 1. 621
Fffe) MY omicron £k (B. 1. 1.529/BA. 1 ##4%) 1kt L CIRREDHL Y A /L ATEMEZ R L, ECy
IXFAEH 38,0, 41.0, 127.2, 24.9, 15.9, 21.2, 25.7 KTV 16. 2nmol /L. T - 7=, F7=. Vero
E6-TMPRSS2 2 AV /= Mist Tld, =/~ b LV E LT P-gp BLESKOTIELE T T SARS-CoV-2
RAEERR  (USA-WA1/2020 ¥R) M ONCZERKMEToH D omicron Kk (B. 1.1.529/BA. 2, BA.2.12.1,
BA. 4 J2 TN BA. 5 %48) (2%t U CRIFREE DFHL Y A L ATEMER 7R L, ECsy 1T ZFHLE 41 68-70, 65, 40,
39 X N 44nmol/L TH o7,
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4) ZE 2 SARS-COV-2 Mpro BERICxtd 5 =/)LY FLILEILDERA

SARS—CoV-2 Mpro @ HRFEAZTIN =L~ k LIV E L OIEMIZ RIFTEEZ ST kHHL % Mpro
B2 N FRET 7 v B A 12 X o THRFET L2, =L~ b LV EJL & O B ir o 28 2
KOAT A VATl EHEEICRO b HERIZOWTHREF Lo, BRIZIIZANFED 5
TUNV2W Mpro BESE DT 2 J BRERNLIZ DWW T T LTz, 7288, Mpro 28 75 T DEHRD
KHERIIRHATH D,

9 FRFE D & DL Mpro G F A HAIA AT SARS-CoV-2 IZ DWW T =L~ k LLE L DTG
Et L. ECy A B AR L bt L7- & = A, G15S: 0.7 f%, E55L : 1.8 f%, L8IF : 1.3 fi#. K9OR :
1.5 1%, PI32H : 0.5 i, S144A : 2.5 %, E166A : 3.3 fi#, QI89K : 0.2 i, H164N: 1.9 {5 T »
7o ECso NI AETI D 10 LA THAVUIERRICE T A MHFREELZ TRISZ Z b, ZNLHOE
B ANV T=A< P LA EMIH L &M EZRT O LISz, LER-T, Zhb
DEROBRNERITEN LD EBZ 2 B,

5) SARS-CoV-2 oA JLRZRW= in vitroTittEo 4 JL R EIREGER
P-gp & / w7 7 7 b L7= VeroE6 Mz = /L~ b L /L E LIRS 2 S THFRIE®R L- & o
A, 6 FEDOER T A NVANREE SNz, qPCRIEIZE - TECHED LR DOREZFEIZ =L~ |
V»E»Kﬁ?é@%ﬁ%@ﬁbkﬁ%\ﬁ%T%M“ﬁ&4%\:$EETMHBML
L50F+T3041, T135I+T3041 K (N T3041+A173V TEMEH 7.9 fi%. 5.9 fi5. 3.8 fiF KN 20 %,
kEEﬁEWHH%MSMMTﬂ8h®ﬂ@ﬁ£ﬂ#mb%ﬂto4Eﬁ£T%MMNW&U
—ZEE S T211+T3041+S144A @ EC5fE (ZNFH 20 (LN 28 5 E&H) 13K o=/~ F L L
EVIMHREE Rl o7, b 6 FEOER T A VAT L AT v EICK LIS M & (R Fr
LCTWie,
AS49-ACE2 A FH W= MEHI B W T, =~ MLV EVEEE S BCHED 25, 40 KN 50 f# &
WS HIo L 2 A MBEICRD HILD Mpro ZF & LT AL73V K TN A17T3VHF140L @ 2 -D D255
DRI E N7, AIT3VAFI40L ZBREZEFT DA N ADOEAMHITHEEIKTLTEY, YA /LA
IR 2log K F L, 77 —27 O A XLEAER LV /INEhotz, 2O K HIT A549-ACE2
JOTIXERE T ANV ADBROETRRO LN &b, =L~ b LIVELH T A LV ATEMEIT
VeroE6 TMPRSS2 #llfiilZ FHU T qPCR ¥EIZ L » T, P-gp PHES (2.0 umol/L) DFFE(E F THRIE L
Too AITVER D = V< NIV EVESZIEIZB AR ERIBRETH b O, AIT3VHRI40L —H
PLH DR MEITEF AR L T 10 fHE T LT3, 20 & X 0 ECs IR ERR T oo i i B &
VIRECH-T=Z Enb, =~ P LA ECH L TERZMZ2AT 5 L0 LR SNT-720
:ngw%i@ﬁ%&ﬁ%uﬁmkﬁzgmtommv&oAnwwwn@EEiwﬁn%\
VAT VBT DRI L Tz, B, 2O OEMIEED 7 A L AT EH
MIChlz> TSR SN REIRESNZ b O TH Y . FOKICEBT @A B SRR A
R 7R & ORREIZ A TH 5,
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6) ¥ REE SARS-CoV-2 ETILIZHEITS in vivotER

< 7 ANTHEE &/ 77 SARS-CoV-2-MA10 7 A )L ZIZ%d B =L~ N LILELD in vivobl A )V
ANHA BALB/c KN 129 2~ 7 A HWTEFHMi L7z, =L~ R LLELOBIDRR A G2 LD
ZIH D=7 AD MA-SARS-CoV-2 J&HLIZ X A RERAILGE L, Mo v A v 2 DN EICK
T L7, £72BALB/c ¥ 7 AR W TIL, HEROIEE (RERD K O ORI R) O
UCEENRD vz, =/~ KLV EJL BALB/c ¥ 7 A& SARS-CoV-2 ET /LB W TH v A
NWANPE IR LT L ZE D Copn IR ECy ZHEREF L TNV, 26 OFERIT., BRARRBRIZB VT
BboNT-=< MLV ELDEMMEEHFE Lz, 72, BALB/c ¥V AIBIFDH =/~ b L /L
EVHME DN M e LRI E 2RI OVTHBE Lz, U M EAVEI IR A
IV ATEMW R RE R STZN, =< LA ELEDPFICEY, =L~ LA EALXIZIY
EULVHM & b U EREIE A OUEN RO Hiviz, 2V b E/LO CYP3A BHEIC X Y =
N NV ELDRBENSEML-ZZ XD EE2LND,

(3) YERISEISM - Pk
AR L
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VII. EWEEIcBv 515

1. MREDHR

(1) AR MR
LR L

(2) BBRABRCHAIN-NPEE
1) HEFELGRER GMNEAT—%) 2
EFER A=/~ FLLEL300mg Y FFEL 100mg FH T CHERAOKEG L-E XD~

kN LIV ELOIPENE N T A — X & LU FIRT,

EMBEE/NS A —4

=< hLJLENL U hrJFen
Cmax AUCinf Tmax t 1/2 Cmax AUCinf Tmax t 1/2
(ng/mL) (ngehr/mL) (hr) (hr) (ng/mL) | (ngehr/mL) (hr) (hr)
3.00 (1.02- 6. 0bx 3.98 (1.48-| 6.15+
2.21 (33) |23.01 (23) 359.3(46) | 3599 (47)
6. 00) 1.79 4. 20) 2.24
n=12, Toue @ PRAE (FEBH) | tie : HHFFOEEMELSD, ZOMDT 2 —5  HTEEE (V%)
3.0 600
S e .
T 2
? 2.0 \ J £ 400 !
& ¢\ = ./\\L
;\J 150 8 & g 300 1 \ ’
S » ]
E 1.0 \ Z 200 \
% 0.5 # . ‘g 100 ’l ‘ |
£ . =4 -
é 0.0] ® T T ole e
0 12 24 36 48 0 12 24 36 48

MmighREHER (n=12,

Fe %R (hr)

2) KEERGRBR (BEARAKROHNEAT—4) 10
=)= hLJLEILT5, 250 XL 500 mgZ Y FFEAGFHT (1E100mgZ 1 H2E) T1H2[MA
BAERE ARG LIzt 2 A5 =1~ b LBV OMSERIRET 2 B B & TIOEFRBICELE L, HEH
HRFIZ LR AUC B O Cyy 1354 2 fEIZHEIN L T,

1) ARAFIDK

A5 T %,

(3) =

%4

BER L

B FHELRERE)

RENTZHELOCHEIZ=L< FLLE/L 300 mg XYY BV 100 mg 2 1 A 2
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4) BF - HRROEE

DREFEORE

BRI BB RRZIZ=/L~ L EL 250 mg (RROBEIR) %2V b e/ 100 mg OFF FCHIERE D
WhH L &® | =R 5 L i L C=b~ B LV ELD Cpy OEBEITHK 15%., AUC,,,, D
BT L6%mL7= 'V WEAT—F) . 2B, Z ORI BB & kA RAI T H
H=~< N LILEIL 150 mg $EA] & OEWFRIRENEITHER ST, KA, BFROFEIC
DIPHLTEETE D,

F) AFNOEKREINT-AELOCHAEIZ=/L~ FL/LEL 300 mg XY hFE/L 100 mg 2 1 B 2
FEE5THD,

2) PFREE D

=< FLJLEIL :P-gp OIETHDH, £72. CYP3A4 Z Al Wiy K OBERHEAFRYICFLE L, P-gp %

P2 12,

U RFEJL : CYP3A & BRICHRVEITIME AR L ¥, CYP3A TRk S 5 fli 2 O ff A o3 & i

BN ET 2, 77 o U ERHA 288 L, CYPIA2, CYP2C9, CYP2C19 Z#5E 45 Z &b - T

W5, DEHZERI O MR 2T S8, FEEI T 258 TSRO &SN NE L 72 5

ATREMEM B B 1Y,

=)= hLLELEY FFEAHTTA T aF Y —b (CYP3A4 PHER) Xixh L ~E
(CYP3A4 FHEH) L JfE G L7 D=L~ FLIAEALKRY hFEAD G, LOVAUC 12535

WL LR R AU FIORT S (GMEAT—H)

i

AILNTEEURIEA FSaFV—ILAZILT FLILEILERTVY M EIILQOEYEIREIZRIFT BEE

=

o
&

- KIMEE T A — 2 D (%)
EH N NV —
. (PRI G HAIER ) (90% (3 FE X [H)
N N =)< hLE =< hLLENL U rFEN
GLE brAR% N/ R FEL Coon AUC® Coas AUCP
< 300 mg 56. 82 44. 50 25. 59 16.57
7;’;1/? 1A 2 300;%/%0; "& 19 | (704, | 33.77. | (18.76. | (13.32.
(16 [F1#%5) 68. 62) 58. 65) 34.91) 20. 60)
P 200 mg 300 mg/100 mg 118.57 138. 82
7L~/°—7—/u 1H 1A 1B 2@ 11| (112.50. | (129. 25, NC NC
(8 [rl§5) (5 [l 5) 124.97) 149. 11)

a. BN OEAIE 100 (%)

b. NN EE Y AUCEAUC,s, A b T 3G —/b : AUC=AUC,,,

c. IR BENIBEGHESHENSG IS HAFEC1I A2 300mg FTHE (1HE~3HHIZ100mg % 1
H2m&E, 4HE~7 HEIX200 mgZ 1 H 2 [E#5)

NC: HH LTy

) AFNOERBEIN-HELROHEIZ= L= FLLEL 300 mg XY FFEL 100 mg 2 1 H 2
FE5ETH D,

=< LV EALEY NFEAFHATFCTIZY T4 (CYP3M HE) XIIXEH T (P-gp DH
B) LR LT-EEDIF Y TANIIZEHT T D Cpy RN AUC (26T 5 B8 4 304 L 7=
FERELLFIORT Y GMEAT—%) |
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ZITFLUILELRUY) FFEINZIEYSLRIITEN FSUDOEYHREICRIZTEHE

- HMENRE T X — 2 D (%)
" o |_BERE AT Q0%
N N =)< kL)L EL/ .
Pf 2 Pf 2 SRR Coox AUC
I 2 mg 300 mg/100 mg 368. 33 1430. 02
AT (K [alg5.) 1Hz[M9E&5)]0 (318.91. 425.41) | (1204.54, 1697.71)
e - 75 mg 300 mg/100 mg 233. 06 194. 47
FEH b7~ (Hila]f 5.) IEM]B@&5)24(NZM\M5M) (155.29, 243.55)

a. EENRRWEAIT 100 (%)

2. EYRERI/NT A —4

(1) fRrAE
J o a = kA v MigRTE

(2) WRAREREEE 2
U L

(3) HEEE T
AR L

@ 2IVFSURY
RN 12 Bl =/~ R LV EL 300 mg 2 Y R E/L 100 mg OFH FCHEROK G L& &0
== ML ENVENY M FEAOROZ U T T A (CL/F)IXE 413,06 L/hr TV 27. 78 /hr
Tholo UMEAT—%) .

5) HWBERY
R A 12 Hlc=1~< FLLENL 300 mg & VU R EL 100 mg JFH T CHEEORG LZEED
== MLV EAVENY R FELD Vz/F OSFEEIL, 3 F4109.4 L TV 234.0L ThHho7= O+

EAT—2)

(6) Z0it
AR L
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3. B&H (REaL—>av) @

(1) fBWAE
—KEINEEGTe 2-a L R— R AV FET L

(2) 185 A—S EHER
FHEF PK =5 L121%. CL/F B ONV/FICH LT, ZRFN 0. 75 O 1 ICEE L3587k
E (/\“*—7\5/1) :/> DT 1 A ]\ U yﬁ%?\/v%%ﬂkﬂﬂf:o

4. R
L L
5. 4
(1) i — AP @B
LB L

(2) mE—FRARIPIEBYE
LB L

(3) Et~DBITH "
=)= hLLELDE S ~OBITIEICOW TR TH D2, Y b it MR T A~BIT
THZENREINTWD,

(4) BEA~OBITHE
LB L

(5) TOMDMMADIBTH
BB L

(6) MIFEAIEEER?
== FLJLEL B MISEREARBSRITN 69%
U b e b MIEE ARG RIS 98~99%
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6. ft#

(1) RHERLL R VR BHR R

== hLLELEZY R FEAL TG L&, =L~ P LV ELOREINILESN D, EEE
A=/~ FLLEL300mg 2 Y FFEL (1[E100 mg 2 1 H 2[E) AEH T CHERRA#KS L
7oL x| MAERICERD LN EKIBEY T L=~ LV ELORBIRO IR TH T, 728, IR
RO ZIIBR B SE DN DT 0B bz P GEAT—%) |, el iR, kR

L VAECLRBEP M BELH-ED 12. 1%, OTXTO7 v REFRHDIHE BEHED 1%ER
i) Wb b, M8 ITEEGED 4. 2% 08BN,

NP7 ay—2%&HW in vitroi®BR T, U M EIL 58, 7% ~60. 4% R S, FEIZ
FEH OB A2 BT 5 2 LR ST, RERTEERE I "CHERR Y N e O T e LAl A B
BRSO BeE- L, IR, P OMRBMERE LR R, REMEKROFEIC 4 FEOBRL B D iR

ni- 14)
— o
R F
FA;
o O\ N
HN
\\(O o
o
urine «—220% >\ \ H\ - I feces
TN S
H N

¥

o
NH 420 - PFO7321332 < 0% o_OH NH
HoN
N HN
& %
>\\\( (L 12.4% \\( ?
N
o FF . OH
HN
o
M8 (PF-07331782) \\( o
? "\ m/z 519

<‘N¥ “"SoH

M5 (PF-07320267)

M7

ZILT P ELDOHEE SRR HHRE

(2) RBIBEETIEE CYPEH) OLFiE. FE5EX
Invitro B 6 ., U hFEAHEMFHA T TIZ=/L~ F LILETEIZ CYP3AML TRFT SN D Z &N
RIEENTZ Y,
in vitro®ER T, U M ELORGEIZ T CYP3A 2 TN CYP2D6 23R 534 = L&z 9,

(3) NEBBNROHRRUZOHA
LR L

(4) KEYDOFEOEERVEEL., FHELE
% HE RS L
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7. it

U M FEAEZH LI L 2=/~ N LV ELOTEREIRKITEIRETH Y . =/~ F L/l EJL 300 mg
(RRAOBRENR) 2V FFE/L 100 mg (181100 mg Z 1 H 2[@) GHH T CHERROEEG L-L X, #EW

PRHN G EN NG EOK) 35, 3% % TN 49. 6% O3 BHEWE 3 et iz, BRfttrR o =270 3K R

W=/~ N LIVEREILATH Y . MRS 2D BOREM R Sz 1P GHEAT—

2o

TR BEPRBRE |1 YO AL Y R ELD A LA 600 mg A EERR OEE L-5E . B4 148 R E

TIZ, B LTEHERED 86. 4% 3 # A~ 11. 3% BIRF~FNZh et Sz, £7o. REEKD

33. 8% MHEF ~, K 3. 5% MNIRF PR S = Y GHEAT— %),

1B ARNOAR SN AELOHEIT=L~ MLV EL 300 mg KOV MHE/L 100 mg 2 1 H 2 [B&5-CThH 5,

8. FSURKR—A—IZEAT ZIEHHR ®
InvitroRB)H 5, =/~ FLJLELITE N MDRL (Pgp) DEE T Y . BCRP, MATE1, MATE2K, NTCP,
OAT1, OAT2. OAT3. OCT1, OCT2. PEPT1., OATPs 1B1. 1B3. 2B1. 4Cl @B L 72 5 ho 7=,

9. BEIZLBBEER
BRI L

10. HEDERERIHEE

(1) BHEEEETEE GIEAT—4%)

% (eGFR 60 mL/min BA F 90 mL/min AJifi) . "F5EHEE (eGFR 30 mL/min LA 12 60 mL/min AJ#i) KOV
FEE (eGFR 30 mL/min AJif) OBFEREMEEREIZ=/L~ N L /L E/L 100 mg Y R F EJL 100 mg fJf
AT (=4~ b e Lo 5T 12 FEfE, #5RE, #5412 K RO 24 REfIc e 5 CHER O
B L& EFABHEL AT DMERE L LT, =/~ F LIV ELD Cpy SOV AUC, ¢ D
B Tr S (] SEAAII I, BRI D PR RERE S ER T 30% K TN 24% ., T oD B RERE E R TlT 38%
RO 87%., DB RERERE E R E Tl 48% K1 204% @0~ 1=, (TV—4. FVER OV EICEET %
R 7.3) TVI-6. (2) BHgRefEERE ] OHEMR)

BHREEEN LT FLILEILOEYFEICRIZTTEE

1B 72 B i RE WAL REPR S | ARl EEER ey Tetaes
(n=10) (n=8) % (n=8) (n=8)
Crox (ng/mL) 1.60 (31) 2.08 (29) 2.21 (17) 2.37 (38)
AUC;,¢ (ug-hr/mL) 14. 46 (20) 17.91 (30) 27.11 (27) 44,04 (33)
Ty (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)
tip (hr) 7.7341.82 6.60+1.53 9.95+3.42 13.37+3.32

T @ FRAE GEEDH) . t12 0 BEANTIE LAEER A, T OMONRT A =2  BAPFIE (V%)

E) AFOERBEINT-HELOCHEIZ=/1L~ FLJLEL 300 mg LY FFEIL 100 mg 2 1 H 2 [H]
BETHD,
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(2) FFHgeEEEERE WIEAT—4) ©
AR RE DTS RERE E B (Child-Pugh 7538 B) IZ=/L~ FLJLEJL 100 mg = VU FF E/L 100 mg
OFHT (=4~ R e Lol bl 12 REE, 5K, & 54% 12 R RO 24 FEEIC & E:) CHLE
BAOELZLE® =< b LIV ELOBREREITIER RIS E L A+ 205 E LIREETH - 7=,
( Tvi-6. (3) fFgkter®EEE ] OESHR)

FFHEeEENR LT FLILE L OEMEEIZRIF T HE

B 7 FRE (n=8) | EENITFH#REREE (h=8)
Coax_(pg/mL) 1.89 (20) 1.92 (48)
AUC;,; (pgehr/mL) 15.24 (36) 15.06 (43)
Ty (hr) 2.0 (0.6-2.1) 1.5 (1.0-2.0)
tie (hr) 7.2142.10 5.45+1. 57

Ty : FPORAE REDH) . 10+ FACTEMELARERE, ZOMODRT A =2 - BMFEE (CV%)
HE DN REIEE B 255 & L7 ERRBRIT M L Ty,

E) AFOERRBEN-AEROCHEZ= L~ FLLEL 300 mg KOVY FFEL 100 mg a1 H 2[[
BETHD,

(3) NREE
U ER R L
<BE>
BN O RHE RIS ENREE 7 L} OV N ORE /347 2 FV T 12 3k BA B DREE 40 keld Eod/NRLAR
FH U CHER G HECTAAIZ&RE L- L 2o IR T =/~ F L L ELDORER
EHWELI- LA RATRD N =1~ F L L ELORGE R L MRFEREIC/R D EHE
S, IVI-6.  (7) /WS OIESR)

1. Z0ith
AR L
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VIII. &2t (EALDOZESF) ICETHIEE

BHEOIEFIR

AHL, ABTHHIEXZBSNLZIOTHY .. REBRKICEVTHEIMNE, T2, REICRIERIIRS
NTHEY., 5ISHESBE/REWNESRTHD, TDEH. AFOFERIZH->TIEH, HohLHEEXZ
REEIC. TOFLVICAMERVRERICET 2FEHRETDCHAL, XEICLHIREZEFTMDL
‘BT D&,

1. EE5RE L ZTOER
PRE I LTV

N
N
*

ERRBEEDER

2. BB (ROBHIZIFH/ELAEWNI L)

2.1 BEIDO RS % Lo OBEEIRE DO & 5 B

2.2 WOEKZHEE5HOBRE . 7ovaxihh Eaxdha, =L Y S X 2 BALKERE.
TNV, AVAPALEZ ARV I TEL=UE L, 2Ly, TIAH
0 UMM, T DOVIRERREORTIY, T VA = RERERE, T aoRT = UHEIRIE, =
URREEEEKFIY . U oR—a XY R FhH T raL, THELVY VR, VTR T
nFrkvl VIV RUERE, EEVR, ARLXY U b, oA X I AR - K
BTz e ATRELT T, mIX M) =LA VR, Y Rro L343
VAUIVEREE, ATFNTNNTAA N LA VBRE, TRV ANRT T UUVERE., v
NTFT T 4N 2 (VNTFA) [ ZXTT7 40 (T RV | VT 7 o VIR
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0.2 1 BH4EEEENDHHEET, ALEFUEBRETDESE

BHELRNZ L, areFromhEENERTIBZANH S, [2.3, 10.2 ]
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PLT (%) 15.6
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ME VLYV (ng/dl) 0.5
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TIVT 2 (g/dl) 3.2
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IAREIN;i=
<SR >

FEIRS LR S5 I/ IMAHFRER  (C4671005 3kBR) TRO OLNZBWERAICE S&, AEAFRE LT,

F 72, EBUEREES O EIEF OERIRDLUTIE-D X CCDS (Company Core Data Sheet : B3
BF—4y— ) YIOBEENENER E LGRS SN2 005, 2022456 A2 NBBEUE] O
R LT-, £70. CCDS IZHEs. BEEARIWER & L CEREINTEZ &b, 202249 HiZ THE
il BRI ZiBRL LTz,

% CCDS : ZZRMEEBHITI A T, 2T E., AELOHE, FEEZ L ORGICET 2 ZotofF
WREENTWDRET 7 A4 P —H0NERT 5 CE
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SEHENEIRCHRBEHRERVBRRREEREE -

[EBE L[R5 I/ AR (C4671005
—ExR

REr T — Ay A7 2021412 4 11 A) THROLN-EIWER

RIMEH OFEE

RIVE I FEERE G (%)

BIEHAE (N=1109) 86 (7.8)
PR R 55 (5.0)
R4 53 (4.8)
FEIED E W 2 (0.2)
FIEPE 1 (0.1)
MR SERA 1 (0.1)
Bl 31 (2.8)
T - B 15 (1.4)
B 8 (0.7)
M i 6 (0.5)
HIERE 5 (0.5)
R E R R 2 (0.2)
4% 1(0.1)
M PN R 1 (0.1)
N TS 1 (0.1)
2] 1 (0.1)
JHNEE R 5 (0.5)
ALT 5 5 (0.5)
AST L5 4 (0.4)
B & Je OVRZ T AR 4 (0.4)
595 2 (0.2)
Wi B AE 1 (0.1)
BTG I 1 (0.1)
W, MR K ONfEbm bR 3 (0.3)
Le»o<Y 1 (0.1)
J R A Rk 1 (0.1)
PR K] 1 (0.1)
1 R R 1 (0.1)
o S S B OV L i 2 (0.2)
5 AT 2 (0.2)
SRRV == 2 (0.2)
I A R AR A v R 1 (0.1)
I AR R AR A L BN 1 (0.1)
MR OV RS 1 (0.1)
EHALERSY b R T 2 F R 1 (0.1)
H RO REE 1 (0.1)
[EHAPE 8 F 1 (0.1)
Lol PR 1 (0.1)
e 1 (0.1)
FEARRE 1 (0.1)
- 1 (0.1)
R B OB 1 (0.1)
BAEIR 1 (0. 1)
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9. BBERBRERRICRIZTHE
PREZ LTV

10. B=%5
PRE I LTV

1. BRLDIE

14, EHLDEE

14.1 ZXRFARBFOIE
(RFmrbEy RNy 7)

14.1.1 >— b 1 BUZiT@E HE-HEDO 1 By GILROY HO 2 [B15y) D=/~ kL ELEE G
4 88) KOVY MFEEE G2 8E) DNEEND, PEEOBFEERERE KT HE - Hi
DI &= 5E, IO HFORASZERENNL, =L~ hLILEASE2 8D S D | §Ex
BB, BYBRW-ETCER O — L2 50 M Tasf+ 52 &, [9.2.2 B8]
(ot y K% 7 600, 23zt y Koy 7 300)

14.1.1 P2 OBHEREREEBRE IS LTI iF oty RNy 7 300 24884645 2 &, [7.2.9.2.2
Z ]

14.2 ERRFBHOFE
(RFrbvy RNy 7)

4.2 13— 18I2iE 1 B2y @IKROA O 2E%y) BNEaEnsizw, 1 ENCIRTT N §ER %
BEIHRET S &, £7o, PEEOBMEREREE DL ST 2 HiE - HENLG SN BEIC
E = OB ARERERDEI N TS Z i+ 5 28, [9.2.2 53]

(RNFrEY Ry 7 600, SFEEY K%y 27 300)

14.2.1 >— M 1KICIE L B @RS O 210045y) BNEEND720, 1ENCIRAT & 8241 %
BEIHRET L2 L,

(RFaby KRy 7) RN OFa bty K237 600, /3% by K%y 7 300)

14.2.2 PTP WEEDOFEANI PP > — h LBV H L CIRAT 2 LK 59 fET 52 &, PTP v — b D&
RIZE 0 B ERSEIERE A L, IS E B 2 L CHEBRIRAR S O EE LA IHE
BT HZENDH D,

< i >

14. 1.1 PEEOBMRERERFICB O THEICRMEND L), RHEERE L,

14. 2.1 AANL 2 FEOSEA ZMHAE DY TIRHT 23K TH L7 MU S b & 5 FE
BT 2LH, REEZRE L,

14. 2.2 AR OEEFREIL PTP @2 TH D728, THRCHEEMEIC IS < RIS SCEE O ER
WZHTZ>TD QA IZHOWT] CERL3LAE 1 A 17 BAHT HEERE 54 =) QA44 [THES X, AKIE
FRRE LT,
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12. Z00FE

(1) BEERERIZED 15K
FRIE STV

(2) FEBGEREAERICED < 1FHR
REESH TR
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IX. FFEREREAERICEE Y HTHE

1. EEHER

(1) ZNFREHER
VI FEFBUCPES 25 E | OHEM

(2) REMFEEHRR
=)< kL ®
== LIV ELZ Wistar Han 7 > MZHERE O G L7 EROMRERE & Ol 123 2 1FEH
Ze i L 7=,
MIRBERE DRI CIX, & 6 BIORET » M b7 b 3RHCENEN 0 LR : 2% (v/v) AU VX
— k80 KTr0.5% (w/v) AF Lk —2R 4000 cps Z @ defliZk] . 60 X% 1000 mg/kg D=/~
FUAELEZROES LT, =4~ hLVEVEK 15%D MBE 25673 5720, 6 FlORET > K
WO IR HREERERRT, =/~ R LV O EHEREE [R&E0O MTBE (150 mg/kg) Z AN L 7= At
Z P55 U C MTBE O 288 % 514N L7, &5 1 REfE#4 12 FOB FEAl 4 Sk L. & DEAIZ 60 MO E &
Y B RS R & E & JEhE L7,
JFERE DR TIX, 6 BIOHET » "B 725 4 BECZNZEIL 0 (FABERHIR) . 0 (MTBE %FHR) | 60
X 1000 mg/kg D=/b~ F LV ENANEROFE LT, 5% 6 RHICHz0 27 LV AFES Z
7 4 VT B, IR OV R s s A JE LT,
FOB /3T XA —#|Z 1000 mg/kg £ TOHO=/L~ h LILELOEIIZRD 5o l-, HEEBED
AN CIE. TABERHFREE L s LC. =/~ F LLEL® 1000 mg/kg BECEHEEAR O E D 5 43R
\ZHEEGESE) ORI OW A BRI O etk D 30 43 [ KRB J OV [EE S O S [ D
HIMMAFRD BTz,
JtiFRE DFEAM TlX, =/~ b LLEL® 1000 mg/kg #E T, #5144 40 4375 160 43 O AR
ﬁtmﬁbfﬁwﬁﬁvﬂﬁ@ BRminL7,
MTBE ﬂﬁ%’:’ﬁi (150 mg/kg MTBE) (Z&WNTiX, FOB, H¥&IEE)&E IIFFEK /T A — &2 MTBE 12X %
AR b o T,
7/%%mwt14aﬁ&§%ﬁﬁ%®ﬁ%15 BT DHEDKIREE Cp IZHS< & 1000 mg/kg
KON 60 mg/kg (NOEL) Z#H5 L7zt DBRFERIL. b MUGEHEZR G LEZEED= 1~ L
JVE IV DRRIREE Coa DENZIN 235K N3 5 5 TH -T2

AL\Iﬁl BA~DEE LM AT, —HD in vitro, ex vivo KN in vivo 3RER A F5i L7-, hERG
mﬁﬁfi\ﬁwVLVWEW%ﬂmmdﬂ@%ff%ﬁbt&% P Iser FREE (0.5 + 1.2%)
L ThT D TIEH 20 MEICAEE (p< 0.05) 72 hERG BHE (12.6 + 0.7%) WiRD LI
7273, 30 umol/L &M L7= & & ® hERG PHLE (4.3 + 3. 7%) 1IMEHANCHEE TIE/eh > 7=, hERG
TV T NERICT D=~ b LV EAAOFEEHO 1C EITFE M LA > 7223, 300 pmol/L (k&
MIBEHAEEZHRG Lt &D=/L~ F LLELOIEELTRC,., D 163 1%) & kRl & HEE Sz,
ENNEY RO LT 7y RATZH#ERLET VLTI, =A< LV EVE, BRE L7z
DOIREE [Fem 100 pmol/L (B MIMREHEZHRG L2 & 2 DIEEERC,, D 51L1E) 1 12BN TH
DERE (+dP/dT, ZE=E K OVEBIIRIETTE) XX OMEE (PR, QRS & O QT MIFE) (SHRHOICA &
R ERIFE S Dol 7 v DA L KRB OIEARIZONWTT 4 v v a2 E i
FHETCIE, == B LV XD | xR & R U TR RIS B DD I AR AT 7 ifn 2 SUHE P )
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AFBD BT, 10 fEIE 50. 3 pmol/L TH Y, ZOWEFL, & M=/~ LA EL/Y R EL
OIEFEHE (300/100 mg 1 H 2[A]) Z2&ELI-EED=/L~ LV ELDOIEREAT C D 26 5T
Holz,
@m AR L LT, M L2 GLP AR O L L7z, ZORBERTIX, 71V A MU —
M LT HEO ERRFE Y- LI =L~ FLLELEZ 0, 40 (20 BID) XU 150 (75 BID) mg/kg/H D
%%fﬁmxﬁwﬂ~?$4ymibﬁﬁb\@E&ﬁ%%2ﬁ%%hbtof%%%ﬁ%®m%
T—H G, =< hLL 1:“/1/75: 40 (20 BID) mg/kg/ AOHETRAOKEG Lz x, HELE
WD T A—H T %wm HOLNEoT-, =/~ N ENLE 150 (75BID) mg/kg/H D
HAETRE L XIC m%ﬁ@14@mif®ﬁ9#@@&@%0%Nmooﬁﬁ_;b%h
W%%\mﬁﬁﬁwﬁﬂmﬁmiﬂ(ﬁkfﬁnm@;mmﬁ&5%0%~55ﬁﬁ(#%%mr
DFH) R OFEFE L% 7. 256~9. 00 FFREIZERD ST, #ME# 544 0. 75~16. 00 BERE]IZ RR FEIFE O 4L
£ (K TH+b2msec) DFRD LAV, FREA TOAERAD DA b2 & & —F L T\, #IFEERS
% 0.75~9. 00 B2 PR [l (+3msec) M ONQT R (e K T+13msec) DIEENFRD HIL, i
W, DA DD TR D TIRI7R AL B 2 Hivtz, QTc MIRRICIX, #IElEE 5% 7. 25~16. 00 KEF[H
\ZHERE (-7 msec FCHEME) BROD LN, =/~ hLILENLE 150 (75 BID) mg/kg/H DHET
WEL-E &, WEEE% 0. 75~9. 00 EF[EIZ LV+dP/dtmax HIET (364 mmHg/sec £ TIKF) L
7o PIEMEIZ T T, YIEEEG% 24 K DANISIE SR IR A2 5 LT L&D L~ LICEIE LT, 2
®ﬁ%?%%hﬁﬁK?—&(wom&g&ﬁﬁ)&U%w%%mk155ﬁ&5%ﬁﬁ%@ﬁ%l
ivéfﬁa>5f % (40 mg/kg $H-KF) 1THAD< & 150 mg/kg T 40 mg/kg (NOEL) % 5
Ltk%@% B, b MZ== ML EN/Y R ELOIEFER-E (300/100 mg BID) &5
L7zl ZZDO=)b~ FLILEJLORIRE C.. DFNEN 4 T{ER 0. 54 (FTH o 7=,
U hFELD
U N ELO—BEIEEER 2 et LIoRG R, iR, T5Ra%. IRt 3 2 Rt~ & {E
I onemoiz,

(3) ZDithDEEHER

=)< kL ENL

(zBiE®)

LM EOIREITRIE SN TV DHIER (G X /8 BB RIK, A 4 F v, FT AR

— X =R R L) 2ETAFRIERNIKIT 2=~ NVIVELD in vitro A 7 % —/4 v h3E

ﬁﬁ%%ummdﬂmgffﬁﬁbto_@ﬁi WO LTH 50% %8z 5 iEME
RO Te, TORMIIZHW =L~ FLLELDOREIX, & M=/~ L EL/U |

TE»@%%%%B%A%m@fMED%&%Lk&%@#%%ﬂ%ﬁQ%HWM=L%meU

D51 ThoT,

Navl.5F hU U AF ¥ )b (=27 ER) L Cavl. 2 BV T AF ¥ RVOEBRICHTH=L~
N LV ELVDED IC HIXW TN M LIRS E Th 5 300 umol/L & EEIY | Z ORREX

b MIBEAEZEE L L 2 DOIERAR C D 153 (5 Th - 12,

11 fEE D PDE 7 % A4 7 (1~11) 1Z6T D=/~ b LIV ELOMERME GG L7, 10, EIdk

L7729 _T?D PDE 474 A FI2BWT 200 pmol /L (MFET L7-ikEieE) Z EElY . ZO#EEI
MIBEEHEZEG L2 & EOIERER C D 102 5 TH o T2,

HEAER

(1) BEEHRESHRAR
— )< kLB
LR L
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U rFenn®

< U ADOREOE G D O BSEEITHERE L § 2500 mg/kg L ETH Y | FIRNE G285
HEWS DO EHE B I 1T 65 mg/kg, MET 80 mg/kg TH-o72, 7 v bOREOEEIZ L DM OESE &1L
MERE S 3 2500 mg/kg LA ETH Y . FHIRINEBES TR E ¢ 35 mg/kg THo7z, HREOHLET 320
mg/kg LA b (= R) | EARNE LTI 20 mg/kg (7 v b)) LLETHRMERR~OIER & Bbhd
HIREEMC T, BE AT, IRk, PR ORI PR N B 5-1% 24~72 FERILAINIC A BT,
TRITH R 5 XD aEERBROERTH D,

ROARUVS Y FEERSEEHBRAE

B R | #%5#% i

s 5 & (mg/kg) M

w, ) | WIS D EBE ST

- % g | 200 320, 500, 800, i > 92500 B SEB OME T, BT, PR

(crl ; " 11260, 2000, 2500 | | >2500 | oo, AR, MEEL. IR

CD-15A, oy | O 205 35+ 50, 65, i3 65 EEB O T, A AT, TR

4-5384) " 80 i3 80 OB, IRERZEH, R MR

B SER O T BH AT, PR

S . 250, 500, 1000, >2500 . . § N

TIE [ e i | ey | B AR L B

0 ; : ; ; TEHR. R oD R 15 Yy

634 ey | O 20 39 50, 65, i3 65 ‘s%a‘z@mm\ SR AT,
80 IHfE 80 B, IRERZEH, JEEN, JiFE

(2) REHEESSMHHER

=< RL/ENLD

WMERED Wistar Han 7 v MC=/b~ FLLELZ 0 (ABEHR) | 60, 200 i 1000 mg/kg/ H D
BT1HLIME 5 ARES LU CTEEROTK 254l Lz, F72, 2 BRI OREII A 3% 1T CREIEE
BRI L2, =~ b UL e BICBE T 2 UL B U I A LT, KREE S =
B EN N IRRF R E CIE B IZ A b o 7o, =L~ N LV E AR 5B 5 — iRk EED
e LT, BEHIETFTH 558k 25 H~28 HICHEA2IE (60 mg/ke/ H LA L) K OMRME (200
mg/kg/ H D 16K 1000 mg/kg/ H) A HNT-A, FEEIFELRE K OYEEMMZBRE TN D
OFT RACB#E T 2B IT A LR o Tz, MIRFHIRRA T 200 mg/kg/ H UL D MERET H &K1
7 Al INRE DI CRERREE D 1. 12~1. 28 i) A3 LK EEE f A C 200 mg/kg/ H DI Y 1000 mg/kg/
H Ot CHERIFHI7: PT B (1. 06~1. 15 f%) BALNTZ, b OB LIE—RIREDOE(L K Y
FRERRARR F T 7 & £ RS TRRCIZRIEME 2 7R Lz, T X COBKRBEREICE T S
ZAbIX, ZOREN/NEL, —\ETH Y | —BIRIED LA QYR B PR L& b7 o 72
D, BHEFEMEROZ LWELEE Z BN, k., FIRRE O TERKR () THLNIR
PRARRRZROPT FE, IR T, MO T X TOHE KL OBED 60 mg/kg/ H & Y 200 mg/kg/ H T
[B178 L7z, D 1000 mg/kg/ B CTiE, AFIREEOHEM (1. 11~1.20 %) & BSE#3 2 AP, BRIR R
OV TR O J5 BRARGR AT LA B 2o U 7=, EREC 7 A 7= il o3I AT /L, ARSRIRT
W THICEME L7z, NOAEL i@ AfETH 5 1000 mg/kg/H TH Y. Z D NOAEL (ZHT D Cpp KO
AUCy, IE, B MZ=/r~ L LEN/VU FFEJL (300/100 mg BID) Z##& 5 L7zfEo =/~ FL L b
VD Cppy MY AUCy, DZENZEI 14 EL D10 ETH T,

WEED T =7 A A=~ MLV ELE 0 (BEBEER) | 40 (20 mg/kg 1 H 2[A]) | 100 (50 mg/kg
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1 H2MR) X600 (300mg/kg 1 H 2[a]) mg/ke/HOMHET 1 H 2 [0 28 HIERE N5 U CHptk 27
L7z, F70, 2 R OWSEIIM 2580 T CRIEM: 2 59400 L 726553, SEBRHEIEH, ~CofmidAaqf L.
RE, BAEE, DERST A—2 (OEGFEONT RR, PR, QRS, QT &N QTe fFRE) . LERER., IR
BRPAIRART R, SEEE. FIRET L OB AR AT L Ic VW T=1~ R LL eV 5IZE
HUZHEIILA LN, B I b eh o7, BT 5 —REDZ I, 600 mg/kg/
H CEG-% T W@k 2 A B - BRI DO CTh -7, =/~ b LILEARS(CEEES S
FEARRERRR A OFTFLIX, 600 mg/kg/ H OWERETAH BT ALT (BE5-RiffE & bfig LT 1. 63~3.53 fi%) .
AST (2.68~T7.41 f£) RO7 47V 74 (1.20~1.91 ) O LEROHBTH-T-, 747V 7D
FFIIRRE T L AL, FOREIX=A~ B LLVEAMEEREThOTNIRE -T2, b0
A, EOREINNE L, BT 5 —RIEOZ L L OV EGRAA0FT AN DR Dy o 72 2 &)
5O, BEFEROZ LWL EE X Biz, AST KL ONALT 28 B L72HEC DWW T, BG-HIRE THIC
TR L7278 ALT KON AST (2D T DEIEMEZ TN C & 2o 7203, IRSEIARTIRE TIRFIC R PR B AR AT
EOEAITH BRI - T, R BT R EHED 600 mg/ke/H (it LI-&k&HE) Thh, 2o
MEFFMEEICIIT D Cuy MOVAUC, 1E, B M=/~ hLvEIL/Y R EL (300/100 mg 1 H 2 [0]) %
BELIZBEO=1~< FLILELD Cp LY AUC,, DZFNZI 28 5 M N 18 {5 T - 7=,

U rFen®

Zw MZU b FELE L 3,6 5 ARROHESG L, WTFNRORBRICE DT &R GBI Tl
WREDEAL, (KEHIMOIGH], BEERD A A LN, 1 5 AL Lo IZE W TR N R ER
MO T, I, IR, FRBRCEBEENA DI, 3, 6 » AL CIIFSREMRAEM R E 21k
Too NN E RO EFEIL 3 » HRE 5% D 3 » HOEEHIMZIB W THEIE LR o7, £/, 3. 6
HADOEBRGERETIX, ~EZrEy, ~~ b7 Uy ME, RIEREA~OFEL RS ST, B
PEEIX 1 o H R E-T 15 mg/kg/ A, 3, 6 » A& LT 25 mg/kg/ AR EHEE Sz, A XIZY
FFEAZ 1, 3, 6 v H, 1EMEARES Lo, @G B CIT—BIREOE L, RESEINEEH,
gD B, T > M TR LT R SRR S G 72y, BIERBRICE Y 2 b o
WIXEE Lz, 72, A X TERIROEFITRD bienoT-, WEMEEIX 1, 3 » ARESE T 50
mg/kg/H, 6 » HREHE-T 10 mg/kg/H, 1 F-REHT5 mg/kg/H & HEE Tz,

(3) EfnEHAR

== LN ®

== R LVEINZOWT, M 2 WD IEIRZEREFGAER, in vitro YRR EHRERAE (b
N U o IEERER TK6 Mlfa 2 W D/ NZRBR) YT » R &2 W in vivo /IMERRERIN B 72 5 —H D
BRI EZ I Lz, In vitro BBRIZT T, @HIND A FT7 4 O LRI I3HI
BED L UEREMEIC L0 HIPR SR E 2 SR & U AMRTERGENE ML R D FE T R OFE T
FEFCEMUZFER, =~ ML VEIIL, in vitro XX in vivo DWTHOREBRIZBW T HIE
REMEE RIS o T,

U hFELD

PILERTE M OKRGEZ AW EIRZSR A BRER, v MY U oSBRE D m et R BE35R
~ U AFHMEE W~ 2/ NERBRE O T R T —<BBROoWnT BN TH Y P
B RIFIEITRED Hivien-o 7=,
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4) NARMEER
=)< ke
BB L

U rFen®

~UA, Ty heHWERBREEINLTWS, 7y FO 3 p HERROKEGRERICBWN T, FEH
B ORBEMSMRE CREGE ERGIRAR K, MEEZENE, IRERINSOEMEMRORMEABIER SR
oo AXD3 5 H, 61 AMEGEHABRTIXIRO R ITRO NRholc, Ty D3 5 HKD6 »
H 8 10 8 558088 |2 0\ TR B 2 01 S MERT R . B EEsE 58D iz, 4 XD 3 % A
L6 HIEGREBRTIE., &R CITEERN & KBRS SN, 7y b3 » AR
BeERBRCIImHEN CE MBS RIC L VEAKRPEEINTND, 7y D6 5 AL T
1 B CIRME DK & BHERRE SN TVD, £ X TIEBIB~OEEIIBE SN o T,

(5) HERERAESMHHRER

=< hrLreEn?

D 7v bERAWEZRELUERKRE COYMRSAEIZE T 5Bk
MERE Wistar Han 5 v MZ=/L~ F LJLEJLA 1000 mg/kg/ H EF TOMAETRAOFE L, MO
MRl R A A Sl L7450, =L~ N LV E AP ICBIE U7yt () . PEERL. %
R, R NRT A =5 (REERELOZIGE) ~OFEW ONCH EUIRREOFT LA S n -
77o == LV ENLKREIZEEST 228 E U CAERTO 1000 mg/kg/H (M) (2R W TIAEYE
MRH BTN, BHEFIEROZ LW LEEZE X bz, KRBRTIX, =L~ L L e fEE
WCBE U 7- BN IR o T2 2 & D MEED — M M V2 ﬁ% (B9 B MM BT s
FE 1000 mg/kg/ H THY . ZOEEEMEEIZEIT D Cpy LOVAUC, 1X, B M=/~ FLLEL
/U RFE/L (300/100mg 1 H 2[E]) Z8E5 LIZERD Cp L ONAUCy, DFNFI 16 5K N5, 35T
Holz,

2) T v bERAWER - BBIRRAICET 23k
ﬁ%btm@wmmr%n7/%c =)= FLJLEILZ 100, 300 X% 1000 mg/kg/ H o & T
W6 H~THR 17 BICRO#&E Uiz, ARBR T, HIET »~ b OFRKRD LI 0 ZEOFEH £ TOMM
W=~ R VELZIREL, =/~ L VBRI X DR T » R KOO « fR IR D5~
DREZFM LGSR, =~ N LV E AR GICEE LB ~O@EEIEA LT, £, JF
BEONTE NG A= JRIRERET TR oo R, W%&Uﬂ%“@%@%ﬁ%ﬂﬁﬂoto
PLEORER D, RENW) O — M L OVEFEEMENE N - IRV A F o k3 2 e & i3
%%%T%élwom&yﬁﬁﬁb\:@ﬁ%T%K%HéCm&UMMMi S N hal=y PRl N 2
JLEIL/U R EJL (300/100 mg 1 H 2 [R]) Z##&5 LIZFEO =L~ K LILELD Cpu SOV AUCy, D
ZTNEN 2 fER 9. 85 TH -7,

3) UHXEHANWR - JRIRREAICEE T AR
IR U 7-MED New Zealand Whlte T FIZ=L~< FLJLELE 100, 300 XX 1000 mg/kg/ H DA
BCHER 7 B ~4THR 19 RIS O #& 5 Uz, ABRCIE, R T X OEKR» S N ZEOASHE T
OB =L~ FLVENLZIRE L, =L~ b LV ELEEIZ X AR Y 5 L OWR - IR D%
BEANORBETM U R, =~ b UL e VBB U 7= BB O R B I & O b O
B T A 1000 mg/kg H TH LML=, MBEEE OZEITNE AKE~DEEBERL LN h->T- 2
Enn, BHEFINEROZ LWELEEZ N, =~ N LV EAERGICEET 53 &
LC, xPRRE L i U CHRIRRE O T GHREED 0.91 f%) 723 1000 mg/kg/ H TH- LTz, =/b
~ b LV E B L B OFIRRET A, SRR AN E NT A—4 R IRARFERIE NS
WosNE, NIER VBB ~DOEEIIL N> T2, I O — kM L OV I BT 5
NOAEL % 1000 mg/kg/ H &% 2 HiLiz, IR « JEVEFAIZEI 5 NOAEL (ZMEIRIAEOIK T3 A bz
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Z L5 300 mg/kg/H (B R CTTPEIID Cpuy L OVAUCy, D 10 5 N 2. 8 5 DIRER) Th ol
2, = R UL ENAEREICEEE L EEORAENE RIREFE RO - JRIEFE L2 8) 13
FAED 1000 mg/kg/H [B M=~ hLLENL/Y M FEL (300/100 mg BID) #&EHEEDFIE S
AV Coay MOV AUCy, (2% LT 24 5N 10 5 DRI TR £ TH LR o7, RGN 2 18R
L L4, 1000 mg/kg/H Tt B M=~ L rEN/D R EL (300/100 mg BID) Z#%
SEL7EBEO=L< L ILELD Cp L ONAUC, 12K L TENFIN 2 EE N I3 FDBREEL 2D,

4) T v b ERAWEHAR KR O A% O3 AT NI BHROREEEIZ B 2 5B

IR Wistar Han 5 v RMZ=/)L~ K LJLEJL%A 0, 100, 300 XIZ 1000 mg/kg/ H @ & TI4E 6 H
~FF 20 LT, 1 B 1 EREOEE LT,

Fo HARDAALE, —MiRig, RE, BEEE, MEHM, 2L OERIC=1~ b LV ELEEIZE
LU EEIIRO b o7z, 1000 mg/kg/ H THERF K ONZFALF O Fy IZEEFHEROZ L
VMATEREINEA~ORB L LT, #&5GE% (TR 6~7 B) ([ZIXAREBEMEN B U223, (IR
19~20 H } OUEIE R O £ 5810 20K AR 6~20 H) Ol ClIAEE N & IR il
LU, IKEA~OEEIT/ L IR T H CHBBEED 1.00 %, R 20 HTLO0T B CTH-oT-, %35
I T T R E IR O BN 1000 mg/kg/ B THEELIIMNCE D - (BE 1~7 H
THRBRED 1. 12~1.18 %), ALK T ETICIEFITE L1z, TN OB L REICITHEL KIE
S, AL 1 B CTREREED 1.06 5, WH 21 HTIX L0755 Th o7,

F, #f8Cid. 1000 mg/kg/ H CHEFLATHIF S OMRE R OKREREMEIZ, =/~ LAV EERGIZE
HY DD HEFEROZ LOWELRFRD bivTe, A% 10~17 H ORISR TN & O 3
HETRD BV, HAEK 17 BICBIT 2 MEEOIREIIFIREED 0. 92 5 & 72 o 7=, [RAETOHAR
17~21 BICBIT DIRERIMNEIHE L CRHBEE L [FRE CTh o722, RETHAR 21 B THIRSF
E LTI o7z GHFREES LR L, BET 0.93 {5, #ET 0.94 1), ZOZ{bix—i@MEcHAR 10
HE CORBEITHBREE FIRE TH-o7-Z &, FBERLAT S [B1E DO JRES 4 5 U BEFLE £ Tix
it Lighhol=Z b, BEFHNEROZ LW LEE 2 5T, F, IROMOFALER 1=
= N LIV EVIR S CREE U 72 BN IER D b v o T,

PLED XY ICHEFEROSH DFTABPRD SN2 b, =/~ hL/LE/L% Wistar
Han 7 v N FoMEIZRR OG- L7z & X0 FO FEW) K O F1 AR IR oA 5il% 412 B89 % NOAEL (3
T H 1000 mg/kg/ H THDH EEZ HIL, Z O NOAEL IZ81F 5 C,, LN AUC, 1F, & M=/~ |
LLeL/ U b EJL (300/100 mg BID) %3G L7ZBEDO =L~ KL L ELD C, O AUC,, DF
NEN 21 FHER)9.8fETHHT-,

U RFeENL®

1) AEURRT R ORI 538k (F > )

BEMWIC, —BOREOEAL, REHMOIME], BEEERD 72 & O — R 5 O AL iER A
T HHEZEELTH, RE~OZEIIRD o T, BiEIEEITHEN CTiX 20 mg/ke/
H. JBIRICIIARRABRICB T 2 xEiEG&EOME 125 mg/ke/ B, Mt 75 mg/kg/H & & 2 7=,

2) B HEGRER (7> h, UHF)
T MRV SRE TR 5 ER T, REICEERN BT s HeAEET 5 L. RIEE
HOWDRLERBIECE DM FRD b, LEGERIE, FEEAR EOHBISRNEINL-Z &
N5, EMEEIIREY, REED 16 mg/ke/B EEXTZ, vHXEAWEZREBRTLREMICE
PR 2N BT 5 HE CHRIEAEN A L, FERSECE N L -T2 Lnn, B
IIEEM . BRI S b 50 mg/ke/ A EE XTI,

3) JEFEM K Ol 538k (7~ b)

JEPEA K O gL 53R © . REEM IR B IS e B s R b BT b A RIS
T HREBIIRD N2 oT=Z Enh, WENEIIR#Y T 15mg/kg/H, HANR T 60 mg/ke/
HEEZ7,
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M ERe L

(1) =04
=)< MLJLEL
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AR AR L= & 2 A, EAVROEREIIEIE TH D 1000 Lmol™ em' & EE 572 o 72
ZEMD, A FLAVEIVINTFERHDO Y A7 EF LW ERRENT,
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X. EEMFEICEYSER

1. HRHIX5H
o HoXFovry Ry XFa by K%y 7 600, SFEE Y K28y 7 300
Frpl kRS BISE, L7 SR ™
F) FE-EMEOMFEICLVERTL L
HRhEsy - =/~ hLLEL
U R e EEK

2. A
24
(MTV=6. RHNOAFERN FICRIT DLEN] DEEMR)

3. BENRETOITE
fr 15 SRR

4. RIEWVEDEE
RESH TR

5. BEMITEM
BEMERLTA R F
<Ly F
ZOMDBENTEM : ¥y Ry ZICKDIBREEZ T DBEESA - BESADTFHEDSH~
RFETE Yy 23y 7 600/300 I K DIEREZITLBESAL - BESADITH
WD TT~

6. R—m5 - EZhE
[A—R5 @ 2 Az kA E b= BANT 2 L
Al 2 3. N7 Y —SEEREA 100 mg, 27U — 7SR E >~ 300, 27U — TR
v M 1332, BV =27 ¢ AUMEHER 500 mg, 7577 U AH 7N 200mg, =NV =L R
Aty b, Y a—/ 38 125mg
1) [SARS-CoV-2 |2 & 2D EYYE] DORhHe XIThH % A9 5 3EHA

1. EREEERAH
2021 £ 12 A 31 A (F&ME)
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& I WEE DAL
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9. MEEXEIZREM. AERVAELEEENFEOFEABRUEZORNE

BARMANA

10. BEEHE. BMERERLAREABRUVZORNE

BARMANA

1. BEZEHM
8 4

12. HELRMGIRICET 51EH
(FoEy R 7)
FEAT FEVEAR AR

(RFEEY Ry 7 600, A% By K<y 300)

AFANE, FRAEHE A R OSSR HT R QNS LU | S RS & [EAE I R AN E oD 5 P R IESE (SRR 18
HEEAEEE SR 107 B) O—#& b L2 AR 20 2B A5 BA SR 5 97 5 (R 20 4 3 A
19 HAF) @ THEERBIMIC ERARIT 5N TV D EIRE ] ITIERES L,

13. &#Ea—F
JEL A= 558 SR A 1] 31) 2 2
. o _ L7 NERALE
W72 4, LI P B ST HOT (ok7) & | T
. . AT LHT—R
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14, RIEHBFLDEE

AR YED — L IEICfE ) BEFIHICOWT (FF54E3 H 14 B REZ 03145 4 )

(1) AREHIOEE TN RN T H7EEICB VT, THRRBRICKIT 5 B %GR AR £ x|
SARS-CoV-2 |2 X D EYHIEDEIELY AV N T2 H T2 AKNOEGNLELE 2 5D BEIC
B35 b, £, AFOEEGRIGIZOWTIRFTONA RTA L HBEICTHI L, 3N
TWADOT, ALY Z>TIHoEET DI L,

(2) ZTavE TARBAFNL, BUEIRTEER D O IEAEITIE DR A =T AR - SKRICE L LT
Wt ZATHY, BAEFBE L VRS SNTEARAOBERITFERTERVWEDOTHLHZ &, 7
B, ARBFORGERFEES D O EREERESE A~ OGO K O OBRWEIZOW T, 4
%, BT 5 TETH D,

[ BeE )]
HAMFERE D —F BT fE S EEFIEICHOWT (5543 H 14 B RER 031454 5)
https://www. hospital. or. jp/pdf/14_20230314_01. pdf

PRl o F oA N REPIEICBITAROFITA LR (RSFa by Ry 7)) OIMMIERICLE S E
PR K ORI ~DEL 3 FEIZOWT (2D 2) (A% (BF154 3 A 16 BEATBE M= v F
T A b ASEGIE R RHEEAS B FE - AR TR AR SRS A S 5 )
https://ajhc. or. jp/siryo/20230315covid. pdf
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XII. BFE&H

1. ELSNETOHRTIRR
HIE(L Y AV R 28T DA K ON2 LA B2 DR 40 kg DL EO/NRIZIBIT 286 HEEE D
COVID-19 |2 Xk ZRYYEIC KT LT, KETIL 2021 £ 12 A2 Emergency Use Authorization (EUA) % Hi

FrL7co BOMNZIRW TR, BINERMZERZ (CHP) KLY

R 2 LB LY, B X7 D

VY COVID-19 DRLNBFITXET 2 AFN OISOV TR E S H S 4. 2022 4 1 HIZERINESE
a7 (BMA) K0 SRfiAd & IRFEKGE 2 IS L7z,
FIEL Y A7 RF 2 A4 2B D) B PO COVID-19 12 & 2 BEYEIZ & LT KET

1% 2023 4 5 HIZ

RERSE LT,

2023 4 6 HBIE, KE, BN, B FZROZEMNETHER AL 2> T,

SNEICE TS FEFTRE (2023 F 3 ARFR)

4 K EU
2414 | Pfizer Inc. Pfizer Ltd
5844 PAXLOVID™ PAXLOVID™
TR 2021 4F 12 H 22 H 202241 H 27T H
F£HH
Vel PAXLOVID is nirmatrelvir tablets co—packaged | « Nirmatrelvir: Film—coated tablet.Pink,
&R with ritonavir tablets. oval, with a dimension of approximately 17.6
é\% * Nirmatrelvir is supplied as oval, pink | mm in length and 8.6 mm in width debossed with
immediate-release, film—coated  tablets | ‘PFE’ on one side and ‘3CL’ on the other side.
debossed with “PFE” on one side and “3CL” on | - Ritonavir :Film—coated tablet. White to off
the other side. Each tablet contains 150 mg | white, capsule shaped tablets, with a
of nirmatrelvir. dimension of approximately 17.1 mm in length
« Ritonavir is supplied as white or white to | and 9.1 mm in width, debossed with 'H on one
off-white film—coated tablets uniquely | side and "R9’ on other side.
identified by the color, shape, and
debossing. Each tablet contains 100 mg of
ritonavir.
”JjJJFTE‘ EUA Paxlovid is indicated for the treatment of
N The U.S. Food and Drug Administration (FDA) | coronavirus disease 2019 (COVID-19) in adults
Zh 5. has issued an Emergency Use Authorization | who do not require supplemental oxygen and who
(EUA) for the emergency use of PAXLOVID for | are at increased risk for progressing to
the treatment of adults and pediatric | severe COVID-19
patients (12 years of age and older weighing
at least 40 kg) with mild-to—moderate
coronavirus disease 2019 (COVID-19) and who
are at high risk! for progression to severe
COVID-19, including hospitalization or
death.
1 Determining whether a patient is at high risk for
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progression to severe COVID-19, including

hospitalization or death, is based on the provider’s
assessment of the individual patient being considered
for treatment of COVID-19 and that patient’s medical
history. For information on medical conditions and
with increased risk for

factors associated

progression to severe COVID-19, see the Centers for

Disease Control and Prevention (CDC) website:

https://www. cde. gov/coronavirus/2019-ncov/hep/clin

ical-care/underlyingconditions. html.
FDA Approval
PAXLOVID is indicated for the treatment of

mild-to—-moderate coronavirus disease 2019
(COVID-19) in adults who are at high risk for
progression to severe COVID-19, including
hospitalization or death.

Limitations of Use

PAXLOVID is

not approved for use as
pre—exposure or post—exposure prophylaxis

for prevention of COVID-19

Mk
P36

=

==A

PAXLOVID is nirmatrelvir tablets co—packaged

with ritonavir tablets. There are two
different dose packs available:

+ PAXLOVID (nirmatrelvir; ritonavir)
co—packaged for oral use 300 mg;100 mg

+ PAXLOVID (nirmatrelvir; ritonavir)
co—packaged for oral use 150 mg;100 mg for
patients with moderate renal impairment
Nirmatrelvir must be co—administered with
ritonavir. Failure to correctly
co—administer nirmatrelvir with ritonavir
may result in plasma levels of nirmatrelvir
that are insufficient to achieve the desired
therapeutic effect.
Prescriptions should specify the numeric dose
within

5-day

Ingredient

PAXLOVID. Completion of the full

of each active
treatment course and continued isolation in

accordance with public health
recommendations are important to maximize
viral clearance and minimize transmission of
SARS-CoV-2.

The 5—day treatment course of PAXLOVID should

be initiated as soon as possible after a

Posology

The recommended dosage is 300 mg nirmatrelvir
(two 150 mg tablets) with 100 mg ritonavir
(one 100 mg tablet) all taken together orally
every 12 hours for 5 days. Paxlovid should be
administered as soon as possible after a
diagnosis of COVID-19 has been made and within
5 days of symptom onset. Completion of the
full 5-day treatment course is recommended
even if the patient requires hospitalisation
due to severe or critical COVID-19 after
starting treatment with Paxlovid

If the patient misses a dose of Paxlovid
within 8 hours of the time it is usually taken,
the patient should take it as soon as possible
and resume the normal dosing schedule. If the
patient misses a dose by more than 8 hours

the patient should not take the missed dose
and instead take the next dose at the
regularly scheduled time. The patient should
not double the dose to make up for a missed
dose.

Method of administration

For oral use.
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diagnosis of COVID-19 has been made, and
within 5 days of symptom onset even if
baseline COVID-19 symptoms are mild. Should
a patient require hospitalization due to
severe or critical COVID-19 after starting
treatment with PAXLOVID, the patient should
complete the full 5-day treatment course per
the healthcare provider’s discretion.

If the patient misses a dose of PAXLOVID
within 8 hours of the time it is usually taken,
the patient should take it as soon as possible
and resume the normal dosing schedule. If the
patient misses a dose by more than 8 hours,
the patient should not take the missed dose
and instead take the next dose at the
regularly scheduled time. The patient should
not double the dose to make up for a missed
dose.

PAXLOVID (both nirmatrelvir and ritonavir
tablets) can be taken with or without food.
The tablets should be swallowed whole and not

chewed, broken, or crushed.

Nirmatrelvir must be coadministered with
ritonavir. Failure to correctly coadminister
nirmatrelvir with ritonavir will result in
plasma levels of this active substance that
will be insufficient to achieve the desired

therapeutic effect.

RIS

5%

WO AEGBNE DI CARFN 2T 5 2 &,
EIEEAESIED
4. hEEX (TR

SARS-CoV-2 12 & % R
(ARERUAE]

6. HERUHAE

WE . AL N2 UL B2 RE 40 kg L EO/NRICIZ, =4~ FLLEA L LT 1A 300 mg
KOV R FE/LELTLE 100 mg Z[FKFZ 1 H 21\, 5 A& 35,

R, HIEROHEIZLTO LB THY | SMEOHAGRIRIL & 135825,
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2. BYMZBIT HERRIRER

(1) EIRICEEI S AR CRERNXE. A—X S U T755H)

RKIZBT DR EOE REHTHBFICETHER 19.5 {147, 9.6 M) OHEOREHEHIZLLT D

EBVTHY, KERMCE, A=A TV THEEITRRD,

(OB ENERZHEIHEEICHATHIE

9.5 1T1F
Ih ATAEHR LTV D AIREE D & 5 eI i, 16 O RN ERMEE RE 5 &l S b
BRI OREETDHZ L, HIRVPXIC= L~ PV EAERE LZERICBW T, KR E
& (AUC) @ 10 fFICHHS T 2 HE CTHRIEEOBANRBD LN TWD, £, HIRT7 v MZY
FFELEREG LEERICBWT, BEREZEBL TRE~BITT2ZERAMESNRTHD Y,

9.6 RELIF
1B EOBEMER ORALRBOAREELZE L, BAOM UIFIEZRFT 2L, =L~
e nrobe I SOBITHICOWTIEIAATH S8, U MFevide MR A~BITT
DT ENRES LTS Y,

H i FLIRNA

EUA

Pregnancy

Risk Summary

Available data on the use of nirmatrelvir during pregnancy are insufficient to
evaluate for a drug—associated risk of major birth defects, miscarriage, or adverse
maternal or fetal outcomes. Published observational studies on ritonavir use in
pregnant women have not identified an increase in the risk of major birth defects
Published studies with ritonavir are insufficient to identify a drug—associated
risk of miscarriage. There are maternal and fetal risks associated with untreated
COVID-19 in pregnancy

In an embryo—fetal development study with nirmatrelvir, reduced fetal body weights
following oral administration of nirmatrelvir to pregnant rabbits were observed

at systemic exposures (AUC) approximately 11 times higher than clinical exposure

KE DA S
(2023 4E5 H)

at the authorized human dose of PAXLOVID. No other adverse developmental outcomes
were observed in animal reproduction studies with nirmatrelvir at systemic
exposures (AUC) greater than or equal to 3 times higher than clinical exposure
at the authorized human dose of PAXLOVID

In embryo—fetal developmental studies with ritonavir, no evidence of adverse
developmental outcomes was observed following oral administration of ritonavir
to pregnant rats and rabbits at systemic exposures (AUC) 5 (rat) or 8 (rabbits)
times higher than clinical exposure at the authorized human dose of PAXLOVID
The estimated background risk of major birth defects and miscarriage for the
authorized population is unknown. All pregnancies have a risk of birth defect
loss, or other adverse outcomes. In the U.S. general population, the estimated
background risk of major birth defects and miscarriage in clinically recognized

pregnancies is 2% to 4% and 15% to 20%, respectively
Lactation
Risk Summary
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There are no available data on the presence of nirmatrelvir in human or animal
milk, the effects on the breastfed infant, or the effects on milk production. A
transient decrease in body weight was observed in the nursing offspring of rats
administered nirmatrelvir (see Data). Limited published data reports that
ritonavir is present in human milk. There is no information on the effects of
ritonavir on the breastfed infant or the effects of the drug on milk production.
The developmental and health benefits of breastfeeding should be considered along
with the mother’s clinical need for PAXLOVID and any potential adverse effects
on the breastfed infant from PAXLOVID or from the underlying maternal condition
Breastfeeding individuals with COVID-19 should follow practices according to
clinical guidelines to avoid exposing the infant to COVID-19

Females and Males of Reproductive Potential

Contraception

Use of ritonavir may reduce the efficacy of combined hormonal contraceptives.
Advise patients using combined hormonal contraceptives to use an effective
alternative contraceptive method or an additional barrier method of contraception
FDA Approval

Pregnancy

Risk Summary

Available data on the use of nirmatrelvir during pregnancy are insufficient to
evaluate for a drug—associated risk of major birth defects, miscarriage, or adverse
maternal or fetal outcomes. Published observational studies on ritonavir use in
pregnant women have not identified an increase in the risk of major birth defects
Published studies with ritonavir are insufficient to identify a drug associated
risk of miscarriage. There are maternal and fetal risks associated with untreated
COVID-19 in pregnancy.

In an embryo—fetal development study with nirmatrelvir, reduced fetal body weights
following oral administration of nirmatrelvir to pregnant rabbits were observed
at systemic exposures (AUC) approximately 11 times higher than clinical exposure
at the approved human dose of PAXLOVID. No other adverse developmental outcomes
were observed in animal reproduction studies with nirmatrelvir at systemic
exposures (AUC) greater than or equal to 3 times higher than clinical exposure
at the approved human dose of PAXLOVID

In embryo—fetal developmental studies with ritonavir, no evidence of adverse
developmental outcomes was observed following oral administration of ritonavir
to pregnant rats and rabbits at systemic exposures (AUC)5 (rat) or 8 (rabbits)
times higher than clinical exposure at the approved human dose of PAXLOVID

The estimated background risk of major birth defects and miscarriage for the
indicated population is unknown. All pregnancies have a risk of birth defect, loss,
or other adverse outcomes. In the U.S. general population, the estimated background
risk of major birth defects and miscarriage in clinically recognized pregnancies

is 2% to 4 % and 15 % to 20 %, respectively
Lactation
Risk Summary
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There are no available data on the presence of nirmatrelvir in human or animal
milk, the effects on the breastfed infant, or the effects on milk production. A
transient decrease in body weight was observed in the nursing offspring of rats
administered nirmatrelvir. Limited published data reports that ritonavir is
present in human milk. There is no information on the effects of ritonavir on the
breastfed infant or the effects of the drug on milk production. The developmental
and health benefits of breastfeeding should be considered along with the mother’ s
clinical need for PAXLOVID and any potential adverse effects on the breastfed
infant from PAXLOVID or from the underlying maternal condition. Breastfeeding
individuals with COVID-19 should follow practices according to clinical guidelines
to avoid exposing the infant to COVID-19

Females and Males of Reproductive Potential

Contraception

Use of ritonavir may reduce the efficacy of combined hormonal contraceptives.
Advise patients using combined hormonal contraceptives to use an effective

alternative contraceptive method or an additional barrier method of contraception

A=A KNZUTD
aE!

(An Australian
categorisation
of risk
of drug use in

pregnancy)

B3 (202344 H)

<BE  EHOME>

F—=ANZ VT DA

B3 : Drugs which have been taken by only a limited number of pregnant women and
women of childbearing age, without an increase in the frequency of malformation
or other direct or indirect harmful effects on the human fetus having been
observed.
Studies in animals have shown evidence of an increased occurrence of fetal

damage, the significance of which is considered uncertain in humans.
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(2) /NRIZBHT BiBsMER
AFNZBT D (9. FFEOE AR T HBEEICETLER] 9.7 /WNE%E] OHOFTHIILLTOL B
DTHY ., KEOTEACER R OWRMTELITRR D,
(OB ENERZHEITHEEICHT HFE]

9.7 /hR

INREE R L LRI I L CuvZeyy,  [16.6.3 2R

Hii FEHINA
EUA
Pediatric Use
PAXLOVID is not authorized for use in pediatric patients younger than 12
years of age or weighing less than 40 kg. The safety and effectiveness of
PAXLOVID have not been established in pediatric patients. The authorized
KEOUSCE | adult dosing regimen is expected to result in comparable serum exposures
(202345 H) of nirmatrelvir and ritonavir in patients 12 years of age and older and
weighing at least 40 kg as observed in adults, and adults with similar
body weight were included in the trial EPIC-HR.
FDA Approval
Pediatric Use
The optimal dose of PAXLOVID has not been established in pediatric patients
. Paediatric population
EU O¥RAF S0 . S .
(2023 45 ) The safety and efficacy of Paxlovid in patients below 18 years of age have not been
established. No data are available.
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