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3CL 3C-like : 3C £k

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

ALT alanine aminotransferase : 77 =73/ hJ7 L A7 2T —F

AST aspartate aminotransferase : 7 AT X UEET I ) F T VAT
=7 —F¥

AUC,, area under the plasma concentration—time curve from time
zero to 24 hours : ¥&5-4% 0 KA~ 5 24 Beff] £ T MBEHIREE -
I P R T T

AUC;, ¢ area under the plasma concentration—time profile from time
zero extrapolated to infinite time : 0 FE[EID> & EEFRKCHER &
“C O i HE R — IRFFAT AR T i fE

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

CHMP Committee for Medical Product for Human Use BEXJN[EZK LT E
&=

CPE cytopathic effect : FHAEZSM:%hF

CL/F apparent clearance : &O 27 U7 7 A

Coax maximum plasma concentration : e L% R EE

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

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

cv coefficient of variation ZENREK

CYP cytochrome P450 : ¥ k7 & A P450

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

eGFR estimated glomerular filtration rate : HETERERIAAIBE

EMA European Medicines Agency : BKJN [E3E 5 P

EUA Emergency Use Authorization : BRZE HFFn]

HIV human immunodeficiency virus : B MERET A LA

K; inhibition constant : PBLEFE

Mpro main protease : AA 7 a7 77— (3CL Va7 7 —¥ XiX nspb
EHIEINS)

PK pharmacokinetic (s) : FMENHE

QSP quantitative systems pharmacology : BB AT AFKFE

RdRp RNA dependent RNA polymerase : RNA &7 RNA AR U X 5 —F

RNA ribonucleic acid : U REZRE

SARS-CoV-2 | severe acute respiratory syndrome coronavirus 2 : BJE kiR
WAREfERE T v A LR 2

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

TK toxicokinetics : h¥ T aFRT 47 R

Toax the time to reach C,., : Hrs IR A AE 2 =R

Vz/F apparent volume of distribution : BT DO AA A
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1. FAROZE
il o v oA VA EYE (COVID-19) X EIERAM:M SREMRE 2 2 7 A LA 2 (SARS-CoV-2) |Z
KT 2 EYYE CTd 5, SARS-CoV-2 MEFEEN BISIEE COMMIL 1~14 HEIZHTZD . FEHL T 5~
6 HThD YV, FIEMNOBYMENDH O . FEIED S M 22 B O RGE D &\ 2 & K OMIEEfdE
OHEELHDHZENRTHEEORKNE ENTEBY, VA NVADBYEEFIET S Z & 2RI LT
Do FEEN, WK, BEUR, PERREE, BRERETE, REEEEOERN L OBFIZRD L, £<
TBED E EIGT 2 —F . MRIERSEAL L, AN LREge 2 M3 & 3 5 SV 85 10 e B0 %
JEESARIC LY BB A - E 2B A L H D Y, VI FUBRESE T L2 AICB W TE SARS-
CoV-2 DEFRMNIERZERET DA REMENH D Z LD Y UA N A GG ERD S8, BRAE
1 FE COMMZ M L, BiE(L, ABERUBEL % TR CTE 2R OBNRIBRN RO T,
aaF A NAT A OOMHEX VXV B a— KT 577 AH—AREHORNA Z VA NVAT ) LEL
AT R_Ru—TUAVATHD Y, R"Fuby b (LT, K4 ofFESIE=1~ kL
ELEY RFEALTHY, =/~ ML EE, KET 7 A F—IZ L 0 AIBE S 4172 SARS-CoV-2 D
AL FaFT 7 — (LT, Mpro: 3CL v 77— XiZnsps & HIEEN D) HEHITH S, Mpro
XA NAERIZR AR T A NVAT ) Mea— REREFEHZETHY Y, YA LAD ppla L
pplab R Y % /37 B A EEOHEGTALCIHL L, RdRp, ~ U 1 —E KO Mpro B2 ED T A /LA
BRI OB CHE 2 MO X VX7 B AT 557, U b BT Mpro (2xF L CIEiEtE&24 L
TRV Y =L~ hLLELD CYP3A 20 LRt ET 2 2 &gk, migh=1~ 1L
IVEIVRER R SH 5,
AANE SARS-CoV-2 DIEHE T A )V ARRAFE R 5% T COVID-19 O FEE(L (AFEXIFFE TR E) DV
A7 NEWRNBEICRBIT ZEEN S PEE D COVID-19 (26T 212 B E LTEBY ., AHID
Ve BEVER O ENRE (LL T, PK) ORHiEiZ BAY & Lz BARANZ & TeERE T AHRRBR (C4671001
AER) L. HIELY A7 OEVEBEMEDRE A COVID-19 #f kB 2%t 4 & U7 [EB L[ 55 T /AR
B (C4671005 (EPIC-HR) #BR) % 3% L7=fEH., AAIOH MR VR EMERED Hiviz,
FIELY RV WF A G T DAL 12 5L EoRTE 40 kg BLEO/NRIZIS T BREE D & s e
D COVID-19 1T & BIEIEIZ % LT, KETIE 2021 4F 12 HICBR 22T (EUA : Emergency Use
Authorization) ZHUfS L7z, RINIZIRWTIE, BRINESRMLZES (CHWP) LV EEfihz 0 s+
7, BIEL Y 27 O EV COVID-19 D RN BE 3T D ARFI O I DV CRGEENE 23 4L, 2022
1 AN ESE ST (EMA) &0 S S IRGeAGR 2 BUS L7c, ARFTH. KIE FDA 12X 5 EUA
BELNTND Z & R OFEBIEE S T/ AEFER (C4671005 (EPIC-HR) #ER) AAESICKE S X, 45
BIAGBICAR D AGRHFE 21TV, SARS-CoV-2 |2 X B JEYHE D TEIEIL Y A7 N1 28T 5%, AFOF
BRNBELEZ 55 BEITk L [SARS-CoV-2 12 K A RRYE | ZEE TR & LT, 2022 4E2 A
10 BICHFBIZRGRZ BUS L7o, 2022 4 11 A 14 BICHEEOBEREEEZ L TRFrE Y R
X7 300 OEFEEREG L, EROIRFELATHD /Fnty KXy 7 &2, Aoty K23y 7 600
EAFRET LT,
FIELY AV AT 2HT 5N HEN S HPEED COVID-19 12 L DEYYEIZR LT, KE
TIX 2023 4F 5 A& &2 B Lz,

I BEEICBE4 25 HA 1



2. BEOBEENENS
(1) SARS-CoV-2 IT & B YWER I G54 28K D 1 HiRA S %, 1 > — MIE L olAadbEz
1 H2[E, 5 HAEGORAFTH 2,
(Mv-1. (2) WHAOABLKL OV, TV-3. HEKOHE] OESHR)
(2) == b LLEILSARS-CoV-2 A A > FuT 7 —F (Mpro:3CL 717 7 —¥ XL nspbs & b
PEZILD) #BAEL, RU X T EOUW T 5 Z & T, UA L AEREIHT 5,
U R FEMI=L~ b LALELD CYPSA IZ L A A LE L, Mg RELZ NS5,
(TVI-2. (1) 1ERENL - 1ERSF ) OTESHR)
(3) JEA MG T o aF v A )L ZEYYWE COVID-19 2RO FF| X | TIiX., RADISEZIEICE
TP ANV AIEOBIUTINT, BIE~PEIE T, BEELY A7 RFH 0 | BIENS 5 BLL
WOBEEXR E LT AR - EIE(L TR OBERIERE L AR SN TS, 2, K
EDONIH A K7 A 280 T, FEABRORANBFIZH LT ALa* TARADBHER TV 5,
XA ESHESE, a: mET U AOHE FREE
(TXT-2. =oMoOBEEE ] DOIESH)
(4) EIELY A7 RFZHT5 18 bl B SARS-CoV-2 |2 K D IEKYLE B 2568 & L= [EER LR
11 /IAAFRER (C4671005 (EPIC-HR) #ER) (28 C, FEFHMOTEE TH D5 28 HE TP COVID-
19 (CBIE L2 ABZXUTSELS (BFEH) A X R AERO B gBRE OEIS (mITT 4£MH]) % 2HMh
L7, =L~ hLLEL/ Y M ELEE(0. T45% (5/671 f5])) T T & REE (6. 801% (44/647
) oxt L CEIENAE BT Lz, (RHLBEME ORENT)
(T'v-5. (4) FMEMGERE OIS
(6) ERZEWEA L LT, IFHEERESE, haathFR S0 RfRiE (Toxic Epidermal Necrolysis :
TEN) . 2 JEREIEIRAE Rt (Stevens—Johnson JEMERE) . 777 4 7% v — (W9 b HEERI)
DWE SN TWND,
(IVI-8. EWER) OESMH)
EE  FAEE O & SARS-CoV-2 12 X 2 JRYYE BB 1253 A A PRI L T2y, BBV T, EIR
YLD 6 B HURRIZR G2 MG LB IZBT 2 A EZEMT 27 — 2 3G TH2RN,
RS D B RERE E B (eCFR [(MEELRERIK A 8] 30ml/min BL I 60ml/min A3) (21X, =/~ FLJL

/L E LT 1 150mg OV b eV E LT 1A 100mg ZFIFFIZ 1T H 28], 5 HRERORETHZ &,
HE OB REEERE (eGFR 30mL/min AVH) ~OFEITHESTE L 7220,

3. HGOHFIFHENE
U R FEILIL, SARS-CoV-2 [ZX T BHL 7 A LV ATEMEAZ R E R0, =L~ b LLE /Lo B S
FTHDCYPIA DIHEEMAGT L0, =/~ kL ELOIMIETEE 2T 5 BT &
ns,
(TVI-2. (1) 1EREAL - fEFREF ) OESR)
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tﬁ% BUF 7GR %ﬁw&iﬁtéht%®&ﬂﬁéntoit A O BE R FE AR IT R
T, B, AR ONZEVECET 2 HRDIEFITR O TN Z &N BT STV oK S 2
IZOWThH, KRS 3 ICESSERD R SNWER SN Z bz b o LS
oo BAEFEE DO YUSFMHFIIR DA R SCELGHIBR L T L X ARV E O ERE L%
=72, 2023 4F 8 HICHIBR L 7=,

[7RGRSA] (FRBREE )

RS2
ARANOE G238 ) &R SN DIEGI DO I & HRIT, B 6 U BEUINRGEE AR R4
‘@’%#é%ﬁﬁié%%ofﬁ%éhﬂX%uiéﬂﬁ%%fﬂ6mwf&§éﬂéio\E%
IR LCERHETHZ &,

nu?kﬁ:g
2= 3K i RS e SR A AT LSS 41 SRS S ERIOR I ORI, AGEEG) €>ﬁ15%lJ’C 7
rRETD, Elo, BHSNTZEREICLY | AFFHEZEE T H0LENZD HNEAITE, &

L EPRE IR T4 520 2 F S TAIC K S ARFHOEF 2MmIT D N HDH k
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6. RVP #ff=
AS =N =7 VAR
NEAEY K/ 600
NFOEw K8y 300
EERKRVEEFEE RWP) OBE
(RHEFEAR - AfM641 A 26 H)

L 1. 2t G
[BEERRESNTZY R7] [EEREENY X 7] [EZE A RG]
- HERMER B RMAE . R IEARAE R | - mibE, BEIRI 2L
- ITRERERE - H i fE )
CTFT T4 TF—
L 2. GEWEICBET 2 Mt e
2L
| RIS S RN O 72D OIEH) I ERIZHES Y A7 F/MED 128 DOIEH)
2. RS2 A B A A AR 2 4.V A7 e/ MU B O
W DI 2 N R ARE E) WHE OV A7 FIMEIEE)
TBIN 0D = S i £ A M B AR T ) BN Y A 7 F/METEHE)
L L
3. FWEIC BT 2 A4 - SIBR O F i DA L
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[1. 2#ICE89 SIEH

1. R34

(1) #M%
NFEE Y RNy
RETE Y K%y 7 600
NR¥Fa vy K28y 7 300

(2) *4%
PaxlovidPACK
PaxlovidPACK 600
PaxlovidPACK 300

(3) BIFDHEE
7 N Oy

2. —fk&

(1) #4& (aFfai%)
=)< rLJLE/L (JAN)
U R FEL (JAN)

(2) #& (Wfi%)
Nirmatrelvir (JAN)
Ritonavir (JAN. INN)

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

II. 4T 5EHE



3. BEKXXIEITHER
=)< hkLLENL UV r e

NH

H:C
H
N
H
0

ChHy H i 0
R S N s
,&ifi7<f[\ﬂ N - ) j * < H O/A\T&_!
H "i‘ H HC g CHe H ) H OH N

4. PFARUADFE
=/~ ML EIL
5330 CosHanFaN50,
Gy 1 499. 53

UV r e
77 F 2 CyrHigNg05S,
oy & 720. 94

5. {248 (fdiE) XIFAKE
=< hLJLENL
(1%, 25,55 -M{(15)—-1-Cyano—-2-[ (3.5) —2—oxopyrrolidin—-3-yllethyl}-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)methyl]-3-methylureido]-3-methylbutyramido]—-4-phenylbutyl]phenethyl]carbamate
(IUPAC)

EEES

oui

6. EBAA. Ala. BS.
| sl N 0
B4, B4, B4 BlcZe L
L E s (JRBRES) : PF-07321332

U e
%5 : RTV
FLEES (JRBRES) : ABT-538

II. AFRICBE %A 6



[II. A5 (CEI9 5IRE

1. YELEFHEE

(1) 4481 - Ik
=)= hLILVEIL  AR~ENCEGA LT RTH 5,
U MFEN: Aa~RERBEAEOR R T, ZOhWEE bbb,

(2) B
=A< LB TR RN, AZ )=V RO ) — b (99.5) IZEETT <, KITEET

W2 K, AT HANFE AL EET 20,

U R+
BERED Y FFELDQBEYE
TR Rt (mg/ml) H IR R OV 350
K <0.001 FEAEET R
TER=FUL 18.9 LRI IZ < W
TER=FUA K (1:1) 66. 4 SR A ASERN
CAFNLRNLLT IR 593 I ASE R
AKX ) —)b 573 A IBASERD
TH ) —) 165 AIBASERD
AV TFasR ) —u 41.7 LRVEIT TN
TrmaAxy 602 EITRT
T hoe k7o v 456 P ESERD
Fefig = F )L 1.5 Iz
VA=R=F VI 675 I ASERR
|7 2.2 T <D
T K 0.1 FEAEET RN
BLHZpHIZE TS FFEILDQREYE (ZR
YRR O pH R (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) WiEH
=)= b LLEIL  FERIEBHETH D, GRERSH: - 25 °C. 90%RH)
UrFENL:1 5 HRM., 25 C. T5%RH OHREAETITWIRE L7V,

4) gl (HER). #HR. BESR
[Eif
=)< FLJLEJL : £ 192 °C
U hFEL 123 CFHF

(5) ERIEEFEBETEE
== RLJLEIL : 3 LA
U NFENL: pKl=pK2=2.8+0.2 (¥ : 268~278 nm)

II1. BRI 5 HE 7



(6) SECHRE

=< RLJLEL :0.845 (FilfE)
UNFEN:1-F7 & ) —-V UEeiEEK (0.05 mol/L, pH 7.4) (2B B 00MEE : 4. 7x10"

(7 ZOhDFEAHTRMEE
=)< hLJLEIN :
pH : B2 Y4 &R L

HEIE

LR L

NI AT B L
A B ) — ) VIEE T TOENBI AT " T, & 201 nm (2RI 27”4,

frox= g
R

Uk FENL:

RSEPRL L

pH : MR L OKICIEE A LT 720 =) (595 IEM)

WESeEE © [al) @ +8.8°

SN AT B L
TER=RUAK (1:1) RHTOEMILALZ bUE, R 1975 nn & 240 nm (SHR KWL

IRZ7~ L, 210 nm FHTWZE N HET 5,

o= g
R

RMEPRH L

- AR DFREEGTICEITHAREN
EEEFHTICETARENE (ZILXMLILEL)

(2.5% (w/v) AX ) —)VIEiET)

PR RAFSME I RE PRTFHAR it
EHRA AR 30°C/75%RH RVZF LU/ 129 A (f#E+) kN
R 40°C/75%RH N 6 )] BN
SRR 120 5 1x « hr LA B
whERER () FRITSEA ST = =k L — e Gl — HUEN
200 W-hr/m? VL
WEEE : MRk, MUERER, K5y, a8
X REMRE (EWIRIERER. IERER) fksh
BREEEHTICETSRENE (U MFEL)
R RIS RIFERE PRATHIH fiti 5
40 °C 52 i HIEEN
50 °C e SA T IV 26 1A HIEEN
60 C VAPA=INZ T Ay =AY 13 RN
80 'C T 1338 |4 LD
105 °C 638 6 CTEHE 10%LL T
TR =R BRI 6 J# 6 - HL
R %?ﬁ%‘ﬁéﬁi Tjt(Tomo SIS LR » %GEWL%T
lux) % 138 1 JECHIMSMUL T
25 °C/75%€RH B SA T L 3138 kN
25 “C/60%RH 3H A N
5 °C THERYVZFLURIIAL| 125 H HiEEN
E R 30 °C N7Z7AR_X=RFILXE| 12 % H BN
g 40 °C SIftETITAF Y IHE| 6 1 H HIEEN
THERAR 60 C A B
1. A2hEkscBEd 5HEE 8




3. BYHS OERRARE. TEE
=)< hLJLEL:
fERRFRBRIE « AN AT S VRIEE
» 5,
E ' BRI e~ T T 40—

TEVEME L Rl — IR D & Z AIZRBED IR EE DRI % 78

UrFENL:
fERBRRIE  TRAMBIN A~ R VRIE A

i =]}

E OB EIREIu~w N TTT 00—

II1. BRI 5 HE



IV. ®HAICE9 HHEA

1. #ifz

M

Flfz DX F
7 4V ba— MEE

(2) HHNOHE R TEIR
NI .
Zhiel 4> =y AL
RS L T o B
(ere) (3cL) =
=)< hL L ENL WREED 7 4V a—
B Res B
17.5 mm 8.5 mm 5.7 mm
o\ ——
EX =
U R e — 7~ HEa~MEAGD 7 VA
vEmEY Y2 | R % s = b
17 mm 9 mm # 6 mm
— C )y =|.
b e e At~ A D7 1 /LA
3Tty K237 600, — e
SEEEY By 7 300) Rt e JH & =— b
#9917 mm 9 mm #J 6 mm

RETE Y KRy

NFr ey K23y 7 600

NFr By KXy 7 300

3 IHOEYKI600

e»;-.

I\’#DEVI"IM

1! ___’,‘,"‘ 300
=

€))

...... fﬁ :wmm s ;fﬁmwm T

=7 — . =7 = —

v N Jwd Jdad
Ao —F

=)< h L JLEJL : PFE 3CL

URMFERAEE OFrty RoRvw7)
U bFEAEE (RFREY RSy 2 600,

cNK

SRFRE Y RNy 7 300)

. NK

Iv.

Ll

(2B 5 A

10




(4) EFE OHIE

=A% R LVE - B EER R L
YR F e L BNERR L

(5) Znfth
A L

2. BH DM

(1) B GEMERE?) OEERUVHMAF
AREELILAT O 2 RIAN 2B DEZ LD TH D,

NE¥EBEY KXy 7
1v—hk (1HS) H

=)< b L JLEILVEE 4 8E
U hFEVEE 2 BE

NRE¥m by K%y 7 600
1>—h (A HY) #

=)~ NLIJLEIVEE 4 BE
U b EIVEE 2 B

NFr ey RNy 7 300

=)~ NLIJLEIVEE 2 BE
U M EILVEE 2 82

1>—bh A HEDY) F

RIANA 2 DREIFRD L BY TH D,

R

1 g
=)< KL JLEJL 150 mg

1 g
J R EIL 100 mg

NIvE

fEam e —2 0 FBEAKR
M, 7 ABAa—AF b
VoL, BERKTAW, 7
~NWVBEATTIUNLF NI D
A, BT rao—R B{LF
Xy, wrZuaa—/ 400, =
(S

aARVER, £E/T700
feynes s wEEKSA
fg, 7~ NWBATT U b
U h, BAKY EEKEED IV
VUL, BEVmAn—R R
{bF% v <27 v a—/1 400,
| N = = R = B el P ) P =
— A ANy ~wruad—)L
4000, KU Y L_— |k 80

(2) EREFORE
A L

Q) &
A L

3. ABMRNHMRURE
M L

V. HFNZBI+ 51EE

11




4. i
M L

5. IBAYT DRIREIE D & 533t Y)
IR, iR

6. HWADEFERUTICETIREN

Rk AR PRI LRATHAE AR
. PTP % 25°C/60%RH 18 » A (fkfet) BN
RIRAFAR 30°C/75%Rl 18 0 (ke B
AR 40°C/75%RH 6 % A HIEEN
KPR 120 5 1x « hr LA B

i o g ' .2

RS OF) ‘gﬂ?fjé KSR A o L 3 — - Iy
e 200 Whr/m? B4 L

AEHE - PRI, D EmRy, WHiE, S
Ko ZENERER (RIIPRAERBR, IERER) ket

BEEHTICETSRENE (U FFEL)

RIS IS EE © FRAF I IS
R 60 mL HDPE 7R kL 24 » A kA
25 C/60%Ril 100 mL HDPE K kL 24 5 J HEA
o o 60 mL HDPE X h/L 24 % H Btk
30 C/75%Ril 100 ml. HDPE & kv 24 3 H RSN

a ARFIOAZEIT PTP Al TH 5.

7. RARERVBEREOREN
B LA

8. fbHlE DRALL MEILENELL)
DR L

9. AHM
=)= hLVEL . BHR—GRERE  EHRBRE (OSRLER)
U b v v BRNEHRBRIES 27 OSRVE) JICX0iBra21T ) L&, HIRISEA T 5,

V. ®HZBI+ ATEE 12



10. R - A%

(1) FEMNRELGRS - 88, NENFKRLES - SEICET H1ER
L7

(2) a%
FnEy KRy
3088 [=/~ FULILEJLEE : 4 8K ONY R EVEE : 288 (PTP) X5]
FoEwy K3y 600)
3088 [=/~ RN ULIJLVEJVEE : 4 BEXRTNY R ELEE : 2 88 (PTP) X5]
FnEw K3y 300)
20 B8 [=/b~ N LIVEVEE : 288K VY M ELVEE - 2 88 (PTP) X5]

Q) FREE
GASROTANA

(4) BBOME
PTP A3t « 7L = AEE T 4V A

1. BRRHS N A
LR L

12. 0t
R L7

V. ®HZBI+ ATEE 13



V. BRICEII SHEE

1. EEXIFHE

4. HEEXITHHE
SARS-CoV-2 [Z & % R AE

< fian >

FIELY A7 RF2 BT 5 18 Ll D SARS-CoV-2 |2 & 2 J&YLiE fE 25tz AHI DA R )
LM E 7T R b R A ERR A I/ AR R R ARBR (C4671005 (EPIC-HR) #RBR) (2F\
T, #1361 Bila x5 & Lo O R, 77 BRI 2RO B ENFEIES - 2
LD NREITEE A [SARS-CoV-2 |2 L AEYLE| LR E LT,

2. EXIHRICHES HIE

5. MEEXRIIHEICEET DIE

5.1 BRRABRICEB T 2 TR RBR AT £ 2. SARS-CoV-2 |2 L ARYYEDEIE(L Y A7 R+ %2 8
%, ARNOBENRVELEZ ONDLBFIRG T, o, AAIOBEHHRIZONT
ERFOTA RIA 5B IcTH2 L, [17.1.1 BM]]

5.2 FIEE DV SARS-CoV-2 12 K 2 JRYYE B TR 2 H I I LTV R,

<fiEgn >
5.1-5. 2 [ERSH[EE O /MAEEER (C4671005 (EPIC-HR) 3XBR) Ti. FEFEAITIE N 92%LL T COVID-
19 DIRFED =D D AN AREy BIEL) A7 KT 268 T HWRE SR E LinZ L %52 lE 2

WRE LT,

3. RERUVHAE
(1) RERUVAE DR

6. RiERUVAE
BE. AL 12 5L B 2R E 40 kg LA ED/NRIZIZ, =/~ F bbb E LT 1A 300 mg
KOV hFerd LT1E 100 mg ZFEREHC 1 H 2 [, 5 HEEO&EET 5,

< i >

FERFIRARBRIZI T, in vitro @ ECy lZATVWREE CH EIKFHIR A NENRO i, in vitro®
ECoy DAY 4 (5 DIRETIX LV BWEIERTEO bz, £z, EFEERE LSS LE L=~ L
Ve DR RN ONPK 2R L7258 T AHRER (C4671001 388R) (2HBW\W T, =/~ h b
EV/Y R EA300/100 mg 1 H 2 (8] (BID) OFHIZL Y| 90%BOYERE CTI3&k5 12 BEE#E O
ﬂ']lﬂf%qj/ﬁ%};{‘ (Clz) A ECqg (292 ng/mL) %Llil‘é{%&ﬂi@h% L. %1 H&U\ﬁg%";ﬁ(%ﬁﬂ{:@ Ci2 (qjy%
i) 1XZALZF I ECo DI 3~4 f5 L O 5~6 {51270 5 Z & DRI Tz,

PLEOFERNG, B LY AV N 267925 18 Ll LD SARS-CoV-2 1T X 2 EYiE B & k5

V. 1BRRICEEd 5 IEA 14



AFNOREOTGOEMMER NEe2ME 7T 2R & lgiatd 5 EES I E 5 T/ 00 R A5
(C4671005 (EPIC-HR) k) 2B 1T A2 AAOHELOHELZ =1~ FLeL e LT 1 [E 300
mg LOVY RFEALE LT 1E100 mg Z#FFHZ 1 H 2E, 5 HERO#S) &#&E L TR % £
L7=, ZORER. AKERNOHDMER NZEEPER SN LD, AFEROCHEZRE LT,
=)= FLJLEL/Y FFEIL300/100 mg BID OFEA 5 HFEHEG &9 £ 518 00 2224 M 2 fe R
T 570, BT A NVABEZI DT HEREN S AT LAEHEE (QSP) ET7 V& Aoy
L2 b—va U RO ORI X DB 21T o 7o/, 5 B oG HIFIEREMED
COVID-19 DOHEEZWT % F I-950E OIFRIC+H0Th 5 L&, 5 HEL W EWEGEHEICK T
BHUANABERDNRITERO D LR E R E N ERTRIE T,

T2, HOFIZBT DAFOL SR CEEMEOT — X 3G TW W, BEER PK E7 L%
ANy 32— g URERNS . 12 0L B oiRE 40 kg UL EOFDEERRIZ=L~ K LIL
EL/Y R EIL300/100 mg &2 1 H 2 [ L& &, RAICKH L CRAEZHRSG LZE & L
REDIRBERENEONDZ ENRBINE, ZOMEZEEL, UTOEABAIZEY ., 12 Ll Es
DIRE 40 kg UL EOFDVEITHT 2 ARFOFNETHIFCE ., FOEITFG OZME EORRENR
AU D AREMITER W EE 2 5,

A © COVID-19 DI BRI F OVARRIC RS 2 BORITRA E HFAETHU L TR Y, FOETA
RIOANEEFFD T2 0IIE. A & FERIZ I G-I R TR %2 ECy ML EICHERF+25 2 &
THRUANRIEDOIETERERZ/ON D EEZ DD,

AN RN EFVEOMICEBWNT, AFI OB EAIER TH H SARS-CoV-2 Mpro (A A 7' mT
7T —E) ITEODRR L RATBEINTZZEMER IR T a7 7 A Wiz HOEOREEE
HERT B 2 R TE D, £, BRI T, in vitro COJLEIRZHIR, M T U AR—H
— AT T X RNV K OERT > B ATK LT, RANIBERER SUIBER IETE DB 72 fH5E (50%
#) BRERMpolz, PK 7—2FZ =L LTDY b FEAOHERIT/NEERICI O TH4ICiENT S
NTEY ., BEPOIARUENBIFTH D,

ibXy . F4 (12 B> E 40 kg BLED/NR) (ZOWTIERA & [RRRIC ERLo fiE &
CHEZRE LT,

(2) BERUEEDOHRTERE - 1B
[V-3. (1) HIEEROCHEDMHEM] OHESMH

V. 1BRRICEEd 5 IEA 15



4. RERUVHAEICEHET HIE

7. BERUVAEICEET 5IE

7.1 SARS-CoV-2 (Z X 2 BEYMEDIEIRD T L T BN G2 BT 5 2 &, BERBRIC
BWT, JERFEHNDS 6 H HLARRICE 52 BMA L= BE BT 2892 5T 57— 21345
HAILTVARY,  [17.1.1 /]

1.2 PEEOEKEERERE (eGFR [HEFSREKA A E] 30 mL/min Lk 60 mL/min ) (21,
== LB E LTLEN150 mg KOV hFE/LELTI1[E100 mg ZFFFC 1 H 20, 5
A ARG 22 &, BEOEHREREEBE (eGFR 30 mL/min AKil) ~OELGIIHESE L7
v, [9.2.2, 9.2.3, 14.1.1, 16.6.1 /]

THREER - RFE Y K28y 27 600, SF bty R%y 27 300 DA
<t >

7.1 EFSSLESE O/ MIFEEEPRSER (C4671005 (EPIC-HR) #ABR) 1ZEE/ELE| 0 (HTRT5 HRILLNICER
IS VTR R C SARS—CoV—-2 JEIL 3 fERR S A, JERFEBL D 5 HLUINOBFEEZ L L LT\ 2
EEENE X REEHRE LT,

7.2 =)L~ FLJLEIL 100 mg 2V M EAPFH FCHRERROKG Uiz & X O S K OVE
FEDOEHERERREIZ L AR BERETT 55 T AHEERRER (C4671011 RBR) 1ZBW T, HEEDE
FRRERRE 2 T 2 BE O & (AUC,,,) DMEEFERERE & ik LT 87T% M L7=7=8, KRIE%E
HE LT,

V. 1BRRICEEd 5 IEA 16



5. ERERAUAE

() BET—2N\vHyr—

H s
TR ~ ;“f’?y RBROHE | R Bk P - BB
ESae) 7
Partl : =/ K L L EJL 150,
500, 1500 mg. =/~ hLLE
L/ U R FEIL250/100 (B4 K
TRZEHGIF) [ 750/100 mg H[RIHEE O
e b0
Part2 : =/~ hLJLEJL/Y |
e . e + v L 75/100 . 250/100 .
cﬁﬁjﬁla g{@é’;iju%%i et B | EEM 70 #] | 500/100 mg, 12 K Z LT 10
AL %‘ e P, PK (BAN 4 1) H e o 5
' Part3 : =/L'< K LJLE L 250
mg (FEH, JHREA BH% L OZE
REIE)  HEIRE O35
Part4 : =/~ hLLEL/ Y MNP
£ 300/100 mg HAERRE Q5. ©
Parth : =/ v NLJLEL/U R
/L 2250/100 mg BARRE 1#85- ¢
$ 0,/ im“imﬁﬁﬁf % AN COVID-19 | =~ RL A EL/U R FEL
C4671005° tﬁ%% #%% ik, etk | BF 2113 B (H | 300/100mg, 12 B ZLi25 H
[E 3[R ] % ﬁ/\?ﬁ% AN 6 f5i) RARR A5
LT et e | et B | RERAL R | A~ FLAEL/ ) e
L] MR M. PK EERE 16 4 100/100 mg Hi[alfg O $5- ©
L SemiEnie, eS| kRt B | RERA EH | =4~ bLAEA/) bR
[HEAM] ¥ 4. PK ERE 34 41 100/100 mg Hilalfg O $5-
14 KH DS :/l/vl\l//l/l:‘/l//uv]\ﬂ‘l:‘/l/
FHEMH. 3, s Sh o . 300/100 mg, 12 HFRHZ&1C 2
Cor | 2or——stm | L7700 AR e e s
- mg H[Al#E 05
AL ek 3 A A w0/ To0me, 15T Lie s B
B, 3HI, 7o o %Y . 300/100 mg, 12 K=& 125 H
COT | 2ot 5a~opm | EERAZEN | e i S5 0 2 g
[l O % 5-
%148 ViAo :/bv}\v\/yt,ﬂ//u hFEL
FEEMR, 28, 7w | 5 300/100 mg BL[RIFE 15 v
%%ﬁ? Sk BR ;gx@y«> BERRRRA 1281 | o 300 mg. 12 BRI
il Lic8 HiERn &G -
=A< LA EL/Y R FEL
% 148 SR 2. s o AT atY 300/100 mg. 12 B &2 3 H
C4671015 | 2 5T T =V DARAN~ | BEHERA 126 | BEO&RE, A hT oY —
(HEst] e DR 200 mg, 24 K Z & 12 8 H IR
mE

o0 o

e: MM NIREBSHENS 15 HEET1 A 2[E 300mg £T
H2m&E, 4 BHE~7 HEIX200mg % 1 A 2 [[l$E5)

RS R (ZoMmBEEE
U e ViE= b~ b LV eV ST 12 R, B, 55 12 BRERTIC RS

:J%%Ewiﬁwv%vwﬁwﬁﬁwuzﬁﬁ BeGEE, B 5.1% 12 IR R OY 24 RERIC# 5.
=)L~ ~LJLEJL 2250 mg 1X 3 [B]IZ

ST C 750 mgZ O MR, 2 BRI L OV 4 BRI S5, U MFenid=n
vhth»%ﬁwuzﬁﬁ &5% Pr54% 12 BRI .

e (1 HE~3 HHEIZ 100mg % 1

V. ImRICBET 5IHA
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(2) BRIRFEIEFGER
WEAh e 1 FEEABR  (C4671001 #RER) ©
18~60 mEDMEFRAEZRIRIZ, =/~ N LA ELOREME, AEMEZTE LR, =4~ L
WENDOREEROBENET 0 7 7 A VITFFEFRECH D Z LR EnTz, £z, LEXT—% %
VM= C-QTe FRMFORER, =L~ kL EA OB G X 2 BRIICERD B 2 Qe FERITRD b
N2ehotz, BES=~ b LV EVEERF ST, AAQTCF HEEME D 90% EHE X o 1R
X 10 msec KiFHTH o7,

(3) AERGERRR
LR L

(4) HREERIERER
1) BEMHEREEER

[EI B[] 56 11 / AR 3 BR  (C4671005 (EPIC-HR) #BR) 'O 1

18 % LA D SARS-CoV-2 IT & B I YUiE B 2 %42, =/~ h LV EJL 300 mg X OV R EL
100 mg Z0FHT 1 H 218 5 HE#EE LIZRFOFRMMER OZRMEEFHTT 2 77 AR R, B
oAb, ZEEMR, WATHER s Bk 2 55 U7z, FERHMmE B I3 IEA{L 28 HE TP SARS-
CoV-2 [ZEED & 2 ABe SUTFRA ZRID RV DA X R RO N TBRE DOEE L Lz,
FERENT T D R REIENT (2021 4510 A 26 HT—# 4~ b4 7) T 1361 6 (HAA 1 41)
DIEFERA S, FEFHEEE ITT £H) OfFRIL. =4~ LA EALKTY M EAPEH
B 0.8% (3/389 ) WNZ 7 BAREET. 0% (27/385 #) TH V| EEGOREM213-6.317% [95%
BREXM : -9.041, -3.593] Th o7, Wik, =/~ b L VEAKNY M FEAGEFHBETA
Be 3/389 5] (0.8%). FET=0/389 f5] (0%) TH Y. 7 Z7HHREETAPE 27/385 5 (7.0%). 3t
L 7/385 f3] (1.8%) Th oz, 7B, BIEAILINIZT X TOHERE 2113 ] (HARA 6 4)
BT 5 RHIBHME OMHT COETIHMIEE (mITT £H) OfRERIZ, =4~ L ek
M FEADEARE 0. 745% (5/671 1) WTNZ 77 B AREE6.801% (44/647 ) TH VY, EEORE
M7213-6. 137% [95% 5 X[ : -8. 208, -4.066] Th-7-, WL, =/~ FLLEAL K
U b e APEREETARE 5/671 5] (0.745%) . 3BT 0/671 6 (0%) THV ., 77 EHREETARL
44/647 15l (6.801%) . FET= 9/647 5l (1.391%) T -7,

FEFHMEEE (E2BFEFTOAANY FRIREE) OFKR (PREFEN)

—)< kL JLENL/ L o
v hreapimme |0 COE
mITT £E[H*V A X RRBLEG 0. 8% (3/389 1) 7. 0% (27/385 )
TTRAREEEDFE (95%EHH | -6.317% (-9.041%., —3.593%)
X)) = °
p flL ™ ™ ° p<0. 0001
mITTL SEME? | A X MREBIES 1.0% (6/607 i) |6. 7% (41/612 )
T REEE DFE (95%(EHE | -5.765% (-7.917%. -3.613%)
X)) = °
mITT2 5% | 4 X2 N REBIE S 1.1% (7/661 fi) \6. 4% (43/669 f5)
TTRAREELE D (95%1EHH | 5. 425% (-7.460%., -3.390%)
X)) = °

V. 1BRRICEEd 5 IEA 18



FTEFHBEE (E28 BFETOA AN FRIBEIE) OFER
(BIERLELSNE-IRTOHEBRE CORPEHRDENER)

=)~ hrLJLEIN/ o .
v hrenpemre | 0O
mITT £EFED | o FREIES 0.745% (5/671 ) | 6.801% (44/647 f51)
TI AR L DFE (95%(EH | 6. 137% (-8.208%, —4.066%)
) o
p i & b d p<0. 0001
mITTL B2 | ¢ R eHE L 0.921% (9/977 1) | 6.471% (64/989 fs)
TR REEL D (95%1EHE | 5. 638% (-7. 308%. —3.967%)
R = °
WTTT2 D | <o FIEBE A 0.963% (10/1038 f51) | 6. 268% (66/1053 f5)
TR REEL D (95%1EHE | 5. 389% (-6.991%., 3. 786%)
ESE

a. HEEZ(L34 HEOD Visit ([ZIBWT, BAERL 28 A B OFHEZ 5 T L7z H & T Visit IR T, %
DRI 1L SOTBBIRRE & 72 o e A I3 R ISR S AR R TH HEI D & L7z,
b. BEMZEIT Kaplan-Meier HRICE VHEE L7124 X FEEHEIS L 0 BHH U, 580 Greenwood DT I
SERM L, FEREFERIEIECEI DR L,
c. Wald BiE, A EKAEMIM 0. 2%, REBREIKOAHBEARBELEM 5% & L, FHRHMBHTIC L2 EHHREDLE
MEOFHEESTIE L LT O Brien-Fleming LD o & B% 2 A=,
d. Wald ¥iE

) EEA LS, TERIED L BILL RS SN, X—A T4 BN EERL28 HEETILA 22 LD
1 ED Visit BRdb Y *, =2 F A B E T SARS-CoV-2 12 X B BEYHEIT 5 F 2 7 m—F Lk
NEEENTELTHREDTFTESL R D, SARS-CoV-2 T & 2 EYWE DFERFEHL S 3 ALIAIC
TRERIEN P 5 S LT

1 2) HEER b S AL, TRBREED L [BILL BRI, X—A T U ENOEEERL28 HEETIIA < LD
1A Visit B 0 H, N—ZF A L E T SARS-CoV-2 |2 L D EYEI T 5 E 2 7 v —F AHUk
DEHINTELTERSDOTED RWERE

E3) E{EALSh, RN 1R ERE SN, X=X T4 %P LEERL 28 BB E TR &
% 1EID Visit 3d 5 ke

¥ PREMITRESR O I, SN REMDOERIC [ N—A T4 V%P LMIEAL28 BEE TIIdbiR &b
LED Visit B3 D] ZEDIZ,

Irds. ARBRO TSR - FRAMEREIZLITO®Y Th o7,

FAER - RO EE
R AL UE 1. SARS-CoV-2 5t (MEVEZ LA 5 H LANIZERIR S ALz ik % F V7= PCR AR
X R
2. SARS—CoV-2 |Z & 2 JEYLIE DFEIR © FHNEAEL(LET 5 BN TH Y . 23D
AR 2 AL B A2 F8\V N T SARS—CoV—2 1T & 2 RYLE DSEMR @ A 1 DL EFRD 5

nbd
3. D SARS-CoV-2 |Z L AMYMEDEIE(L Y A7 RF+E2D7< &b 1 2FF
5
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- 60 UL E

- BMI 25 kg/m*#

- BERE (A 30 HUANOBYENRH Y | 23 D4JEIZ 100 AL _EOBE N &
%)

- SRR R Y UL B O Mk 5

SRR AR (MR, GO H 5 A2 BT 555 O HR)

c FILEDOZE &SI T b

CDIMERER COAFEZE, MMas, —mPERE M IE, AR, = ke
Ut U UG ST RE, SEEENIR A SRR, R B e B IR AT
FHENIRPN BRI BT UL REIR S A SR OBEE BT 5)

1 RS0 2 FRhE FR I

- 8 1 B iR

- Btk R i BkIE

- PPRORS R (MR, & U EWERES) UTESHIEMEE A 55
ZOMOBEE GEBMHERERE, AXRY v Fa—A BEOKRKES
%)

- BRIBMER S A 2 BR < TEEMED 2N A

- EIREEIMT A~ DORAT (SARS-CoV-2 |2 & 2 JEYYIE & M BALR 70 FRige 50 Rp W e
%)

bro T 1. SARS-CoV-2 |Z X 2 JRYIE DIRIE D 72> D ANBLlER & 5

2. NBES B ZREBE T EEE A 1% 48 RERALLPIC ABR S LBLIZ 72 5 = & 348

EEND
3. BUEDREG: X 0 ailc, PuUF IR R AIZ KLV SARS-CoV-2 J& YR 1 sl
N2 ENDHD

4, IEEWEDORRE (BMSOUTIEBEMED B AL € BURTFIE 7 A L A&, JR%E
PEREYF-PEATAEZE . Child-Pugh 7 7 A B XU C. AMERFAA % & Tolh B AT
B, IET NV a—EIRIRFIEERS) OBEEREEET S

5. BT XITHFSEN D BEOBIERE (27 Y —=2 7816 1 HUNOD
Mg 7 v7rF = lickk-3< CKD-EPI X THH & 7= eGFR 7% 45
mL/min/1. 73 m* &) EHT B

6. 7 A /L AEMN 400 copies/mL D HIV RYLE B i HIV EYLE D IBIED
ToOIZPFHZE IR SR A F] LT D HIV JiYYiE B

7. SARS—CoV-2 T L DIEYEIC kT2 U 7 F U AEFRRE 2459 5 UM 1L 34
HEH L VANCERZZT S 2 ERTHEINATND

8. MEFEXLAT 24 BRI LAN OBRFE IR D 92% AT (LFFEE, EN

a) B, BEIALUIMERREE, FEEL (38 CHl) TSI 3%, EEIEZ. #H5. fiINX
ITIROTE A, TR, B, W, SER. WAEENE. SEEE 0 SUTEK

b) EHERAE, NREefmE, JEIEMERE AN RNE, CD4 BHMERIIRELAY 200/ 1 L Rl 227 A /L A B
400 copies/mL AT > HIV JikYuii g%

c) PERKAAALRT 30 HEANIZ 14 HEL B T L K=Y 20 mg/ HEL EIZH YT 5 arF =
AT aA ROEL . REEANET 90 HERNICAERE (o7 VX~ T, VRATFX~<
TE) A LITRERAGE (A MM — b AVBT VTV THEFATY L) O
Bl XIS LERE == S E
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d) FCHEMREEZ A L, REIMICBER G 22T T 25613, BEMICZT QO DTSR
FRVE TICBIT A

ERL SN T R CTOHERE TORYLBHMEZ DM ORIERRBIBME X, =1~ hLb

EAKONY R EAPEFRBET6.5% (67/1038 %) TH Y. ERENWERIX. WRAE (3.5%.

36/1038 f5il) K ONFHT (1.1%. 11/1038 i) T -7=,

2) BREMRER
MM E R L

(5) % - HIEAIEER
TR L

(6) BERER
1) ERAKERE (—REARERE. FEEARERE. FARBELERAT) . 2ERTET AN
—RFE. WERTERERABROAR
SARS—CoV-2 JEYLIE LA 1Tk 5 — X pREai & (6 T)

2) RREHE LTEBFEOREREERE L AL - RROBE
R L

(1) itk
AR L
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VI. EHEEICREJ HEB

1.

EEPHICEESH DILEYMRITIL &Y

L

2. EBEMA

(1) 1§

FRAERGL - ERtLFF

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

U N E VIR L@ E (3 umol/L) % T SARS-CoV-2 {Zxt L THL Y A L ATEMEZ 7R S 72 h
57, U R FELE=L~ FLALELD CYP3AIC L H2REZALE L, =/~ bk LLELO g
ErEEnst5,

(2) %
D)

2)

3)

$hEEN T DREERAE 1Y

IR FLUILEIILDERMYE

fizxDb b, WAL OTANZADT 0T T —¥ (FIZvATA v Far7—EER0kEY o7
077 —PEER) WONCIEER T A VA TH S HIV-1 D757 —F &l LT, SARS @ Mpro
x4 5=/~ hLJLELDOERELZRSF LT, TOME, =/~ KL /LELD SARS-CoV-2
Mpro (254 B @R M: (IC, = 19.2 nmol/L) 1%, t Mfa7 a7 —E¥ LK OHIV Va5 7 —F
LTS L B FEHBTH D Z ARSI N,

ZILI FLUILEILDOWA IILAEE

SMEIEH E MR B (ANHBE) R Z FH VN T SARS-CoV—2 RRIR Ay EfEkk  (USA-WA1/2020 ££) 12
T D=~ LI EILDH T A VAR 2SR F (CPE) 7 vt A TEHMELZ& 2 A,
=< N LJLE/LIZ 61,8 nmol/L @ 1Cs T CPE #FRE L 7=,

ACE2 % E 3881 S 7= VeroE6 i % AN/~ CPE 7 v & 4 T=/L< bk L L E LD SARS-CoV-2 iR
SSBERE (USA-WA1/2020 KE) 125t 3 AHL 7 A NV AIEMEZ I L=, F7-. FERK VeroE6 A%
HnT=r~ L ELOfifaEE L2 i i Lz, =/~ b L Eid P-gp BERDOIEFET
T SARS—CoV-2 (2 & % CPE #BHZE L., ECsfifii% 4. 48 umol/L. ECefHEI% 9.46 pmol/L TdH -7z,
2.0 pmol/L @ P-gp [HEMHKIFME T TH =/~ h L/LE/LIT SARS-CoV-2 (215 CPE Z#BHE L,
ECso 1% 0. 0745 umol/L. ECefEiZ 0. 155 pmol/L ToH-7=, HfAFEIEIX. 100 pmol/L O F
T, 2.0 pmol/L @ P-gp BHFEIEAFAE T XUFFEAFE T OWVWT I THRD HAL7eh > 7=, SARS-CoV-2
KT AIREFESUE. 2.0 umol/L @ P—gp PHEIRAF/E F T 1250 B ThH - 7.

SARS-CoV-2 DX EEZEKICX T HER
P-gp %/ v 27 7 U K L7 Vero E6 fifldz HW7=MehHzB T, =/~ b LIV EJLIE SARS-CoV-
2 [ PR 57 BIERR (USA-WA1/2020 ¥K) MF N BB TH 5 alpha £k (B. 1. 1. 7 2 #%%) . beta £ (B. 1. 351
2. K9OR Z5H) | beta #k (B. 1.351 R##HE. KOOR+P252L Z5H) . gamma £ (P. 1 H#H) . delta £k
(B. 1. 617. 2 %#%) . lambda £k (C. 37 ##E) .mu £k (B. 1. 621 H#%) KX omicronkk (B. 1. 1. 529/BA. 1
) okt UTCIRIFREE DHLD A L ATEM: A 7R L, ECs 122 LE 4 38. 0, 41. 0, 141, 127. 2, 24. 9,
15.9, 21.2, 25.7 KOV 16. 2nmol /L T&H o7z, F7=. Vero E6-TMPRSS2 #ifia & HV /= MidtCid,
=)Lk LV BT P-gp BREIEDLELE T T SARS-CoV-2 B PR 4 Bk (USA-WAL/2020 ££) W TNC
PEEFRTH 5 omicron ££ (B. 1. 1. 529/BA. 2, BA. 2. 12. 1, BA. 4, BA. 4. 6, BA. 5, BF. 7 (P252L+F294L
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4)

5)

ZE5L) . BF. 7 (T2431 Z85) . BQ. 1. BQ. 1. 11 ZTNXBB. 1. 5 %) 12kt L CRIBEDHLY A /L ATE
ME R L, ECs IZFNE4098.8, 65, 40, 39, 146, 44, 108, 76.4, 104, 89.8 } TN 113nmol/L
ThHoT,

258 SARS-COV-2 Mpro BEZEIZxtd 2=/ FLILEILDER
SARS—CoV-2 Mpro D HRIEELIIN =L~ N LILELDEMICKITTEE |z -WT, iz
Mpro B#3 4 VN FRET 7 v A IZ L > TG LTz, =L~ b Lb BV & O FER AR O
MERTNFRITUA N ATRLEHEEISGRD 5N ERIZ OV TRE L2, BRIITIZR AT
b%hfw@wMmoﬁﬁ@T\/@ﬂquPT%@ﬁbtoﬁk\mmalﬁﬁé_hE@
BHOBRNERIIFAHTH D,
9 FRFEDE & D2 Mpro BAGF A HAIA AT SARS-CoV-2 IZ DWW T =L~ k LLELDIEMEE
Mt L. ECso A B AR & Lz L= & 2 A, G15S 1 0.7 %, E55L : 1.8 %, L89F : 1.3 %, KIOR :
1.5 f%, P132H: 0.5 fi%, S144A : 2.5 %, E166A : 3.3 fi%. QI89K : 0.2 fi#, HI64N : 1.9 {5 T -
7o ECso NI AERI D 10 LA THAVUIERRICE T A MHFREEL TRILZ Z b, ZILHOE
B A NVAT=< P LAV EMIH LM EZ RT O RISz, LER-T, Zhb
DEROFBRMERITEN LD EE 2 Bz,

SARS-CoV-2 9 A LR E RN /n vitroMittE™y 4 JL X BIREER

P-gp % / w7 7 7 b L7 VeroE6 iz = /L~ b L /L B LIRS 2 Wil S TSR L& 2
5. 6 FEDOER T A JVANEE SN2, qPCRIEIZ L - TEC ED EF-OFE ZFEIC =1~ b
V»H»Kﬂ?é@%ﬁ%@ﬁbk%%\ﬁ%T%M“G&4%\:i%ﬂTﬂHBML
L50F+T3041, T135I+T3041 K (N T304I+A173V TEMNEH 7.9 {5, 5.9 fi5. 3.8 fiF K& TN 20 %,
kZEﬁEmHW%M%MMTﬂ&h@ﬂ@ﬁhﬂ#mbgﬂﬁo4EﬁEBMHMRV&U
Z S T211+T3041+S144A @ EC5fE (ZNFH 20 (LN 28 5 E&H) 13K o=/~ kL L
EVIMHRE R ElRlo7-, Zauh 6 FOER T A VAT L AT ¥ ESKE U TS M & (R FF
L Cuve,

A549-ACE2 HEBa A FW- R EHZ BT, =L~ N LIV ELEEE % BCy [l 25, 40 BTN 50 i &
WS E72 L 2A, @BEEICED HILD Mpro 28 & LT A173V L OV ALT3V+F140L @ 2 DD
BANEIRS 72, ALT3VHFI40L BEREZFTDH VA N AOBEAMHEIFBEEIE T LTEBY, vAL
AZIMIEA 21log K F L, 77 —27 D% A X HAR LV /NS holz, 2D X H T A549-ACE2
M CIXER YA N ADEIEOKTRRO NI L, =/~ FLIVEHL Y A L ATEM
X VeroE6 TMPRSS2 #ifil A FiV T qPCR ¥&IZ L » T, P-gp [HEZH (2.0 pmol/L) DIFEE T THIE
L7z, ALT3V RO =)L~ b LV EVES T E AR L [FRRE Ch - 7o b DD, ALT3V+F140L —
BB ORZMEITE AT L T 10 KT LTV, 20D & & D ECy B T oo i i
FELVEETChH-T=Z b, =< FLAEMIRH L CRSHEET A0 EHR ST
O, TNHOEROBRKRERIIMENEZ X 57, A173V KON A1T3VHF140L OZEEI TV
B, VATV E KT BREEMIIRRE LT s, B b OREME kRO T A L R
EWIRICO > TSR SRR SN0 TH Y . TOKICB T AT H AR
AR R E & OBEIIAR TH 5,
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6) ¥ REE SARS-CoV-2 ETILIZHEITS in vivotER

~ 7 A5 A X7 SARS-CoV-2-MAL0 7 A L A 2%t T B =)L~ F LV ELD in vivofi7A )L
AR A BALB/c LN 129 R~ 7 A &EAWTIli L7z, =/~ FL/LELD BID B HFEIZ &
. ZHhHD= 7 AD MA-SARS-CoV-2 JE&YLZ k. A KB ITLE L., D7 A VAl EE
WK R L7z, £72 BALB/c = 7 AZE W TE, TR E O FRIE (R E D K& OVt O 53 BEAR A =2 T L)
DWENED BT, =/~ LV ELH BALB/c = 7 A SARS-CoV-2 T /LB TH Y
ANRBRZER LT L ED Couy 1XIFIF ECy ZHERF L TNV, 2T OFERIT, BRRERIZE W
TRDOOLNT-=~< LV ELVOFEIEERFE Lz, £7-, BALB/c vV AZBITH =/~ h L
JLVENVEME YY) e E DRI L DRI OVWTH/RE LZ, U M ELVEIR TS Y
ANAFER T TRER DTN, =A< FLLEALEDOPFHIZED . =~ ML ELXIY b
T EVEIR & bk U CHEREER OUEENRD bz, ZiuUdY R eV CYP3A BHEIZ XY
=)= FLVELDOIRBRENEN L2 SickdEEX BN D,

(3) YERISISM - Pk
AR L

VI.
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EYERECRE T 5IER

1. MREDHR

(1) h# LA nRRE
AR L

(2) BRIRGABRTHRE SN -OLPRE

1)@@&5@%(%IA7 )

M AL =L~ FLLEL 300 mg U FFENL 100 mg JFH T CHEROKRSG LI-ZLED=L
~ MUV ELVOIYEIHE R T A — X & LU TFIZRT,

EYBE/NS A —F

=< rLLEL U rFenw
Cmax AUCinf Tmax t1/2 Cmax AUCinf Tmax t1/2
(pg/mL) (pgehr/mL) (hr) (hr) (ng/mL) (ngehr/mL) (hr) (hr)
3. 00 3. 98
23.01 6. 05+ 359. 3 6. 15+
2.21 (33) (1. 02— 3599 (47) (1. 48~
(23) 1.79 (46) 2.24
6. 00) 4. 20)
n=12, T : FRAE GEFH) |t FHTFEHELSD, ZOMDNRT A —F  BTEHE (V%)

3.0 600
5 25 | = 500
e ] g
; 20 | £ 400
= ‘ i E: s \L
~ 15 § ~ 300 1 ‘
i—‘ A
5 1.0 \ A 200 \
R ‘ 7 % |
g 0.5 \\ ﬁ 100 l \1‘\&7
fizd —— — ——
g 00| & E— ofe e

0 12 2 36 48

0 12 24 36 48
Be b (hr)

MmEFRREHRE (=12, HENTEHELRERE)

2) EHEGRR (AARAAKROSNEANT—%) W
:wv%vwewm\%aﬂiwom%u%ffwﬁ%T(IENOM%lﬁzﬁ)TlﬁzE
KEKRORG LTEEZ A=~ MLV ELOMBEFREX 2 HE E TICERIREBICEIEL, HH
B ERFIZEE AR AUC M TR C 13589 2 fFIHEIN L 72,

TE) ARANOARE S iz iE R O &I
HETH D,

=A< FLVENL300mg KONY FFENL 100 mg 2 1 H 2 [A]
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(3) HhEE

DR L

4) BF - HRAROEE

DAEFORE

EEEERE%IZ =L~ MLV EJL 300 mg (150mg $EA 2 §8) % U RFE/L 100 mg AT (=1

~ MUV E L ORERT 12 K], BEHRENR OeG-1% 12 Fefllc e ) CHERRO&G L & &, Z2E

BRI G & R L C =L~ R LV ELO Cp D FEEIEITHI 60% , AUC,, e O EHAIEIXHT 20% 0 L 7= 12
GrEAT—%) . EFRILE O/ MR CIIAAZ BFOF I b bR Lz, AAIT,

BEOHFEIZ»PDLPRETE 5,

2) PFR D2

=/~ FLILENL : Pgp ODFEETH D, F7-. CYP3AL Z Al K O AFAIICPHE L, P-gp %

FE2 19,

U FFEJL : CYP3A & BRZIRVEFIME 2R L 17, CYP3A TRk & 5 HE ~ O A O 38 & B A

BN ET S, 77 o UERHS 2488 L, CYPIA2, CYP2C9, CYP2C19 Z#E-4 5 Z & 3o T

W5, PEREEAIO MR E A KT S8, 30855 T 2 5 A X0 Al o H EGREi s Bt & 72 5

AHEMEDN B D

== LV ERLED FFEAFATCTA T2 — (CYP3A4 PHEK) NiFdh < EE
(CYP3A4 FHEHR) LOFHEEG LIzt & D=1~ ML LELKEDRY M FELD Cp KOV AUC (2539

DEEETMN LB RE LTINS S Y UMEAT—4)

AINTEEURIFA FSaFV—ILAZIT FLUILEILRDY FFEILQOEYPEIREICRIFTTHE

e HEENE T A —HZ D (%)
- (DB BAIEE ) (0% 5 MK )
n
N N == FLLVEIY/ =)~ hLLEL U hFen
e bR U ke Coas AUC Coax AUC®
< 300 mg 56. 82 44. 50 25. 59 16. 57
j;’?/f 1A 2 3093‘%/%0; " g | 47 04, | (33.77. | (18.76. | (13.32.
(16 F# 5 - 68. 62) 58. 65) 34.91) 20. 60)
PR 200 mg 300 mg/100 mg 118. 57 138. 82
Jl 1 H1E 1 H2IH 11| (112.50, | (129. 25, NC NC
(8 [ml4& 5) (5 [E4&5) 124. 97) 149. 11)

a. BNV 100 (%)

b. HANTEE L AUC=AUC . A T 2+ — b 1 AUC=AUC, .,

c. ANNR=VBENIHKERESHENS I5EEETI H2E 300 mg FCTHE (1 HE~3 HHIZ 100 mg %
1H2E#HS, 4HE~7THEIZ200 mg 2 1 H 2 [\#&5)

NC : HEH L T\

) AENOERENT HELOHEIZ=1L~ ML A EL300mg VY RFEL100mg % 1 H 2 [H
BETHD,
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=A< L EAZY hFENAGHH T TI XY T L (CYP3M HE) XA H T (P-gp DIk

=

R DU RIS o )

B) EHARELEZLEEDOIZ Y TAIIZEH T 2D Cpy SOV AUC, ¢ (12K D
HEANT—4)

R R L7

ZILRFLILELRYY FFEINZIEYSLRIITEN FSUOEYHREICRIZTEHE

HWEE T A =2 D (%)

BoE o OB ) G0
e g | Cun uct
crrma | it | |0 | o
FEAET <a£§3£$i;> 1 ngE?géJE§%;§9 . (172.?2?'3?5.54> (155-23%.313-55)

a. BN WEEIT 100 (%)

2. EYMEERP/NS A —4

(1) fihraE

J v o— N A v MENTE

(2) WRUSEFETE 8

AR L

(3) HREEEHR

DR L

@) YUFTUR

R A 12 Bl =/~ F L L EJL 300 mg U b E/L 100 mg fFH FCHEREOK G LZEED
=A< LA EAKRY hFEADOKROZ YT 5 A (CL/F) 1Z#FF413.06 L/hr KR 27.78
/hr ThHol- GFEAT—%) ,

(5) HHRE"Y

fERERR A 12 Hllz=/L< F L /L E/L 300 mg 2 U FFE/L 100 mg A FCHEREOKRE L2 & D
== FULVEAVENY M FEAD Vz/F OFMEIL, FF1 109.4 L KON 234.0 L ThoTz
HNEAT—H) ,

6) 0t
LR L

VII.
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3. B&H (REaL—>av) @

(1) fiTAE
—WRRINE G 2-a /8= M AV MNET IV

(2) NF A2 EHER

FHER PK &5 /UIZiE, CL/F K ONV/FIZR LT, FRE300.75 O 1 IZHEE L2 E vk

Ei (,\\‘,_7\54' :/) OTEARY yﬁ%?‘/b%%ﬂﬁﬂﬂflo

4. R
s ER e L
5. 5%
(1) i —REEFTERE
TR L

(2) mE—FRARIPIEBYE
LB L

(3) At ~OBITHE "

=< hLEADE N ~OBITHEICOWTIZRATH 508,

T2 ehHESNTND,

() BERA~OBTHE
LR L

(5) TOMOMEMADIBTHE
LB L

(6) MIFEAIEEER?
== FLJLEL B MISERE AR SR 69%
U b eV b MIEE A SRS 98~99%

U M FENLTE FAHF A~
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6. ft#

(1) BB R U BB R

== hLLELEZY R FEAL LTS L&, =L~ P LA ELOREINILES NS, EEE
AIZ =L~ FLLEAL300mg &2 U FFE/L (1A 100 mg 2 1 A 2[E) fEA T CHERAO#%E L
7- b x| MAEHICERD LN EKIBEY T I =L~ LV ELADOREILRO I TH T, 728, JF
RO SE D DT B0 bz ) GHEAT—%) , el icid, Mk fRic

L VAECULZRBEP M5 BELH-ED 12. 1%, HOTXTO7 v REFRHDIHE BEHED 1%EK
i) Wb, MBITEEGED 4. 2% 08BN Y,

v MNFIZ7m Y =A%\ in vitrosBRT, U M FELIX 58, T%~60. 4% 3 &4, I3
FEE DO Z AT D 2 LR S, RFEERE I "CIER Y M Ero ekl A B
AR O BeE- L, IR, P OMRBMERE LR R, REMEKOEIC 4 FEOBR R ) iR

ni- 18)
— o
FF
FA;
o O\ N
HN
\\(O o
9
urine «—220% >\ H\ _2T% | feces
Ny
H

S
SN
FF RF
o F ’
NH 429 - PF07321332 0.8% o o.__OH o SN
N / \ HN L
12.4% 0
AL ° 3 * 3
A ‘e A A A o
E N Xy OR Hod
)
HN
0

M8 (PF-07331782) \\( o
j I miz 519

<‘N¥ “"SoH

M5 (PF-07320267)

M7

ZILY P ELDOHEE RN HHRE

(2) RBIPEETIEE CYPEH) OLFiE. FE5X
Invitro@BBns, U T EAHEMFHA T TIT=/L~ FLLEVTEIZ CYP3AML TRFT SN D Z &N
RIEE N9,
in vitro®ER T, U M ELORGEIZ T CYP3A 2 TN CYP2D6 23R 534 = L&z 17,

(3) NEBBNROHRRUZOHA
LR L

(4) RBMOFEOERR B, FELE
A E R L
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Bt

U M FEAEZH LI E ED=/L~ N LLELOTEREIRKITEIRETH D . =/~ K LIV EIL 300 mg
(RORER) %2V FFE/L100 mg (1A 100 mg & 1 H 21[0) R FCHERROKEEG Lz &, LW
JRHN G ENE NG EDOK) 35. 3% % TN 49. 6% DI BHEWE 1 el Sz, PRt o 32272 3B
HYE T =/~ N LVELREUETH 0 | NKSFRICIEIRT 20 BONRERD bz ? GMNEAT
—%),
TR BRE | YO AR Y R EL DA LA 600 mg A HERR O EE L-5E . BE% 148 R E
T, 5 LT EED 86. 4% M FH A~ 11. 3% MBIRF~ZTNENHE S, £z, REERN
33. 8% MHEF ~, £ 3. 5% NIRRT ~PE S iz P GMEAT— %),

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

FSURR—E2—IZBET B1ER D

In vitro®BRN G, =/~ h LJLEJLIZE K MDRL (Pgp) DIEE TH Y | BCRP, MATEL, MATE2K, NTCP,
OAT1, OAT2, OAT3, OCT1, OCT2, PEPT1, OATPs 1B1, 1B3, 2B1, 4Cl1 ®FEE L2 6 ho Tz,

BFICKEDHREE

DR L

10. HEDERERIHESE

(1) BEWEETEE MEAT—4) ©

% (eGFR 60 mL/min BL E 90 mL/min AJii) . "5 (eGFR 30 mL/min A 1= 60 mL/min AJi) KOV
R (eGFR 30 mL/min AJH) OBEREEERE =L~ FLJLEL 100 mg 2V FF EIL 100 mg f
AT (=4~ b O 5T 12 FEfE, #5RE, # 5% 12 K RO 24 RfIc e 5 CHERR O
PG Lz & &W | ERARBHELZ AT HWRE LR LT, =/~ F LV EALD Cpy OV AUC,, DFR
B Tr S (] LA I L BRI D R RS RERE S ER T 30% K TN 24% , T A oD B RERE E R TUT 38%
KON 87%., DB RERERE E R E Tl 48% K1 204% @0~ 1=, (TV—-4. FVER O EICEET %
R 7.3) TVI-6. (2) BHgRefEELRE ] OBEBH)

BHREEEEND LT FLILEILOEYFEIZRIZTTEE

1B 72 R RE AL RERR T | PSR RERE | EEEE B REREE
(n=10) (n=8) % (n=8) (n=8)
Crox (ng/mL) 1.60 (31) 2.08 (29) 2.21 (17) 2.37 (38)
AUCune 14.46 (20) 17.91 (30) 27.11 (27) 44.04 (33)
(pg-hr/mL)
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)
tyy (hr) 7.73+1.82 6.60+1.53 9.95+3. 42 13.37%3.32

Toew : FPRAE GREPH) . 10+ BEARTIME HAEHERZE, T OMODT A =5 0 BPFEEIE (CV%)

) AFNOEBRINHAELOHEIZ=L~ MLV EA 300 mg LY R FEL 100 mg 2 1 H 2 A
BE5TH D,
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(2) F¥aEEERE NNEAT—42) 7
W& B O RTFREREME B3 (Child-Pugh 438 B) IC=/L~ R L/LEJL 100 mg & U ~FE/L 100 mg fif
AT (=4~ b e vofbar12 B, H5RE, 5% 12 Reft] L O 24 Bl 5) CHRRR
AFG L7 &® | =< LA ELDORERIIER 2T EL AT O2HBRE LRETH -,
( Ivi-6. (3) [FHEREREEREE ] OHSR)

FFREEEA LT FLILELOEYBEICRIZFT EE

=
EF e FRgRE (0=8) | PEEIFHREERET (0=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)

ty. (hr) 7.2142.10 5.45+1. 57

Tax @ TRAE HEPH) | t1o 0 FAPTIMEARERE, COMONT A =5 2 BAPEE (CV9%)
HEONRREIES EE 255 & Uz BRARRBRII I M L TV7euy,

E) AFOEBEEINT-HEECHEIZ=L~ FLLEL 300 mg LY FFEIL 100 mg 2 1 H 2 [H]
B5ThHD,
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Fh, IEVTA, RV aFr = TULH IR, IANRTEBE Y Tz=b MV, RRAT
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—, U777y, B34 KU Y (St. John” s Wort, B b« Va—r XU
— N BaAEMS [10. 1 K]

2.3 BEERE I REREE O H HBE T, a e F U2 &E5FROEE [9.2.1, 9.3.1, 10. 2 ]
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T N TAEMITSERE RIFT X O REREZEZTBENNH HT-OKE LT,

3. MBERIFHRICEET HFE & ZTDER
V-2, BEESUIZNRICBEES DR 22T D52 L,

VITI. &2 (R LorEs) 1+ 5HEE 32



4. AERUVAZICEET 5 FELZTDER
V-4, AIEROHEICBEETERE] 228KBT52 &,

5. ERLGEAMIE L X DER

8. EELERNIE
AANIOFHEA EHAEREZEZ ST 2208355720, IREFOTXTOIAN LML T 52 &,
Fo. RAITHEFEPICH T IMOIELZIRA T 256, FANSHRT L2 L2 BFIHRET5 2
Lo [10.. 16.7.1 ]
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AAENIOFH AR L OOFHEE ORI ERGFET ST OEEMRE & U TREEZHRE LT,

NI

6. RENEREHIHBEHICEHTIIR
(1) AHHE - BIEEFDOHLHEE

9.1 BHHE - BMERZEOHLEE

9.1.1 HIVREE
(AFNTY b FEerZgielzd, RIBEXTa bo—/LRBO HIV &Y BE ICRE L2155
&, HIV a7 7 —EBHEFNC T HMERE U D RN H 5,
2V NFEAXIZa T RAZ v MEETeht HIV BE & AR AT 58548, U M ELoH
ERHEINTIARETH S,

< figdn >

9.1.1

(1) U MFENZIHIV-1 7 uT7 7 —FBIHEAITH D720, RIGEXL=a > ba—/ L AREO HIV &
BFEITEEH L2BRIC HIV a7 7 —EBEANC ST D2 G 282035 2 &L
HERE LT,

(2) BRUN CYP3A4 PHEMTH A A T a2+ —/L L O AE/ERRER (C4671015 3XER) 12350
T, R CYPSM LEHKTHD Y M FreAiFabe v xy vy M EFHLEZSAIC=L~ |
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BhHLpnwZ b, aeFrombiEEN ERFT2B8EFNARH S, [2.3. 10.2 5]
0.2 2FEENEREEZTOHSEE (ALEFUEERSFOEZERL)
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THRRER - 8F e By by T DI
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B e e _ N =~ hLLEN/Y R FELD
B BERE E DR =< kL ENLD M
(2955 T AUC 24%, T C,, 30% 300/100 mg BID
o R T AUC 87%. 1 C,., 38% 150/100 mg BID
HE T AUC 204%. 1 C,. 48% |@U)72 455 B3fEE LTl

F7-. ERSILES /MR RRBR (04671005 (EPIC-HR) #BR) 1238W\T. HEE O B HREkE &
BT HH5FE (eGFR : 30 mL/min &) 50> 6 2HOH (=1~ LN/ U M FEL
300/100 mg BID THEFMKIZIL TWR\W) ThorzZ Linb, BEEOEMAEREBRE DL
RS A7 DT — IR BN TND, DD, AAIDOBEGITHELE L TR 59, FREHELE
FARIIRFT S T RWEZZH LT,
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9.3. 1 AHAIA CYP3A ZPHET S Z L1 otD:/vt%/mf;;%f“b:LﬂL kel R I HE R
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(4) KFEREZET HE
BREESH TR
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9.5 1EH%

B0 XAFEEHRE L TV D RIREMED & 5 MBI, TRE EOF RN EMEE LRl S Ll s i s
BB ETH L, TR FIZ=L~ P LA ELEERE LT-ERIZEBWT, BRRE
%(Mmdﬂl@’W%Téﬁif%E%E®ﬂ@ﬁ WO LN TS, Fio, HIRT v M2V
NP ELERE LI ERICIBW T, BRAWE L TRIEA~BITT 2 2 RMESRTNE 9,
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%kt L=~ h LA EA/Y M FELDOEKRRBRIZERI N TE LT, HRIcxtT 2%
PRI STV R,

GEHR D B X OFR B 0 ZH O E TOMIM (R 7 B ~4E4= 19 H) I2=/L~ k LV EJL 100,
300 I 1000 mg/kg/ H #5512 K DR 7 5 % L OWA - éﬁ@%%m@ﬂ@ﬁ@ TK % FEAl L 7=
AR A FEhE L7ofE R, =~ MLV E VR GIZEE L7Z B O T ITREO 5T, RIRAKEOK
T GeHRE#ED 0.91 £i%) 73 1000 mg/kg/H [E M=/~ bl/zbﬁ:/b/,J}~ﬂ‘ti/b'(300/100 mg BID)
B HF DT END Cpx OV AUC, (2K LT 24 {5 KON 11 (FOgEETRE] TROLNZ, =/~ kL
IV E ARG B U 72 BBV OFIRR AT R IV R O R T A — 2 R AR ESRIE N IR IR o443
WK VB ~DRBITFEO b hotz,  ( TIX-2. (6) AfEFA MR OEHSH)

IRV FIZ= b~ b LA ELERE LIFHEBRICBW T, BRRER (AUC) @ 10 FICHEY% 325 H
ECHREEEORDPEO SN TS FEEitd L THEEMEZIT-> T\,

A, R RTREZR BEIRFBR O 7 — & 2 F W CREMEF MBI IEE T /U B BB X, £ D AUC DEIZ L
X, ARHKID CCDS (Company Core Data Sheet : REFEET — 4 v — 1) IZBWTREL DT H S
iz, AR CCDS DELRTZBEE 2. 2024 42 5 AICAFRE FIRSCORFELZ 10 5005 11 fFICEH L
770

CCDS : K- E DU CEE VERR T D BRI HHE L Lﬂ\é%uﬁa%i&iif‘%é ZARVEFRITINZ T,
ZhRE - ZhA. F¥E - &, 2R ORGICET 2 Z20MoERNGEN TS, 2k, it
R DR EME R A ERE, FHMIL . RFOBERNKMEIND L5 ICERUET N5,
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(1 IMNRZE

9.7 /NR
INRBEE G b U BRI RRBR 13940 L Ty, [16.6.3 B
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NI 2 ARG RIIG O N TE b3, NEITHT 2 el L AR L Tuis
Uy,

(8) SHnE
BRE STV

1. tHHE%EHA

10. t#HE/EH

AANZL CYP3A < PHFE L, £7.P-gp ZHET 2, =/~ LA EALKTYY R E/LIE CYP3A
DOHEETH D, MOFEFEDOHEERIX, FTHERT X TOMAARDLEIZOVWTHRF SN TV
DI TRV T, JFHICE L CIHEICEE L TEREICR TS24, [8..16.7.1, 16.7.2
2]
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AKFND CCDS \ZAFND P-gp ZMHETHENBREENTZZ L0vb ., 2024 4F 5 HICARREFTRLIZHIB
L TEEMEZITHYI L & L,
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AFE CYP3A FEERCIRVY CYP3A FHilA|Z E AR EZEZ TREEENRH Y, 2 b 03H & O
T5Z & TRIERA DB BEDOBIIDOBZNNH D72 D% E Lz,

rmARY . Zra ) NZKF D

Al 7 axARY RO 7 a ) AAKFWEEOHICET H2ARTME N7 7 A4 F—1%
BT — Z N — 2 DJEFIHRE 2R LI RIS E . RFID CCDS IZBIT DAHAIE 7
R KEORE 7 a ) AAKY EOPFHICEET AIEEMENSKGT SN2 &b, 2023 410 HIiZ
IR ARY RO 7 v ) AAKMPNCET S TERRGER - #iE ik Oft#E: Lz,

VITI. &2 (R LorEs) 1+ 5HEE 44



8. BIEA

11. B4R
WOBIWERMNS LoD Z ENRNH DD T, BELTMITITV., BERED LN EAIITHRS
IR A7 S LEEIT O 2 &,

(1) EXLGEIER & DHER

1.1 EX%GEIEA

11.1.1 FFRERERES (WA

11.1. 2 A EMRKRIEFEFAEE (Toxic Epidermal Necrolysis: TEN) . [ZE¥LIRARJE {&&¥ (Stevens-
Johnson fE{EEE) (W T v BHEEARE)

NA37Fr2453F%— (BHERH)

<S5 >

11.1.1 U P FEAEZRELFEETH NI AT I F—F LR, HFREEOEENED L&D
WMEDNDHD LMD, KEEARE LT, 72k, EFSILFES T/ IFERER (C4671005 (EPIC-HR) &K
B) 1B\ T, =4~ LA ELKERNY NFEAJHBETTY =07 F 70 A7 27 —8
(ALT) BB ONT AT XTI ) v T A7 =27 —8 (AST) #IBRFEH 5T\ 5,

11. 1.2 U M enah U BE CH MR FESERARE & O AR E 2 23 3 BL L 7= & Ot
ENbBH b, RAEZERELL,

11.1.3 RAIETF7 4 7% — L OREBMRNEE TE A WEN L OMEIMEFINER L Z &
b, AEHEZRE LT,
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[EFIBEE ]
cTF T4 TR —

25 | BE5E glERA
[ BRER | e NI
FH | (BE) | DM FBRULE
L COVID-19 =~k | TTF747F%v—vavy
60 %At | 1A LVEL | ELE
300 mg/ Y
rFen | BEBMGH AKAENOB -2 B Uiz,
100 mg Bh52HHE g, AENENIRL RoT,
4 HH BhE 488 SRR FRBL LT,
l 55 HE(PIER)FHZ S L& KB EBEICRD =3, £ OMoEsy
ik MK LT, SO0 ROMERKERD, 7V F
VFr e U e VATA VEAAL -7 v T
=T IvvLAUBE, VUAVR, TRV
VEEGLEOL, fiBE~E LTz,
ik 9 B4 HRRIZ D LR > Tz,
ik 10 A # JBBE L7z,
ERERREE
BHA R 2HH 4HH kA 9 AL | Hik 10 A%
k4 (/min) 81
I (°C) 36.5
1 (mmHg) 117/59
RBC (x10*/ 1) 4.67
CRP (mg/dl) 4.31
WBC (x10%/ 1 1) 7.7
PLT (%) 15.6
AST (1U/L) 18
ALT (TU/L) 18
wmeyLe
(mg/d1) 0-5
vy -GPT (IU/L) 32
AL-P (TU/L) 56
TT 2 (g/dl) 3.2
VAV =
(ng/d1) 1.51
eGFR (mL/min) 37

BEIWSEEE © 7 A DN LRI
BEZE . A M e — AR, U FUAKRE. REFY AR
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(2) ZDHthDEI1ER

11.2 DD EI1ER
1%L b 5% A 1% AT BE R
0 ECE HRZ, T OFERE, AL
BE, WAMERCPOES, Mg
PRV
TR R P RN FEMED £V FHR
I8 P 8 If
B T - R FOL, MEM, W EA | R
B. HEEV TR
5}
JHF AR R P ALT E5-. AST E5-
B2 R Mo OV T RE kR WIB
0B R M OVl ALk s 1 A
— % - BEFEE RO G (E¥sYR:
WABEIN; =
< fian >
[EIFR LRSS I/ MAHESR (C4671005 (EPIC-HR) #ER) TEROOLNTZREWERICHK S X, AHAZREL
776

F 7, IWBBEUERE FROREIEG OERRPLIZIE-SE . CCDS (Company Core Data Sheet : /¥
BF—2y— b)) YIOBEENENER E LGRS SN2 E0v5, 2022456 A2 NBHUE] O
R Lo, £70. CCDS IZHEE. BREEARIWEM & L CEREINTZ &0, 202249 HiZ THE
) MBER &80 Lo, HIC, BRREBRICE W CEREOENER 2R b Tk Y . CCDS [ZHEH
DEHENTWDHZ D, 20234E8 HIZ M98 B30 L7,
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SEERRIRGHEREER VBRRREERE &
[EIBEIL A SE I/ M AHAER (C4671005 (EPIC-HR) #EBR : 7—X 4> A7 2021412 H 11 H) TRH S

-RIER
—Rak
BIlVEFH o fiE BIVE I FBUE B (%)
BEIERAE (N=1109) 86 (7.8)
PR R 55 (5.0)
R R4 53 (4.8)
FEIMESD E W 2 (0.2)
BIEE 1 (0.1)
LT BE R 1 (0.1)
H IR 31 (2.8)
T - R 15 (1.4)
B 8 (0.7)
Mg it 6 (0.5)
LR 5 (0.5)
H A i P R 2 (0.2)
RS 1 (0.1)
mRal S 1 (0.1)
NS 1 (0.1)
TR 1 (0.1)
JHFRATE SRR 5 (0.5)
ALT B& 5 (0.5)
AST L5 4 (0.4)
B e OV T R Rk R o5 4 (0.4)
595 2 (0.2)
JHERE 1 (0.1)
B &I 1 (0.1)
W, B K ONE R P 3 (0.3)
Loo< b 1 (0.1)
J R AR R 1 (0.1)
W% AR 1 (0.1)
M R BE R 1 (0.1)
B AS SR B OV A i e 5 2 (0.2)
0 PO 2 (0.2)
oy AR 2 (0.2)
1 A BRI A L P 1 (0.1)
. F PR AR A LR N 1 (0.1)
MR OV o 7R EE 1 (0.1)
IEHALE Y b VR T T AT UIGRE R 1 (0.1)
B Ok b 1 (0.1)
[ETHAPE D F U 1 (0.1)
O 1 (0.1)
EUllEs 1 (0.1)
B 1 (0.1)
Rz 1 (0.1)
R R O aR fEE 1 (0.1)
BARRER 1 (0.1)

MedDRA v24.1
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9. BERBRERRICRIZTHE
PREZ LTV

10. B=%5
PRE I LTV

1. BRLDOIE

14. ERALDEE

14.1 EFFRRBOIE
(R¥FmrbEy RNy 7)

14.1.1 — 8 1 IZ@EFEHE - HEDO 1 B FIEOYHO 2 [84y) =L~ b LILELEE
Gtase) KOV hrense G2 BNEENns, PEEOBHERERERE 5T 2 Bk -
RENLT N6, SIEOY FORASZENENND, =~ RLIVELBE2 8D D 1
BEARVERE ., BROBRWECEHO— V2B T TR 528, [9.2.2 8]
(NFr By Kty 7 600, SFaEy K8y 300)

1411 PEFEOBMERERE I L TIFe ty Ry 7 300 24331152 &, [7.2.9.2.2
2]

14.2 EFIRFEEDEE
(R¥Fmrbvy RNy 7)

14.2.1 — M 1MICIE 1 By RS FO 2 [E15y) BNEEnbdizd, 1ENCRHT N R %
BENIRET 52 &, o, PEEOBERERERE T2 L - HEDLT Sh-EBEIC
XY — DO ARBEREFRIDERI N TS Z 2SS &, [9.2.2 2]

(RFa by 2w 27 600, SFaty K%y 27 300)

14.2.1 >— b 1T 1 By @AY Fo2[045) BNEEnbdiz, 1ENCRAT N 884 %2
BEIEET L2 L,

(RFabty Ry 7)) FOY (OFr by R28y 7 600, %F 2ty K28y 7 300)

14.2.2 PTP @2 DAL PTP o — MOV H L CIRAT S L H5EEST 52 L, PTP v — hORd
RIZ XD OB BIEREA~RIA L, BICIFZRA 28 2 L THERIARZE O EE 25 HE
BT AZEND D,

< i >

4. 1.1 PEEOBBIERERE BV THEIIRMEND L H. REEZRE LT,

14.2.1 AFNL 2 MEOERZMAGDOE TRAT2EAICTH L7720, MWL LT SND L9 ER
Wagd 95 Ko, AHEZRE LT,

14. 2.2 RAIO@OIEFREIL PTP @ TH D720, THRCHZEMEIC IS < RIS SCEE O ER
(272> TD QA ICHOWT (CFRL 3145 1 H 17 BAHT HEHEIRE 54 5) QA4 (23, AIHE
BIRE LT,
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12. Z00FE

(1) EERfERAIZE D < I1FH
BRE STV

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

1. EEHER

(1) ZFEhEEBAER
VI 33T A HE | OISR

(2) REMFEERR
=)< kL
== F LIV ELZ Wistar Han 7 v MZHERE OG- L7 EROMRMERE X Ol 13 21/ H
Ze i L 7=,
MIRBERE DRI CIX, & 6 BIOKET » M b7 b 3RHCENEN 0 ORE : 2% (v/v) AU VX
— k80 KTr0.5% (w/v) AF/LE/L—=Z 4000 cps Z g defliZk] . 60 X1 1000 mg/kg D=/~
ML ELEROEG LT, =4~ FLVEVEK 15%D MBE 25673 5720, 6 FlORET > K
WO IR BREERERRT, =/~ ML ELOEHER L [FEO MBE (150 mg/kg) Z AN L 72 A
Z P55 U C MTBE D228 % FEAN L7, &5 1 REfE#4 12 FOB FEAl 4 S0 L. & DEAIZ 60 MO E &
Y B RS R ) E & e L7,
JFERE DR TlX, 6 BIOHET » "B 725 4 BECZNZEI 0 (FEBERHFR) . 0 (MTBE %FHR) | 60
NIE 1000 mg/kg D=/~ S LA ELEROKREG LT, 5% 6 EICh-V 2GS LV AFE 7T
7 4 EHOT B R, FER SO OV RS & A JE LT,
FOB /X7 X —X#1Z 1000 mg/kg £ TH =L~ b LILELDEEIIZRD SN oT-, BIREEBHED
S TR, I HREE L i LT, =L~ LIV EJLD 1000 mg/kg BE TR ORI D 5 43
\ZHEEGESE) ORI OWD A TG O 5tk D 30 43 [ KRB J OV [EE S O S [ D
HIMAFRD BTz,
JHERE DRFAM CTiX, =/L< K LLE/LD 1000 mg/kg #E T, #5654 40 73025 160 43 D I EE LT
ﬁk%@bfﬁ&ﬁ&@ﬂﬁ@ BN LT,
MBEﬂ%ﬁ(MOmy@hm%)Kﬁwfﬁ\m& H R E ) & IR T A —Z 2 MTBE 12 &k %
WAEITERD Lo T,
7/%%EV%J4HW&§ﬂ@ﬁ%®ﬁ%15 B DREDKRIRIE Co IZFED < &, 1000 mg/kg
KOY 60 mg/kg (NOEL) %5 L7-& & OBEREIT, b MIRFEHEZRE LI &ED=1~< L
JVE IV DRRIREE Cay DENZIN 235K N3 5 5 TH -T2

AL\Iﬁl BA~DEE LM A T2, —HOD in vitro, ex vivo XN in vivo 3Bk % F0i L7, hERG

gﬁﬁfi\ﬁW7FVWE»%B%meL@ﬁVT&QLk&% VIR BRRE (0.5 + 1.2%)
IR L ThT 0 TIEH 2 0HMEICAEE (p< 0.05) 72 hERG [HE (12.6 + 0.7%) NRD LR
7223, 30 umol/L AW L7= & & @ hERG PHLE (4.3 + 3. 7%) 1IMEHANCHE TlE/eh > 7=, hERG
AV T NERICKT D=~ b LAV ELOEFEERHO 1C EITFE M L7RAN> 7225, 300 umol/L (&
MIBEAEEZ RS Lt &D=/L~ M LLEILOIEELR C. @ 153 %) % LIS EHESH
Too BNEY MORIH L2 T 7 RV Z#ERLET LV TIE, =/~ b LILEVE, BEH L7z
THIVORE [HH 100 umol/L (b MIIREHAEZHL Lz & 2 OIE/BAEE C,., D 5145 ] IcBW»
THERE (+dP/dT. ZE=E K OVEBIRENTTE) U3 OM=E (PR, QRS LN QT k7)) (SHEHHIICH
BB RIES otz T B LI KB OEARIZSOWTT v v a " ZA %
WZRHl T, =L~ b LIV EIWZ XD | b BR & bl U CHRERFIOIC A B DD IR BER AF I 7 1fn 2 ISR
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PHIDERD BTz, 1C5fHIX 50.3 pmol/L TH Y, ZOREIL, & M=~ LN/
ELOIEEHE (300/100 mg 1 H 2[A) ##EG5 Lzt & D=L~ h LILELOIEREEGEC,,, D 26
fgcH o7z,
mm AR L U, M L2 GLP AR O EE L7z, ZORBRTIX, 71V A FU —
M U HEORREL Y LI =L~ F LLELAE 0, 40 (20 BID) XIZ 150 (75 BID) mg/kg/H ®
%%fﬁmxﬁ—ﬂ~?$4ymi@&ﬁb\@E&@%%zﬁﬁﬁmbtofﬁﬁ%#%bm%
F—R BB, =)< kL t“/l/%’f: 40 (20 BID) mg/kg/ HOHETRAOKEG LI X, BIEL
WD T A —F T awg w%ﬂ@#otm»JV7LVWEN%1%(%BD)m&yH@
HETEE L L &2, »L\?Ei%t@ 14 bpm F TOWDBHEIFE% 0. 75~16. 00 RFEIZFE D
v, IUHE #%%&@Iwmrmﬁﬂ(mkf%nm@:MWE&5%0%~55ﬁW(#%%
MEDH) K OFEF 54 7.25~9. 00 BFEIZFE O H vz, HlEH% 54 0. 75~16. 00 KFfEIZ RR [H
MROIER (B K T+52 msec) MFB HiL, R TLAERID N AN & & — ﬁbfmtom
[F% 5% 0. 75~9. 00 FEREIC PR [EFE (+3 msec) K ONQT ffR (BRKTHI3 msec) DIEEDFED
oo ZhuE, DHEROBINTHE S R EL EE 2 Bz, Qe RRIZIE, m@&5%72&v
16. 00 BEICAEME (-7 msec £ THEME) NRDOHNTZ, =/~ hLJ/LE/L%E 150 (75 BID) mg/kg/
HOHBETEE Lz X, fE&EE#% 0. 75~9. 00 K[ LV+dP/dtmax HAE T (-364 mmHg/sec %
TIKT) L7, BIEMEIZT T, WIEEE% 24 BERLINICIREER R 2 32 5. L= & 2 D LU [H
@Lto:@ﬁﬁ?ﬁ%hﬁfK?—ﬁ(wom&gﬁﬁﬁ)&@#w%%waBBﬁﬁﬁﬁﬁﬁ

BRoOABR 1 BB 20T — 4 (40 mg/kg #%5-0) (2 H-5< & 150 mg/kg K O 40 mg/kg (NOEL)
%&5Ltk%@%@ai bt MZ=/~< hLENL/Y M FELOIBEHS (300/100 mg BID)
BERGLIEXIZO=L~ F LIV ELVORIREE Cpp DENEI A TERDN0.54 5 Th o T2,

U hF e

U R e OB R 2 Bad L7zl R, TPitsh, TEERE R, RIS AT I D Rrc§ ~ & 1E
MR bR o7,

(3) ZDihDEFEEHER

=)= kL ENL

(BEE®)

LRV EOBREN B SN TV DN (G X v 7 BRI RIR, A 4> F v, T AR

— X =R ONEHR2 L) 2EAFRIENINIKTT 2=~ NVIVELD in vitroAd 7 % —/4 v h3E

ﬁﬁ%%momdﬂmﬁffﬁﬁbto_®ﬁﬁ WTALOERIICK LT 50% &8 2 B 15X
WD Lo T-, ZOFEICHNE= L= R LA ELOEE L. & M=~ LA EL/T |

fawm%ﬁ%%(mwwOmg152@)%&5Lt&%@#%ﬁ@gmmﬂ8uQM=:L%

pmol/L) D 51 {5 TH -7,

Navl.5 F h U 7 AF v )L (B—2EHR) kR Cavl.2 B 7 LF v RIILOERICTTH =1~
FNUVELDED ICEIFWT I HIRF Lo kESEE TH 5 300 umol /L % E[EIY | Z OREIX

b MIBEHEZERE LI EOE-EERC D 153 FTH -7,

11 FE#HD PDE B 7 2 A 7 (1~11) IZkT D=1~ b LV ELORRLEEMEG I L7z, 10 Eidhk

L7729 _TDPDE H7 %A FI2HBWT 200 pmol/L (MEFL7-EiRE) 2 EEY ., ZOREIT
MIBEEHEZEG Lo & EOIERER Cu D 102 5 TH o T2,

IX. FERGRRBRICEIT 2 ITHB 52



2. HMEAER

(1) HEREEHMHER
=)< hLLENL
LB L

U rFen®

< U ADOREOE G T D OBSEEIIHERE L H 2500 mg/kg L ETH Y | FIRNE G285
HEWS D ELHE B I 1T 65 mg/kg, MET 80 mg/kg TH-o72, 7 v bOREOEEIZ L DM OESE &1L
MERE L B 2500 mg/kg LA ETH Y . ERIRNIERE Tl & 35 mg/kg TH 7=, FROHKET 320
mg/kg LA b (=7 A), RN G- TIiX 20 mg/kg (7 v ) BLETHHBRER~OIEH & Bbivd
HRHEENK T, AT, IR, MO BIPERB 23 B 514 24~T72 FERILAINIZ A BTz,
TRIZEEE G L 28N mERBROMBRETH D,

RIARUVS v FEEEREEEHBREE

R e
4

CGR#E, B $eh & (mg/kg) P —

NN s WS 0 BOOT B T R
)

o o 288‘ STSéOBOO‘ | >2500 | HEEBIOME T, REAT. IF
~ T N N G % S /I s v
el : 2000, 2500 ki3 > 2500 Wk oA, BHR. IEEA. TRER
CD-15%. - o0 35 50 1 o HIGEBOIK T, RiST, IF
-5 | R | O O T O [ W OWY . BRERZEH. R

65, 80 80 e
)?23?:%—
~ HREB O T, Ba BT, Mk
77h | an e o | o | ooy, sk, i #42,
CD;' ) ) TEHR, JE D O SR I5 Y

~ o K 1E E‘.M//\/g |-

635) " 5. 20, 35, 50, 65, | H 65 ?%%@Qﬁf;ﬁ%*ﬁ\gw
80 i 80 OB, IRERZEH ., IEEL, Jii

IX. FERGRRBRICEIT 2 ITHB 53



(2) REHRGSHRAR
=)< kLN
WMERED Wistar Han 7~ MC=/b~< FLLELZ 0 (BEBEIR) | 60, 200 i 1000 mg/kg/ H D
®T1H1IEL » ARG L TEELOTK Z23Hb L7z, £70. 2 B OREIRH 2 5% T CTEE M
BRI L7/ R, =~ N UV E AR EICEET 2 UE B U LA LT, RE K OB &
HEW ICIRBHRRI R TIIBIE R DR o T2, =/~ b LV EAFR G B3 5 — ik g
DI E LT, HE5WETTH 58k 25 H~28 HICHIEAIZRTRIE (60 mg/kg/ HLA L) M OWK{HE
(200 mg/kg/ H D 1 B % TN 1000 mg/kg/ H) NI BHI7=A3, ERARFRILMA & OV B =4 ¢
NSO RICBIET 22X A bR o 7o, MKFHRRA T 200 mg/ke/ H DL EOMERECH &
IRAFH 72 /B O HEIN GHIRRED 1. 12~1.28 fi5) 28, MIKEEERA T 200 mg/kg/ H DKL
1%0m&ya®%T%%meﬁm@E(1%~1wﬁ)ﬁ&%hko:h%@WMiéﬁﬁ
DEAL S O BEAR R 7T At 3, IREEHIRIHE TR ICITEIEMEZ R LTe, T X TORRRIR R
&ﬁ; J AR, FORRENNEL, —BETHY . —RIRBEDZE L M QYR B A AT 7 %
PEDZerolcZ et BHEFHEROZ LWELEB 2 b, i, BURIRR OV EE (1K)
TH B AT IR BAR A 7 RO P ST RIS T8 D3~ TO & & OMED 60 mg/kg/ H & T} 200
mg/kg/ H CRIE L7z, #E?D 1000 mg/kg/ H Ti, HFlKEZ O (1. 11~1. 20 £5) & BE 92 IFhi.
@%%&OTEW®r@ﬁ%$m%ﬁﬁ@@ﬁﬁ%fLtoM%T#%hkﬁﬁf@m#%ﬁ
IRIEIARTRE T 121811E L=, NOAEL |3 mH&ETH 5 1000 mg/kg/ H TH YV, Z @ NOAEL | Té
Cone LOVAUC, 1F. B MiZ=/b~ FLJLEL/Y R FEJL (300/100 mg BID) %%ﬁibfﬁ% D=)L~
MLV ERLD Cpy KON AUC, DFNEN 14 BEE TR0 ETH -T2,
WERED T =7 A A=/~ LV ELVE 0 (RESH) | 40 (20 mg/kg 1 H 2 [8]) | 100 (50 mg/kg
1 H2R) 32X 600 (300 mg/kg 1 H 2[B]) mg/kg/HDOMHET 1 H 2 [A] 28 HIERE N5 U CHEtk % 7
L7z, F70, 2 R OWSEII 258 T CRIEM: 2 9400 L 726558, SIS~ CofmiddafF L,
K, BERE, DEXAT A—42 (DHEIEONT RR, PR, QRS, QT & O8QTc k@) . DEMEE., IRE
PR AL, R EE, FIRET R OV BRI A T RUC B W T =/~ b LV E VG2 B
L7 sng, ﬂi@ﬁﬂﬁ XA BN o T2, BEIZEET 5 —RIRIEDZ iL, 600 mg/kg/ H T
e 54 T — MR (A DT BRI 7R D 2 Tl o 72, =/b~ b LV eV GBS 5 EFR
JREMRAE ORI, 600 mg/kg/ H OMERETH Btz ALT (RERE & el LC 1.63~3.53 fi%) . AST
(2.68~7.411%) KkO7 47V /%7y (1.20~1.911%) OLEROHLTHSTZ, 747V 77D LER
IERHREECH A DAL, FOFE =L~ F L EARERECHhTNIRE o, T HDEL
I, TORREN/NE L BET 5 —RIREEDZ L L QYR BRI A DI o T2 Z & D | 7
MR FROZ LWE L E & 2 Hiz, AST KONALT 28 B L7 HEIC W T, 5 TRICHIR L
72728 ALT BN AST (2T D[EEME A FEM T & 2203 o 7228, IREHIRTIRE T BRI iG R SR B A O 28
BIxA B2 d o7z, HEEMEEITREHRED 600 mg/kg/H (Mt Liz&kEHE) THY, Z oML
HICBIT S G FOVAUC, 1%, B M=/~ FLLEL/Y FFEL (300/100 mg 1 H 2[E]) Z#5 L
72BERD =)< F LIV E LD Cop SOV AUC,, DENEI 28 (5 KN 18 5T o7,
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Yy b e

Zw MU MFEAE L 3,6 » AMROEELE Lz, WTIhoRBRICEBWTH &G & CIT—%
RREDEAL, (KEHINOIEH], BEERDNA L, 1 » AL EOEGIZE W CHRIE O EE
MFRAIORA T, I, IR, FRBMCBRENA DI, 3, 6 5 A G CIIFSREMRAMRE 2 1k-
770 FFIRERDOEE T3 » ARERE%ZD 3 » AOREHE 2B TCHEIE LAero7T-, F7-. 3.
6 » HOEHREEMTIZ, ~E/ vy, ~~ 27U v Ma, RIEREA~OREL RSN, &
FPERIT 1w A ET 15 mg/kg/H. 3. 6 » AR5 T 25 mg/ke/ H AR & #HEE 47z, A XIZ
U hFen%E 13,65 H, VERKRORS Lz, @GR —RIEOE, (RERINMmHE],
O RE S, 7 v N THLNTIT R S IFIFEFRRRIT NS N0, BHERERICE Y 2 bR
WIXEE Lz, £/, A X TERIEORFITRO bnienotz, WEibEix 1. 3 » AR5 T 50
mg/kg/H. 6 » MG T 10 mg/kg/H, 1 FE# 5T 5 mg/kg/H & HEE S 17,

(3) EfnEHRER

== kLLEL®

== B LILVEZOWT, Ml Z WD IGIERE AR, in vitro YRR EFHHAR (b
N U 2 oRZEERER TK6 #ila % W2 /ERBR) R OYT » NEHWE in vivo /IMERERN G 72 5 —1E
OBEFMRRAE Eh L7z, In vitro®BRIZT X T, WHINDTA N7 A >0 ERRIRE I
famtE s L <IEAEMIC K VIR SR E 2 @i & U, SMAMERENEEL R OFE T AW
IEFETCEM USSR, =L~ FLILEILL, in vitro XX in vivo DWTHORERIZBUWNT
biBmEEE R I 0o T,

Y R
PAEF T ER ORI & ORI RIRBRL b MY o SERE I IR R B,
~ U AEBEHIILE O 7 A MR O 7 A Y 2T 4 — < RBROVTRICENTH Y b
BT RFIEIRTRSD bR o T,

(4) BNARMRER
=)< ~LJLEL
LB L

U hFEn

~UA, Ty heERHWERBREEINLTWS, 7y Fo 3y HEROKEGRERICBW T, A
B OB O TR RS ERGIIEAE R, MM, IRERNZSEMEMIEORENBIR S
oo AXD3 5 H, 6 n AMBGHABRCTIXIRO LT ITRO SN2 hol, Ty D3 5 HRD6 %
H R #5388 12 B U TR BRAERR 2 A S RZPEATHII , BEAIIEESE N B bz, A XD 3 » A
L6 » AR#ERBR T, mHAERE CHEERN & KERAERENIZEINT, 7y b3 3 AR
B 5B Clim A B CE FEMEBSRIC LV HARBMEESNTWD, Ty bD 6 5 AMES
TIEH B CRME O & BMERHE SN TS, 1 X TIEEH~DRE T E SN ) -
770
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(5) HMEFRLESMHAR

=< RL/ENLD

1) T v FERAWEZIRER OISR E TCOMMIR AT 5k
MERE Wistar Han 5 v MZ=/L~ F LJLEJL A 1000 mg/kg/ H EF COMAETROFE L, MO
BEREIZ6H T B BB A 204l L 7= 55 5. =/~ b LV E LR G BE U7 — s tE () . MEE. 22
FBHE, R NRT A =5 (REERLOZIGE) ~OFEW ONZH EUIRREO T RLIX A S n -
oo =~ P ULV ENAREICEEES 52 & LU TAECRTOD 1000 mg/kg/H (M) (2B CTIRE
INBH BT, BEFIEROZ LWELEEX DIz, ARBRTIEL, =/~ b L ELEE
CREE L7 A DR o T2 2 L s | MO — i EME R OS2 IR REIC R 3 2 MM B3k S
A& 1000 mg/kg/ A TH Y . ZOEEEMEICBIT S Cpu LOVAUC, 1E, B MZ=/L~< kL LEL
/U FFEL (300/100 mg 1 H2M) 25 LD Cup L ONAUC,, DFENEIL 16 5K V5. 3 1%
ThoT,

2) T v bEAWEIE - IR AICE SRR
IEHRE U7~ ED Wistar Han T v MMZ=/L< F LJLELE 100, 300 X% 1000 mg/kg/H D & TiE
PR 6 H~4T4% 17 BICRO®EG Uiz, AREBRCIEL, R T v N OFEKRD Bl 12O E TOHIM
W=~ FLLELZREL, =~ FL LV EALEREICEDEET v N EOUNR « JBIROIEE~
DORBEFME LT-fER, =~ b LV EAEGICEE#E LB ~o@FEixAasnd, £72, Jp
BEOTFE/NT A= JREERE TR R OSSR, NI VEE~DOEE L LN 2Tz,
PLEDOFERN S, BB O — M EE0E & OV SRR NSRS « B IR R TR 3 2 Wt & T ik
BHETHD 1000 mg/ke/HTHY ., ZOMEHMEREITTIT D Cp LOVAUC, X, & MZ=b~ F L
JLEL/ U R UL (300/100 mg 1 H 2[F]) Z&E LEEO=/1~ KL /LELD C,, LT AUC, D
ZTNEN 2 fERDN9. 85 ThH o7,

3) UYXEANWEIE - JRIEFRAICET 5B
IR U7-MED New Zealand White W |Z=/L< h L /L E/L%& 100, 300 X% 1000 mg/kg/H D H
BECMHNR 7 H~4k 19 BICROEE Lz, KRB CIlE, MRV X OFEKR» O 0 FEOM#HE T
OHENZ =L~ FLAAEAZIREFE L., =L~ LV EEEIZ L ATREY YK OWR - BRI O3
FENORBEFTMUER, =< MLV ENEGICREE L= B OKRERE & OB/ K O
RN T2 1000 mg/kg H TA LN, RHREEE OEIT/NS SHEEA~DEENL LN ST
ZEnn, BEFHEEREOZ LWELEEB X b, =~ L LR IZBET S E AL
LT, RPHREE L Ll U TR IAEOIRT GeFREED 0. 91 %) 723 1000 mg/kg/ H TH LT, =
= b LV EVE GBI L2 REEM OFIRRET AL, IR L OV E N A —H  JRIRAFERIE NS
JBIR DA T, P VB A~DREII I bRy o T2, REEMW O — ka3t e OVEEEMEIC BT 5
NOAEL 1% 1000 mg/kg/ H &5z Hiviz, IR - JRIEFAIZBIF 5 NOAEL [ZMR RAAE DR T34 b vz
T B 300 mg/kg/H (B M TTPHEIND Couy LVAUC, D 10 5L N 2. 8 (5DIRFER) Tholz
2, = R UL ENAEREICEEE U EEORAENE BIREE RO - lRIEFE 2 8) 13&m
FAED 1000 mg/kg/H [B M=~ FLLENL/U M FEL (300/100 mg BID) &ZHEEDFIE S
AUD Cpax MOV AUC, 1Z5%F LT 24 (5 KN 1L (G DOIRER & ] £ TH BN o 7o, FEREE TR 2 faiE
L L84, 1000 mg/kg/ HClX, B M=/~ kLA EA/Y FFEL (300/100 mg BID) % #
HBLEBO= L~ FLVELD Cpy RN AUC, IZH L TENEN 2 FEN 13 (FDBREBEEL D,
(Tvi-6.  (5) Ifhm) DIEZR)
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4) 7 v bEAOEHARTR AR OR AN N RHAOREREIC B 2 3B
IR Wistar Han 5 v M2 =/~ k LLE/LZ 0, 100, 300 X% 1000 mg/kg/ H D& TR 6 H
~FH20HET, 1 A1 ERAFEKE LT,
%ﬁﬁ@éﬁ —ekRE, RE, BiEE, WIRHE, 2Lk OEIRIC= v~ R LL e EICE
BU O T w%nﬁ#otommlm&yaf%%$&owm¢®% BHEFEROZ L
w%iﬁmium%@&bf WEBAE % (IR 6~7 ) (ZITEREEMENEAD Lizs, iR
19~20 H M O TR o #% 5- 3128 (i 6~20 B ) 0 Z3 4l Tl A BN O #2338 @%ht
UL, RE~OREI/RL, HIE 7 B TR 1.00 4, k20 HTL 07T Tho7z, %%
%%mmﬁbfﬂﬁ%@%WEQﬁmﬁlmowﬁyﬁfaﬁﬂﬁLmb%ﬂtﬁ(f[Jw?ﬁ \\\\\
THRIPBEED 1. 12~1. 18 %), BAK T ETICEFITE L, 25O L b IREICITELS KIE
S, RAL HTRREED 1,06 15, ®HL 21 HTIH L. 0T Th o7,
F, AR TIE, 1000 mg/kg/ H CHEFLATHIM H OMRE L MEKEIINEIZ, =/~ b LV EAEGIZH
HY 5 DR @2Lwﬁmw WO bz, AR 10~17 H OB EEINE DD A
MERE TR B AL, m%%n BT D MEREOARE TR HRAED 0. 92 5 & 72 o7z, [AIHETOMA
#% 17~21 HIZ 76¢Eﬁm;iwaﬁ%ﬁ&ﬂﬁﬁf%ot# REIT AR 21 HTHIK
ﬁ&bfﬁ@ot(ﬁ%ﬁ&m&L\%TQ%PxMTOQMHO: AT T A 10
HE COREITRBREERRE CH o722 & FBERLAT O BIE O JREN 2 b BEFL £ T
FRe Lo 722 Enh, BEFNEROZ LWELEEZ b, F RO OFHEHEE (2=
wv%vwhwﬁﬁ TR L= BB oo T,
LED XS ri%E’J BOHDOTRANBD NN Z Emnb, =~ F L/LE L% Wistar
Hm7/h®&m D&ﬁbtk%@mt%%&ommé%wéﬁ% \ZB89% NOAEL id\»
fh%lmom&yﬁﬁﬁékﬁi%n Z D NOAEL {Z331F B Cpoy L OVAUC,, 1, B MiZ=b= b
wwﬁWU%wa(wwwomBm)%&ﬁbt% == R LIV EILD Cyp KON AUC,, DZ
NEN 21 HER 9. 85 TH T,

U e ®
1) WEHRET R ORI & 5 (T > )
BEMWIC, —ROREOEAL, REEMOIME], BEEERD 72 & O — R T5 O L7 B IR A
RETLOIHBEEZ KRG L“C%) ﬁLE'u DT D72 o Tz, EEMEEITH B TlX 20 mg/kg/
fi A I3 ATER I b EORE 125 mg/kg/H . M 75 mg/kg/H & B R 7=,

2) WEERIEERAER (7> b, UHIX)
7 v bERWEESREERIER SRR T, BEWICEERN AT I2HEEZ RS T 5 L, IBIRK
FOWDRLERBIE I DOENMNTRD v, L EGIERIE, T%%ﬂﬁ&@ﬁﬁ#ﬁ%%bt_k
Mo, BEMEIEY., BRED 15 mg/ke/HEEXT, VHXFEHWERAERTHLREMIC
PAER S 2 I ECHRIBEENED L, FERSBECENEn-T-Z L b, ﬁ$@§
XIREW. BRI L 50 mg/keg/H EE X T,

3) JEPESI R O A IR G E (7> M)

ﬂF%&U&L%&@%%T REEN (ARG OB RO N R o s HE T AR
T HREBIRD N ol=Z Enh, BELEIIREEY T 15 mg/kg/H. HAR T 60 mg/ke/
HEEZT,

(6) BRI ER
=)< LAAEALERY N FEL
BA=N-s AP

IX. FERGRRBRICEIT 2 ITHB 57



(1) Zoiho4F%=EM
=)L~ hLJLEIL

SeEE R
NS EE 2T L7 & 2 A, AR TH S 1000 Lmol™! em' & E[E 572203 o 72
ZEML, S~ FUAVEMTRENED Y 27 B LW ERRENT,

U rFen
M ER e L
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X. EEMFEICEYSER

1. HRHIX5H
o HoXFovry Ry AFa by K%y 7 600, SFEE Y K28y 7 300
STEGAEE SN S U AP=E St
F) FEE-EMEOMFEICLVERTL L
B4y - =/~ hLLEL
U R e EEK

2. A
24
(MV-6. BHNOAFERN FICRIT D LEN] DHEM)

3. BENRETOITE
fr & SRR

4. RIEWVEDEE
REEN TV

5. BEMITEM
BEMERLTA R F
<FTvholLky A
Z OO BE T EM -

6. B—R5 - RzhE
[Fl—msy 2 Bl A A A b EIL e L
A %h 3 _X7 Y — Sl EER 100 mg, v 77U — 77 EMEE ~ b 300, v 7Y — 7 EERE
v N 1332, BE 27 ¢ AfERERK 500 mg, 77 7V A A7 &L 200 mg, =3 =L R
HEy b, Va2 — 38E 125mg
1) [SARS-CoV-2 1T X B REYIE | DORhRE XL R %5 % HHAl

1. EREEERH
2021 FE 12 A 31 B (GEE)
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8. WERFTADFABRVARES. EMEERHFAR. RETHIKEAR

20224F11H 14 H 30400AMX00444 202343 H15H
N By KNy 7600 LA 31

BT R 5 AR . SEAT BE VI R
8 Ik REH IR 5E B G
& JEE A | KRE= 1 B ot B AR H B
1B 524 s ‘
. . 2022472 H10H | 30400AMX00026 | FEAMFEVEARIGE, | 20224F2H 14H
RE¥EBE Y Ry
MR 7E4 2

20224F2H 14 H

N¥Fa ey KNy 7300 | 20224F11H 14H | 30400AMX00443 | 20234E3H 15H

202343 H 22 H

9. PEEXIIHEEM., FZERUVAELEFTEMZFEOEABRVZTOARAE
BARMANA

10. BEEKR. BHERRARFARRVLTORE
M L

1. BEEHME
8 4

12. HBEHARMHIRICEET 1EH
(REFEEy FAy )
A, FE HEA L
(REBEy Ry 7 600, /% B E Y /%y 7 300)

ARFN L, PRABLAN S OSHFEAR AN QNS R E SIS S TR AT BIR B AN E oD 5 P IHSE (2K 18
EIRATTEE SR 107 7)) O—HZUIE L7 Rk 20 AREAT B S5 97 5 (1K 20 4F 3

19 AAF) o TSI ERDSE T ATV D ES ] 1IFR%Y LR,

13. &fEa—F
JEAE S (B 3K 1] 3
~ %\‘ ﬁ{j’é%@i ﬁ]%”:%uu ) . I/VE7O]\'§'€%@@
R4 FEEI = 3K a— R HOT (9#1) &= | . _ _ .
} R AT LAHa—R
a— R YJ=z2— k)
NR¥u by Ky 7 HEAMEEVERINEL | 62501B5X1020 187859201 FEAM FEAEA L
NEBEY RNy
500 6250120X2023 6250120X2023 129378401 622937801
NEBEy KXy 7
200 6250120X1027 6250120X1027 129377701 622937701
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14, RIEHBFLDEE

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

(1) AREHIOEE TR T HIEEICB VT, THRRBRICKIT 5 BB 5 RR AR £ £,
SARS-CoV-2 |Z X BDIEYMED EIEL Y A7 K12 HT 5%, AFOFGEPMELEZ 5D -BE
W ET DL, £, AAIOBEHBICOWTIIRFOTA RIA4 6B B THI L, ] L&
NTNWBHDOT, HICY > TI+EETDHZ L,

(2) ZTavE TARBAFNL, BUEIRTEER D O IREAETIE DR A =T KRR - SKRICE S LT
Wk ZATHY, BAEFBE L VRS SNTEARAOBERITFERTERNVWEDOTHHZ &, 7
. AREFORERTEES D O EREERE A~ OGO R K O OB WEIZOW T, 4
%, BT 5 TETH D,

[ BeE & )]
M EEHED L EIE ) BEFHEICOWT (BFM54E3 A 14 H REFRK 03148 4 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
PRI K ORI ~DEL 3 FEIZOWT (2D 2) (A% (BF15 43 A 16 BEAT A= v F
T A b ASEGIE R RHEEAST R FE - AR TR AR SRS A S 5 )
https://ajhc. or. jp/siryo/20230315covid. pdf

FE) ML SFr vy bty 7 600, /XFm Y KoVy 7 300 DA
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Section 6.1.1.1, 6.1.2, EUA Application. Pfizer Inc. November 2021

AN BE & OIEYMAERRER (202242 A 10 H7&GE CTD2.7.2.2.2.3.1)
First—in-human 38R PART-2 : SOIEMES S (2022 42 2 A 10 HZAGE CTD2.7.2.2.2.1.2.2)
BEOLERER (202242 H 10 H7A&AGR CTD2.7.2.2.2.2.1)

AN (in vitro?BR) (20224 2 A 10 H/KFR CTD2.7.2.2.1.5)

Kumar, G. N.. et al. :J. Pharmacol. Exp. Ther. 1996 ; 277 : 423-431

J—ETefE 100mg BFHIL (2023 4E 8 AUGET) 7 v U4 A&t

A bT7aF Y =& OFEYHAERRER (2022 422 A 10 HZKFE CTD2.7.2.2.2.3.2)

IHY T AL OFEDHEN R (2022 42 A 10 &R

ZEH N7 ORMHEIEHRR (2022 452 A 10 H&R CTD2.7.2.2.2.4. 1)

oAt (in vitroslR) (2022 4 2 A 10 HIKRE CTD2.7.2.2.1.2)

@ (in vitroiklR) (2022 4F 2 7 10 H7&RE CTD2.7.2.2.1.3)

First-in-human 38R PART-4 : A & ORI (2022 42 2 7 10 A7KER CTD2.7.2.2.2.1.2.4)
Section 6.1.1.4, EUA Application. Pfizer Inc. November 2021

TR RERE AR (2022 42 2 A 10 H7KER CTD2.7.2.2.2.5.2)

TR aERT 3B (2022452 A 10 H7&GR CTD2.7.2.2.2.5. 1)

BFEREOT I 2L — 3 (202242 H 10 &R CTD2.7.2.4.3.2)

Zha J, et al. : Pharmacol Res Perspect. 2022 ; 10(6) : e01024

Itkonen, MK., et al. : Clin. Pharmacol. Ther. 2019 ; 105(1) : 219-228

Salerno DM, et al. Am J Transplant. 2022;22(8) :2083-2088 (PMID : 35278260)

Wang AX, et al. Am J Transplant. 2022;22(8):2117-2119 (PMID : 35158412)

Devresse A, et al. Kidney Int Rep. 2022;7(11) :2356-2363 (PMID : 36060621)

Section 6.1.1.3, EUA Application. Pfizer Inc. November 2021

J—E T 100mg A A a—Tx—2nh (202345 AdE) T v U4 AREESMt

Section 6.1.1.2, EUA Application. Pfizer Inc. November 2021

Section 6.1.2.3, 6.1.2.4, EUA Application. Pfizer Inc. November 2021

Section 6.1.1.5, EUA Application. Pfizer Inc. November 2021
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39) Section 6.1.2.5, 6.1.2.6. FEUA Application. Pfizer Inc. November 2021
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. 35&H

1.

FHENETOHRTRR

FIE(LY 2RV WF A AT HMAKRO 12 5Ll E7oERE 40 kg BLEO/NRIZIS T BEREE D & s e
@ COVID-19 |Z X A RYLE IR LT, KETIX 2021 4F 12 A1Z Emergency Use Authorization (EUA)
G LTz, BN W TR, RONERSZES (CHWP) L BEMhavnEme w7, BEiEkY 2
7 DEVY COVID-19 DA FBFE T3 5 AR O FAIZ W TRGREN S 23 H &4, 2022 4F 1 A 12BN

AT (M) & D e & IRTER A B L.
BIE(L ) 27 BT 2 A 5 RACH T BB D COVID-19 12 & % BRYAEIC K LT, K

TIF 202345 A

RER&E LT,

2023 52 9 HBIE, KE, BN, B FZ R OZEMNETHER AL 2> T,

SNEICE TS FEFTIRE (2024 £ 4 AR R)

(&4 KIE EU
2414 | Pfizer Inc. Pfizer Ltd
MR5e44 PAXLOVID™ PAXLOVID™
TR 2021412 H 22 H 202241 H 27 H
FAR
p<ilpiZ PAXLOVID is nirmatrelvir tablets co-— * Nirmatrelvir: Film—coated tablet.Pink,
MR packaged 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
immediate—release, film—coated  tablets | with ‘PFE’ on one side and ‘3CL’ on the
debossed with “PFE” on one side and ”“3CL” | other side.
on the other side. Each tablet contains 150 | + Ritonavir :Film—coated tablet. White to
mg of nirmatrelvir. of f white, capsule shaped tablets, with a
* Ritonavir is supplied as white or white | dimension of approximately 17.1 mm in length
to off-white film—coated tablets uniquely | and 9.1 mm in width, debossed with "H on
identified by the color, shape, and | one side and 'R9’ on other side.
debossing. Each tablet contains 100 mg of
ritonavir.
’?j]ﬁlé EUA Paxlovid is indicated for the treatment of
XIix The U.S. Food and Drug Administration (FDA) | coronavirus disease 2019 (COVID-19) in
hE has issued an Emergency Use Authorization | adults who do not require supplemental
(EUA) for the emergency use of PAXLOVID for | oxygen and who are at increased risk for
the treatment of pediatric patients 12 | progressing to severe COVID-19
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 progression to severe COVID-19, including
NI ZEEH 64




hospitalization or death, is based on the provider’s

assessment of the individual patient being

considered for treatment of COVID-19 and that
information on

patient’s medical history. For

medical conditions and factors associated with
increased risk for progression to severe COVID-19

see the Centers for Disease Control and Prevention
(cne) website:

https://www. cde. gov/coronavirus/2019—

ncov/hep/clinical-care/underlyingconditions. html.
FDA Approval
PAXLOVID is indicated for the treatment of

mild—to—moderate coronavirus disease 2019
(COVID-19)

for progression to

in adults who are at high risk
COVID-19,

including hospitalization or death.

severe

Limitations of Use

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

prevention of COVID-19

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
within

5—day

Ingredient

PAXLOVID. Completion of the full

dose 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 b-day treatment

should be

course of PAXLOVID

initiated as soon as possible

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 b5-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
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after a 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

Method of administration

For oral use
Nirmatrelvir must be coadministered with
ritonavir. Failure to correctly
coadminister nirmatrelvir with ritonavir
will result in plasma levels of this active
that will be

substance insufficient to

achieve the desired therapeutic effect

AERZIT 5 %hRE

(EUA : 2024 4-3 A) | FDA : 202345 H)

WNOAEGENEOFPH CAB ZEHT 2 Z &,
€L AESIED)
4. SHEER TR

SARS-CoV-2 = &k & B LfE

(RERUVHAEZ]

6. BiERUAE

BE . BRAER12 UL EoETE 40 kg L Eo/NEIZIZ, =4~ ML E LT 1E 300 mg
KO R FELE LT 1E 100 mg #[AEERC 1 H 21, 5 A& O#E53+5,

(EMA : 2024 4E3 A)

R, HEEROHERLTO LY THY | AEOARIRI L TR D,
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2. BOYIEIT BERRIEER

(1) ERICBE9 S iER CRERMNXE. A—X S U T755)
AFRNCBT D EDE RAEHFTLEREICHETHEE 9.5 147, 9.6 #23LiF ) OEOFEHIILL T O
EBVTHY, KERMCE, A=A T U THEEITRRD,
O BEDERZFTHEEICEHIT HEE
9.5 1147
ITh X ATATHR LTV B AIEEME O & 2 eI, 169 LA MR BRI L EE 5 &l <
BRICOBEETHZ L, HIEYYXIC=L~ b L ELEEE LEERICBWT, HFREE
& (AUC) @ 11 fFIHY T2 HE THRIEREORLDARD LN TWD, £, HIRT v M2V
FNFELERE L ERICBWT, B2 @EE L CTRE~BITTD 2 ERREIhTnD Y,
9.6 RELIF
R EORRMER ORARBOA A EZR L, #ALOME UIHIEEHRFT o2 L, =1~
FLErdOb MHLHASOBITEICOW IR TH 228, U M Feide ML ~BITT
D2 ENRESTND W,
GEL B
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
PSRN NEBE were observed at systemic exposures (AUC) approximately 11 times higher
(EUA : 2024 -3 H than clinical exposure at the authorized human dose of PAXLOVID. No other
FDA : 2023 4£5 A) 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.
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Lactation
Risk Summary

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 1is 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

X1, BEEE

68




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

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 T VT D
Gapl

(An Australian

categorisation of

risk of drug use

in pregnancy)

B3 (202442 H)

<BE  EHOME>

F—=A T VT OB

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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Hi i RN A
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 approved
. adult dosing regimen is expected to result in comparable serum exposures
KEOTA E

of nirmatrelvir and ritonavir in patients 12 years of age and older and
(EUA : 2024 =3 H

weighing at least 40 kg as observed in adults, and adults with similar
FDA : 2023 455 A)

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 DA 30E . L .
The safety and efficacy of Paxlovid in patients below 18 years of age
(2024 3 H)

have not been established. No data are available
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[https://www. pmda. go. jp/PmdaSearch/iyakuSearch/]
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[https://www. mhlw. go. jp/stf/seisakunitsuite/bunya/0000121431_00111. html#h2 free4]

National Institutes of Health (NIH) HA KT A v
[https://www. covidl9treatmentguidelines. nih. gov/]
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[https://www. covidl9oralrx—hcp. jp/]
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