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3CL 3C-like : 3C £k

ACE2 angiotensin—converting enzyme 2 : 7 AT Y A WARESE 2

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

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

AUC,, area under the plasma concentration—time curve from time
zero to 24 hours : ¥&5-4% 0 K5 24 Beff] £ T MBEHIREE -
IR A T

AUC;, ¢ area under the plasma concentration—time profile from time
zero extrapolated to infinite time : 0 HE[EID> & HEFRKCHER &
“C D i HE IR — IREFAT AR T o f

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

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

CPE cytopathic effect : HHAEZSM:%hF

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

Cuax maximum plasma concentration : e MR EE

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 ZZENREK

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 : HETERERIAAIEBE

EMA European Medicines Agency : BKJN [E3E 5 P

EUA Emergency Use Authorization : BRZE HFFn]

HIV human immunodeficiency virus : B FERET A LA

K; inhibition constant : PBLEFE

Mpro main protease : AA a7 77—+ (3CL 7 u 7 7 —¥ XiX nspb
EHIEEINS)

PK pharmacokinetic (s) : FMENHE

QSP quantitative systems pharmacology : JEEMIS AT LAFKHAA

RdRp RNA dependent RNA polymerase : RNA f&K7EME RNA 7R U X 5 —F

RID relative infant dose: RID : fHXfHUFL IR #% 5 &

RNA ribonucleic acid : U ANEZERE

SARS-CoV-2 | severe acute respiratory syndrome coronavirus 2 : BEJE SR
WERIEfERE T v A VR 2

i terminal phase half-life : $&RFHIZIIT 5 B

TK toxicokinetics : h¥ T aFRxT 47 R

T oo the time to reach Cy, : e HLYFE P I 2 B2 AT

Vz/F apparent volume of distribution : FL2MNT DA AR
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1. FAROZE
il o v A VA EYE (COVID-19) (X EIERAM:M EREMRE 2 2 7 A LA 2 (SARS-CoV-2) |Z
KT 2 EYYE CTd 5, SARS-CoV-2 MEEEN BIIEE COMMIL 1~14 BIZHTZD . FEHL T 5~
6 HThD YV, FIEMNORYMENDH O . FEAED S M 22 W B O RGMED &\ 2 & K OMIESEfdE
DHEELHDHZERTHEEORKRE ENTEBY, VA NVADBYREHIET S Z & 2REEIZ LT
Do FEEN, WK, BEUR, PERREE, BRERETE, REEEEOERN L OBFIZRD L, £<
TBED E EIGMT 2 — . MRIERSEAL L, AN LREER 2 M3 & 3 5 SV 85 0 e B0 %
JEESARIC LY BB A2 - E 2B ALH D Y, VI FUBRESE T L2 AIZB W TH SARS-
CoV-2 DEFRMNIERZERET DA REMENH D Z LD Y UA N A GG ERD S8, BRAE
HE oMM E SN L, BIE(L ABEROSET 2 TP CT& DB OFNRIEHRENPRD LT,
aaF A NAT A OOHEEX RV a— KT 577 AH—AREHORNA Z VA NVAT ) LEL
THT T R_Ru—TUAVATHD Y, "Fuby b (LT, K4 ofFESIE=1~ kL
ELEY RFEALTHY, =/~ ML BT, KET 7 A F—+IZ L 0 AIBE S 4172 SARS-CoV-2 D
AL FuaT 7 — (LT, Mpro: 3CL v 77— Xid nsps & LIEEN D) HEHITH S, Mpro
XA NAERICR AR T A NVAT ) Ma— REREBEHETHY Y, YA /LAD ppla LY
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 BT 557, U b EVE Mpro (2xF L CIEiEtE&24 L
TRV Y =L~ hLLELD CYP3A 20 LRt lET 2 2 &gk, miEgh=1~ 1L
IVEIVRER R SH D,
AHNE SARS-CoV-2 DIEHE T A L ARRAFE R 5% T COVID-19 O FEE(L (APBEXIFFE TR E) DV
A7 NEWVRNBEICRBIT DEEN S PEE D COVID-19 (26T D1REA2 B E LTEBY ., KHID
Ve BEVER O ENEE (UL T, PK) OFHiEiZ BAY & Lz BARANZ & TeERE T AHRRER (C4671001
AER) L. HIELY R 7 OEWEBEME DR COVID-19 #f kB 2%t 4 & U7 EB L[ 55 T /AR
B (C4671005 (EPIC-HR) #BR) % F2f L7=fEH., AAIOH MR NLREMERFED bz,
FIE(L Y A7 WNF2HT DAL 12 Ll B> 40 kg BA EO/NRIZIS T HEREE D & Hhss E
D COVID-19 1T X DIEIAEIZ 6T LT, SKETIE 2021 4F 12 HICBR 227 (EUA : Emergency Use
Authorization) ZHUfS L7z, RKINIZERWTIE, BRINEIRMLZES (CHWP) L0 Bz L s+
7, HIEL Y X7 O EV COVID-19 D RN BE X T D ARFI O I DV CRGEENE 23 S, 2022
1 AN ESR ST (EMA) K0 S S IRGeAGR 2 S L7c, ARFTH. KIE FDA 12X 5 EUA
BELNTND Z & R OFEBILE S I/ ARFER (C4671005 (EPIC-HR) #ER) AAESICHE S X, 45
BIAGBICAR D ARRHFE 21TV, SARS-CoV-2 |2 X B EYHE D EIEL Y A7 N1 28T 5%, AF O
ERPBELEZ 55 BEITR L [SARS-CoV-2 IZ K A JRYWE | ZEEXUFRhE & LT, 202242 A
10 HICRBIZRRE A BUS L7z, 2022 42 11 A 14 BICHEEOBERERERT I LT AFrE Y R
Ny 7 300 DAGRETUG L, (ERDOIRTBALATHL/XFrE Yy KRy 7%, /RFr by K23y 7 600
EAFRET LT,
FIEL ) AV R 20T 2ACEIT HBED L HEED COVID-19 12 X DEGEICK LT, KE
TIX 2023 4F 5 KR E S L=,

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 D,
(Mv-1. (2) WHAOABLKL OV, TV-3. HEKUOHE] OESHR)
(2) == b LLEIL SARS-CoV-2 A A > FuT 7 —F (Mpro:3CL 717 7 —¥ XiLnsps & b
PEZILD) #BAEL, AU XXV EOUW T 5 Z & T, UA L AEREIHT 5,
U R FEMI=1~ b LALELD CYPA IZ L A A LE L, mEFRELZ NS5,
(TVI-2. (1) 1ERNL - 1ERF ) OTESHR)
(3) JEA MG T o aF v A L ZAEYYE COVID-19 2RO FF| X | Tk, RADIEZIEICE
5T AN AEOBRIIZEW T, BIE~HSIE T, HE(LY A7 RFHV ., FIENS 5 HEL
WOBEEXR E LI AR - EIE(L TR OBERERE L CARINRE I N TS, -, 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) FHIE(LY 27K TF2AT5 18 mbl ED SARS-CoV-2 T K DIEYWIE BE %64 & L 7= [ERR L[
%5 1 /M ARFRBR (4671005 (EPIC-HR) 3RBR) (2B C, FEMEIEHE TH 555 28 H £ TO COVID-
19 (2R3 L2 ABESUTFEL (RFER) A X2 F23FEO SN -ERE OEIS (mITT 2£H) %3
L7fEER, =L~ hLLEL/ U M ELEE(0. 745% (5/671 f5])) T T REE (6. 801% (44/647
B)) Zxt L THIENARICIET Lz, (RHLEBMEZ OfFHT)
(TV-5. (4) ARMEMRGERER) OHEZM)
(5) EHEKRZEWEM & LT, Arinebss, hagtE# R8st fi#iE (Toxic Epidermal Necrolysis :
TEN) . FZJEREEIRIE Rt (Stevens—Johnson JEMERE) . 7 7 4 7% v — (Wb HEER)
DWE I TS,
(TVI-8. RI{EAH] DHZH)
EE  FAEE O & SARS-CoV-2 12 X 2 JRYYE BB 1253 A A PRI L T2y, BBV T, EIR
FKBIG 6 A H ARSI G 2B L BEICB T 282 BT 57— 2135 b h T,
AR OB RERE E R (eGFR [HERLRERE A E] 30mL/min LAl 60nL/min Rif) 1213, =< FLb

/L E LT 1 E 1650mg OV b eV E LT 1A 100mg ZFIFFIZ 1T H 28], 5 HEROREGETHZ L,
HE OB REEERE (eGFR 30mL/min AVH) ~OFEITHESTE L 220,

3. HGOHFIFHEE
U R FEILIL, SARS-CoV-2 [T BHL 7 A L ATEMEZ R E R0V, =)L~ b LLE /Lo B S
FTHDCYPIA DIHEEMAGT L0, =/~ b LLELOIMIETEE 25 BT &
ns,
(TVI-2. (1) 1EREAL - fEFREF ) OESR)

I BEEICBE4 25 HA 2
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EREEOHIBR

ARFN DR HIAGERFIC LA T OGRS S A SN2, BRRRE Y /ISR L2 &R0 il S h
7o, LT OARBSEME 3 Il s bo S lrs sz, £7o. RFOREREATRIZIB W
T, 8, BIMELOZEEICBET 2B RDIEFITR O TN Z &0 AT STV KRB S 2
IZONTH, ERBEM 3 ICESSERDNRE SR INT-Z bl szt o ST s
Too EATEE DD USSR DA A CELOHIBR L TE L Z RV EOREEK 2
7728, 2023 48 HICHIBR L7,

[7RGRGA] (BRI )

RS2

ARENOE G358 ) &R SN DIEBI DO I & HRIT, H 6 U BEUINRGEE AR O E
PEICBET AR ALE L > TR S, LECLAFAEZBTHLMO THREENS L 5. Ehl
WL CERETHZ &,

RS 3

5 A R R o S B S TR 2B 41 SRICEES S E RO oM THIRIZ, ARBS»HERE LT
yRET D, o, BEHSNEERFICLY  AGRRFEHALE T 20ENRD bR, E
T BB EIER T4 52D 2 B 3 HICE ST KB FHOEH M T HZ LD DT L,

(2) #& - ERALORREE
L
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6. RVP #ff=
AS =N =7 VAR
NRF¥FOEY K8y % 600
NFOEw K8y 300
EERKRVEEFEE RWP) OBE
(FREFEAR - AfM641 A 26 H)

L 1. MG
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- HERMER B RMAE . R IEARAE G | - mibE, BEIRI 7L

- ITRERERE « HH i AEE )

CTF 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/ MEGTHE O
W OIS TG E WOV A7 /MBS

TBIN 0D = S i £ A M B AR T ) BN Y R 7 F/METEHE)
L L
3. FWEIC BT 2 A4 - SIBR O F i DA L
2L
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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. BEKXXIEITHER
=)< kL ENL U e

NH

HC
H
N
H
0

HC~__ ' HC N N L s
\ N o >_</ 7 RN o/\ﬁ_
| ) H BH
H N HaC 5 CHe H H N
H

4. PFARUADFE
=)L~ hLLEIL
53 F 30 CosHapFaN50,
GyFH 1 499. 53

U rFENL
77 F 2 CyrgNg05S,
oy 720. 94

5. {28 (fdiE) XIFARE
=< hLLENL
(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)

CEES

ouli

6. EBAA. Ala. BS.
=< kLN
BHA. B4, B4 FlcZe L
L E s (JRBRES) : PF-07321332

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

IT. 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< LN TR RN, AZ )=V R ) —)b (99.5) IZEEITT <, KITEET

12K AT E AT E AL ETE TR0,

U RFEINL:
BIERER Y P ELDBRE
TR Rt (mg/ml) H AIE R 5 OV AR 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 ) —)b 165 A IBASERD
AV TFasR ) —u 41.7 LRVEIT T
TrmaAxy 602 A ASERD
T hoe k7o v 456 b ASEAR
HEf . F L 1.5 Bz W
=R =5: VN 675 I ASE RN
|7 2.2 EIFIZ <D
T K 0.1 FEAEET R
BRZpHIZE T 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) B
=)L~ b LV EIL  FERIEHETH D,  GRERS: - 25 °C. 90%RH)
UrFENL:1 5 HRM., 25 C. 7T5%RH OHNREAETITWIRE L7,

4) gl (AR, BHR. BESR
[Eif
=)< FLJLEJL : £ 192 °C
U e 123 CfHF

(5) FRIEEFEBETEZE
== RLJLEIL 3 LA
U NFENL : pKl=pK2=2.8+0.2 (¥ : 268~278 nm)
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2.

(6) SECHRE

=< RLJLEL :0.845 (FilfE)
URNFEN: 1-F 7% ) —nN-V Uik (0.05 mol/L. pH 7.4) 231F D B4RE : 4. 7x10°

(7 ZohDEHTRMEE
=)< hLJLEN :
pH : B2 Y4 &R L

HEE

LR L

BN AT B
AL ) =NV T TOENBIN AT B ViE, Bk 201 nm (SRR 2 774,

o= .
BRI

U rFENL:

AR L

Pl : B R L OKICIF & A LIRIT 220 0) (585 HE4M)

WESeEE © [aly @ +8.8°

BRI AT R L
TER=RFULK (1:1) FTOENGILARY "LiE, WBE 197.5 nm & 240 nm (ZHRRH

&7~ L, 210 nm FHEWCE N HET 5,

o=
SEEE AR

CREERR L

(2.5% (w/v) AX ) —)VIEiET)

AN DOBRREFHTICEITA2REN
BIEEHTICEBTSRENE (ZILTMLILEL)
PR RIS I RE PRTFHAR it R
FEHIRFARR 30°C/75%RH RV FLoR/| 125 H (GksT) N
R 40°C/75%RH N 6 )] BN
KRR 120 5 1x « hr LA B
whERER () FRITSEA ST = =k L ¥ — y—1l - HUEN
200 W-hr/m? VL
R MRk, SEEERBR. K4y, &
X REMRER (BAMRGERER. MR Akt
BHEEHTICEITE2REE (U RFEL)
R RIS RIFERE PRAFIIE fiti 5
40 °C 52 i HIEEN
50 °C WA T IV 26 1A HIEEN
60 C VAPA=IZ T Ay =AY 13 RN
80 °C T —L 1308 |4 ELREDT IO
105 °C 638 6 CTEHE 10%LL T
HIREEA R AR 6 8 6 C E8%
R %?ﬁ%‘ﬁéﬁi Tjt(Tomo SIpTE b L L L
lux) A 138 1 JECHIMMUL T
25 °C/75%€RH B SA T L 31 38 HEE Y
25 “C/60%RH 3H A N
5 °C THERYVZFLURIIAL| 125 H RSN
E R 30 °C N7Z7AR_R=RFFLXE| 12 % H BN
e 40 C SIfETTAF M| 65 H JRKEN
THERAR 60 °C A B
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3. BYHS OERRARE. TEE
=)< hLJLEL:
fERREBRIE « AN A~ S VRIEE
»5,
E OB BRI e~ 7T 40—

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

U hFENL:
ERRERERYE « ARAMRIN A~ R VHIIEE

i =]}

E OB O EIREIu~v R NTTT 40—

III. BRI 3 5 HE



IV. ®HAICET HHEA

1. #ifz

M

Fifz DX F
7 4V ba— MEE

(2) HENIDOHE R UMHER
NI .
ZhiEl 4> =i AL
RS L T o R
(ere) (3cL) =
=)< hL L ENL WREED 7 4V a—
B Res B
17.5 mm 8.5 mm 5.7 mm
N ——
(K =
U R e — HEa~MEAGD 7 VA
vEmEy PR | g R s = b
17 mm 9 mm # 6 mm
— ()=
b e e HEa~MEAEa0 7 VA
3Tty K237 600, — -
SETEY K73y 7 300) Rz Yook JE & =— hE
#9917 mm 9 mm #J 6 mm

REEEy RSy

NFr ey K23y 7 600

NFr By RKoXy 7 300

3 HOEYKI2600

e»;-.

I\’#DEVI"IM

1! ___’,‘,"‘ 300
=

)

...... -f.’ ‘vmmm s ;Awhm T

=7 — . =9 = —

WIS Jw Jdad
Ao —F

=)< kL JLEJL : PFE 3CL

URFEAEE OFaty Rvw )
U }‘ﬂ—t\\/l/ﬁ (/\O%D ]:“\y ]Q‘/{yy 600\

cNK

RET By K%y 7 300)

. NK

Iv.

Ll

(ZB 5 HHA
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(4) EFE OHIE

=A% R LVE - B EER R L
b F e L BNERRL

(5) Znfth
A L

2. BH DM

(1) AAES (EERSD) OEERVHEMHE
KRBT T O 2 WA ZMAEDELL LD TH S,

NREnty KNy
13—k (1HS) W

=)L~ ML JVEILEE 4 8E
U N FELEE 2 BE

NR¥utry K28y 7 600
1v—hF (ALH) H

=)~ NIV EIVEE 4 BE
U b EIVEE 2 B

NFr ey RNy 7 300

=)L~ NLILVEIVEE 2 BE
U R EILVEE 2 82

1>—bh A HEY) F

RIANF 2 DRIFRD LB TH D,

R

1 HEH
—J)L< KL JLEJL 150 mg

1 gE
U R+ EL 100 mg

NIvE

fEam e — 2 FLBEAKR
W, 7o AH) Ao —AF bk
VoL, BERKTAW, 7
~NWVEBEATTIUNLF NI D
A, BT axao—R B{LF
K, wZrZuaa— L 400, =
2SS

aRVER, £E/T700
feynes s wEEKSA
fg, 7~ NWBATT U b
U, WAKY EEKEED IV
VUL, BEFaAu—RA, B
{bF% v <=7 v 3—/1 400,
| N = R = I el P ) P =
— A ANV ~wruad—)L
4000, KU Y L_— |k 80

(2) BREEDRE
A L

Q) &
M L

3. BT BMAEDHRRUVEE
LA

IV. HFNZBI+ 51EE

11




4. i
M L

5. IBAT DRIREIE D & 53t
IR, R

6. HHEDEEEHTICEITIREMR

AR I RE PRI PRAFHA R AR
. PTP % 25°C/60%RH 18 » A (fkfit) BN
RIRAFAR 30°C/75%Rl 18 0 (ke B
AR 40°C/75%RH 6% A HIFEN
KPR 120 5 1x « hr LA B

) i i S

MR 0D | T | st e - e
e 200 Whr/m? B4 |

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

BEEHTICETSRENE (U FFEL)

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

a ARFIOAZEIT PTP Al TH 5.

7. RARERVBEREOREN
B L

8. feHlE DRALL MEILENZELL)
TR L

9. AHM
=)= hLVEL - BR—GRERE  EHRBRE (OSRLER)
U b v A BRNEHRBRIES 275 OSRVE) JICX0iBRE21T ) L&, HIRIEA T 5,
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10. R - A%

(1) EEMARELGRS - 88, NENBHKRLES - SEICHT H1ER
L7

(2) %
FnEy KRy
3088 [=/~ P LVELEE : 4 8ERTNY R ELEE : 28 (PTP) X5]
(XFOEw K8y 600)
3088 [=/b~ FLIVEVEE : 4 88OV R ELEE : 288 (PTP) X5]
(RFOEw KXy %y 300)
208 [=/b~ N ULJVEVEE : 2 88K TNY R ELEE : 2 88 (PTP) X5]

3) FEE=E
BN O

(4) BHBOME
PTP A3t « 7L I = AHEE T 4V A

1. BRRHS N2 A E
LR L

12. ZDih
AR OV

V. ®HZBI+ AIEE 13



V. BRICEII SEE

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. DEXIHRICHES HIE

5. MEEXRIIHEICEET HIE

5.1 FRRRBRICI 1T 5 L 5 BR A £ 2. SARS-CoV-2 12 L D RYLED FEIE(L Y A 7 K+ 42 FH
T %, ABNOBENRVELEZ ONDLBFIHRGTDZ L, o, ARIOBHRIZONT
R OTA RIA 65381 TH2 L, [17.1.1 BH]]

5.2 FIEE D E VY SARS-CoV-2 12 K 2 JRYYE B TR 2 B 2MEIIMESL L TR,

<fiEgn >

5.1-5. 2 [ERSH[EE O /MAEEER (C4671005 (EPIC-HR) 3XBR) Ti. FEFEAIFIE N 92%LL T COVID-
19 DIRFED =D D ABENAREy BIEL ) A7 K128 T HREEZ SR E LinZ L %52 lE 2
PRE LT,

3. AERUVAE
(1) RERUVAE DR

6. RiERUVAE
B AL 12 5% B o K E 40 kg UL Eo/NRIZIE, =~ R LbE L E LT 1 [A] 300 mg
KO RFE/LE LT 1A 100 mg ZRIFHZ 1 H 2100, 5 HRERO®&RET 5,

< i >

FERFIRARBRIZI T, in vitro @ ECo AT VWREE CH EIRFHIR A NENRO AL, in vitro®
ECoy DAY 4 (5 DIRETIX LV BWEIERTEO bz, £z, EEFEERE LSS LE L=~ L
Ve DR AR ONPK 2R L7258 T AHRER (C4671001 388R) (2HBW\W T, =/~ h b
EV/Y R EAL300/100 mg 1 H 2 [A] (BID) OFHIZLY | 90%BOYERE CTI3&k5 12 BE#Z O
Jﬁlﬂﬁm/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,
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PLEORERNG, BEIE(LY A7 KT 28T 25 18 Ll LD SARS-CoV-2 T X 5 JEYLIE B %2 X8 1T
AR OB OWEDHEIER VLR E T TR & ka1 % EES L [F S 1T /1A R 3 BR
(C4671005 (EPIC-HR) #BR) (2317 2 AFOHER OHEZ =L~ FL e/l E LT 118 300 mg
KO RFE/LELTILIE100mg ZFFHC 1 H 2 E, 5 HEEA®KYS ) LRE L TRERZ 3206 L
oo TORER, RHEIOFNER NREEPHGE SN2 0D, AHEROCHEZRE LT,
=)< hLJLENL/U FFEIL300/100 mg BID OFEE 5 H &S &V 9 &5 HE 0 224 M & f s
L7128, R T A NV AEEZ B ST D EEI T AT LFBY: (QSP) BTV EZ Nz
2 b—v g v R OSEFI ORI RN L DIEE ST 24T o 7 kG5, 5 H [ o 3¢ 5 W ]V 3E ek o
COVID-19 DfERZMr & 52 1F TR E ORI+ Th b L&, 5 B LY EWEREHIMICKT
DA NABERDNFILERO S DR Z RIS RN 2 E RN PRIE L,

T2, HVEICBT DABNOREMR QCBEMEOT — 21355 TR0 A, REM PK £ L%
AW T 2 2 b— g UREENDS . 12 0L B OIRE 40 kg LLEOFVELENRIC= L~ L L
EL/Y R EA300/100mg 2 1 H 2m#RE Lzt &, IS L CRIARZ®&EEG L- & & LR
FEORBENGOND Z ENRBINT, ZOMREREE 2, UTOHEHBIZLY, 12 i Ero
KEE 40 kg LA EOFEVEICKT 2ARBOF IR CE . FOEIEFAOLEME LOMENE
U5 AlREEIE VW& B 2 5,

HZhE - COVID-19 OFR BRI M ONEHIZ KT D RUNMIRA E FVETHE L TR, HFVHETAK
FIDOEINEZSD 72D, A & R 5B SR T g % BCy DL RICHERF+5 2 &
THLUA N AIEDIET)FHEEEHROND EE X 6N,

LM AN EFMEOMICEWN T, RFIOFHEIER TH H SARS-CoV-2 Mpro (A A > 7T
T—B) IZENRRL RATBEINT- LR OB T e 7 7 A VI k) EVEOREE
HERG B 2 R TE D, £, BRI T, in vitro COJRERZHIR, M TV AR—H
— AT T X RNV ROEERT > A TR LT ARANIHERERY SUIBRERANEME DB 72 HE (50%
) RS pholz, PK 7—AF—L L TOY MFELOFHIE/NEMIZBO T I0 M S
NTEY ., BENOXUEMENRRITH S,

BLEE D, HHE (12 BB EDEE 40 kg BLEOIML) 1290 TIEHA & RIS RO kR
OMRERIE LI,

(2) RERUVAEDRTERE - R
'v-3. (1) MEAROHEO#EG ] OESH
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4. RERUVHAEICEHET HIE

7. BERVAEICEET 5FE

7.1 SARS-CoV-2 (2 K 2 BEYMEDIEIRDFEI L T BN G2 T 25 2 &, BERBRIC
BWT, JERFEHNDS 6 H HLARRICE G2 BMA LT BE ISR 2892 BT 57— 21345
HALTVRY,  [17.1.1 ]

1.2 PEEOEKEERERE (eGFR [HEFREKA A E] 30 mL/min Lk 60 mL/min ) (21,
== FLLELE LT 1E150 mg X ONU R ELE LTI1E100 mg Z[FKFC 1 H 2[E] 5
A A&G34 22 &, BEOEHEREEBRE (eGFR 30 mL/min AKil) ~OELGIIHELE L7
Vv, [9.2.2, 9.2.3, 14.1.1, 16.6.1 /]

THRYD . SFu By R28y 27 600, SFBE Y R/3y27 300 DA
< fiE >

7.1 [EBSEFES O/ A ERBR (C4671005 (EPIC-HR) #RER) (TMEMEXAEI0 AHFAT5 B BLANICER
Mt & VTR IR T SARS-CoV-2 B A FERB S A, JERFEIL S 5 ALINOBE 23R & LTz 2
EEREEA, RHEZRE LT,

7.2 =< PLVEL 100 mg &2 U N EVVBR T CHIEIRE A£G U & & OB, A & OVE L
DB HEREREEC X 2B AR 2% 1 HERRRBR (C4671011 3BR) 12T, HHEEOEH
REREEZ AT HHRAE OBGEE (AUC,,) 2MEEREHRA & i LT 87T% MM L7-7o, ARHE %
E L7,
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5. ERERAUAE

() BET—2N\vyr—

H s
B I RO | W% 5k P - PR
[ S ]
Partl : =/~ Kk L JLEJL 150,
500, 1500 mg, =/L'~ h LJLE L
/U M EIL250/100 (B KO
725 ) L 750/100 mg BL[EIFR O
5 b
Part2 : =/~ hLJLEJL/Y |
. . F B L 75/100 . 250/100
S i R ~ N
Oﬁiﬁﬁ %ﬁj?iﬁ%%S: Ve, AR | R 70 1 | 500/100 mg, 12 BEf 2 &2 10 H
[?@%] %‘ e l‘i\ PK (EZ’K}\ALWJ) Fﬁ‘jﬁ':‘%'ﬁ:‘
° Part3:=/L< s L L EJL 250 mg
(BEAI, TRmAl, Bk K OZENE
M) HEERE O S
Part4 : =L~ hLJLEJL/ D b
£/l 300/100 mg H[EHR A5 ©
Parths : =/L'v NLJLEL/U R
EL 2250/100 mg HAEIRE A% 5. ¢
S/ i’ﬁgﬁ”@ﬂ‘f? A COVID-19 | =/ kLA EA/Y hFEL
C4671005° t%%% #%; B, et | B 2113 61(H | 300/100 mg, 12 BRI L5 H
o — JANOK] HE P
[E B[R] W I Ak AN 6 f5i]) RARR A5
LT geEnt, e | et B | WERAL R | A~ bLAEL/ ) e
S R P, PK EBHE 16 4 100/100 mg H[EIFE A #¢5- ©
2N
L SemiEnie, eS| kRt B | REHRA EH | SA~ bLAEA/) bR
(4] bR P, PK EHRE 34 4 100/100 mg HiEIFE O #¢5- ©
i N =< hrLAEL/Y N FENL
5 1 KFI DK e H ! .
HER, 3H, 7o = v B ' 300/100 mg, 12 B Z & (2 2
%%£¥ Sk £7/ DO | BEEERLA 24 R 1425 4 E 4 R T 75 mng
B HAA[RE 0 %5
w1 =A< LA EAL/Y N FENL
FHEM. 3., 7o | AFOIFLY . 300/100mg, 12 & 125 H
C‘E%;ﬁg 2 — S — 2 5 n~opm | RN | g o S5 0 0 g
[l 0 % 5-
. . =)< hLAEN/Y FNFENL
% 1M H N N= P E / ot
HEM, 2, 7| ] N : 300/100 mg HAHIFE 425, AL
GOt | xor—semm | Z 2O BRRA B s 00 mg, 12 w8 =
o 28 HiiRE D5«
=A< R LIALEL/Y R FEL
% 148 e A4 rTafry 300/100 mg, 12 W= &2 3 H
caeriors | B ZIL 7 oL oo | A 1260 | RS, A b7 2T =
[#E41] o D 200 mg, 24 R = &2 8 H Rk
mE

o0 oo

e: WYX E L NIBRGHBS AENS 15 HEET1 H 28 300 mg £ TH

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~ b LLEIL 2250 mg 1 3 [BIIZ

3T TC 750 mg & O RERE, 2 RE L OV 4 BERIC RS, U e LiE=n
vhthwﬁﬁwuzﬁﬁ &5% Pr54% 12 R IC B .

152@&% 4 HE~7 HEIZ200mg % 1 H 2 [\l#5)

HE (1 HA~3 HAIX100mg &

V. ImRICBET 5IEA
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(2) ERPRZFIEEAER
WEAh e 1 FEEABR  (C4671001 #RER) ©
18~60 mEDMERAZRIRIZ, =/~ N LA ELOREME, AEMEZTE LR, =4~ L
NENLDOZEWR OERENET 7 7 7 A VITEFRFRETH H Z sz, £7-, DEBERT—4# %
Wiz C-QTe fEMTOFER, =~ MLV ELORGIZEDEERMICERDOH 5 QTc IERITFHED b
Nehotz, BES=~ b LV EVEERF 4T, AAQTCF HEEME D 90% (EHE X o> 1)
X 10 msec K TH o7,

(3) MERISERHR
LR L

(4) HREERIERER
1) BRI

[EIRS [ 55 1T /IMAEEABR (4671005 (EPIC-HR) #ER) o 1V

18 % LA D SARS-CoV-2 |Z & 2 i YUiE B & %42, =/~ FLLEL 300mg XN R EL
100 mg Z0FHT 1 H 2105 HEEE LIZREOF IR L R2MEZFHMET 2 77 B AR, HEE
2, “EEMR, WATHER LGB 2 55 U7z, FERHMlE B X /EA{L 28 HE TP SARS-
CoV-2 [ZEED & 2 ABE SUTFRA 2RO RV BT DA X FRFRD b BREDOEE L Lz,
FERENT T & D R REIENT (2021 4510 H 26 HF—# 4~ b4 7) T 1361 6 (HAA 1 #1)

NEEALS A, EEFHMEEE ITT £H) OfRIEZ. =1~ eV KN M FEAGEH
BE0.8% (3/389 ) WNZ T 7 B AREET. 0% (27/385 #) TH V| EEOREM213-6.317% [95%
fEHEXM : 9. 041, -3.593] TH-o7z, Wi, =/~ hLLEALKEONY hFELGHABETA
Be 3/389 5] (0.8%). FET= 0/389 f5] (0%) TH V. 7 Z7HHREETAPE 27/385 5 (7.0%). 3t
T 7/385f3] (1.8%) Th oz, k. BIEAILINIZT X TOHERE 2113 1] (HARA 6 4)

BT 5 BRHIBHME OMHT COETIHMAEE (mITT £H) OfRERIZ, =~ L e KRN
M EADEARE 0. 745% (5/671 1) WTNZ 77 B AREE6.801% (44/647 ) TH Y, EEORE
MIZ£13-6. 137% [95% 15 HEX [ : -8.208, —4.066] Tdh-o7=, WiRiL, =/~ FLILELKDN
U b e APEREETARLE 5/671 5] (0.745%) . BT 0/671 6 (0%) THV ., 77 EHREETARL
44/647 15l (6.801%) . FET= 9/647 5l (1.391%) T -7,

FTEFHMEEE (E2BFEFTOAANY FRIREE) OFBR (PREFEN)

=< LB/ L o
Y hreapimme |0 COEF
mITT £E[H*V A X RRBLEG 0. 8% (3/389 1) 7. 0% (27/385 )
TTRAREEEDFE (95%EHHE | -6.317% (-9.041%., —3.593%)
X)) = °
pflL* ™ ¢ p<0. 0001
mITTL SEME? | A X MREBIES 1.0% (6/607 i) |6. 7% (41/612 )
T REEEDFE (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)) = °
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FTEFHBEE (E28 BFETOA AN FRIBEIE) OFER
(BIEARLSNE-IRTOHEBRE TCORPEHRDENER)

=)< hkLJLEINL/ o .
v Lrenpmm |0
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 | 1 <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 SATBBIRRE & 72 o e A I3 R R ICTERDN S AR R TH HEI D & L7z,
b. BERIZEIL Kaplan-Meier JEIZ X D HEE Lo A 2 MRBEIE LV HH L, 28UX Greenwood DATFIT I
SEEH U, EEEKMTESATILIECL Y Bl L,
c. Wald M€, A EKAEMM 0. 2%, HEREMEOF B AKEEZTM 5% & L, HHEMITIC L D IGURE DL E
PEDFHHEE S L LT 0 Brien-Fleming T o o HE B A V=,
d. Wald #iE

WD) EAEAL S, IRBREES 1 BRI ERE SN, X—R T4 U EPOEIEAL 28 HEE TR &
1[ED Visit 8% 0¥, N—2F A T SARS-CoV-2 |2 L B EYYEI 5 E / 7 v —F AHiUk
NEEENTELTHEREDTFTESL R, 1D, SARS-CoV-2 T X B EYHE DFERFEHL S 3 ALIAIC
TRERIEN P 5 S T e

1 2) MER b S AL, TRBRIEDN L BILL ERE SN, X—2A T4 VBN EERL28 HEETIIA < LD
1[ED Visit B0 H, N—ZF A L E T SARS-CoV-2 |2 L D EYUEI T 5 E 2 7 v —F AHUk
DEHINTELTERSOTED Z2WERE

E3) M{EA LS, RN 1R ERE S, X=X T4 V%P LEERL 28 BB E TR &
% 1[ED Visit 3 5 ke

¥ PRI R DT, ST REMDERIZ [R—R T A %L EEA 28 HEETILA 2Lt b
LIE D Visit B3 D] ZEDIZ,

Irds. ARBRO TSR - FRAMEREIZLITO®Y Th o7,

FAER - RO EE
BRI AL UE 1. SARS-CoV-2 5t (MEVEZ LA 5 H LANIZERIR S AL7- ik % F v 7= PCR AR
X R
2. SARS—CoV-2 |Z & 2 JEYLIE DFEIR © FHNEAEL(LET 5 BN TH Y . 23D
AR 2 AL A2 F8\V N T SARS—CoV—2 1T & B RYLE DSEMR @ A 1 SLLEFRD &

n>d
3. R®D SARS—CoV-2 |Z Lk B YEDTIEL Y A7 KF%2D7< b 1 oF7
5
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- 60 UL E

- BMI 25 kg/m*#

- B (G 30 HUANOBUERH Y | 23 D4JEIC 100 AL _EOBE N &
%)

- SRR R Y S B O Mk 5 ©

B (WS, FIEOE ARG A BT 555 OH)

c FILEOZE &S 1T T b

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

1 0% 2 FRKE PR s

- 1B R

- Stk R i BkyE

- AR EEREE (MPERREL, & U IEERE) UXEFEOEMEME 2 M 5T 5
ZOMOEER GEIEMERB, A X RY v 7 v Ra—h, HEOLKES
%)

- BRIBMER S A 2 BR < TEEMED 2N A

< EFRFAT~DUKTF (SARS-CoV—2 1T K 2 JEYE & MEBIGR 72 R bhs 6 R e 15
%)

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

2. NBES B 2R EBE T EEE A 1% 48 RERALLPIC ABR S ILBLIZ 72 5 = & 348

EEND
3. BUEDREG: X 0 ailc, PuUFUIEZRE R R AT IZ KV SARS-CoV-2 J& YLD s
N ERHD

4, IEEWEORRR (BMSOUTIEBEMED B AL ¢ BURTFI8 7 A1 L A &kYs, JR3E
MR PERTAEZS . Child-Pugh 7 7 A B XU C, AMEIFA 4% & EeiE Bt TR
B, IET L a—EIRRFIEERS) OBEEREET S

5. BT XUTHFSEN D BEOBKIERE (X7 V—=74i6 7 HLHNOD
Mg 7 v7rF = MEickk-3< CKD-EPI X THH & 7= eGFR 2 45
mL/min/1. 73 m* Kjili) ZHT B

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

7. SARS—CoV-2 |T L DIEYEIRIT 2 U 7 F U AEFRRE 2459 5 UM 4L 34
HEH X VANCERZZ TS 2 ERTHEINATND

8. MEAEALAT 24 FEMLANOBERFEAIFIFE DS 92% AT (ZFFIE, N

a) W&, BEIALUIMERREE, 2L (38 CHl) TR IX 3%, BEIEZ. #H9. fiIRNX
WIIROTE A, TR, B, W, SER. WAEENE. SmEEE 0 SUdEoK

b) EHERAE, NREefmE, JEIEMERE AN RNE, CD4 RIS 200/ 1 L Rl 2D 7 A /L A B
400 copies/mL AT > HIV i Yuii B %

c) ABRFLAFUAT 30 HLANIZ 14 HLLE#EF T L R=>"2 20 mg/ H LA EIZAYS 425 2152
AT uaA ROEL . REEANET 90 HERNICAERE (o7 VX~ T, VRATFX~<
TE) B LITRERGE (A MUY — N AVBT NV THEFAETY ) O
Beh IR e FRIEEZ T 1256
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d) FCHEMREEZ A L, REIMICBER G 22T T 25613, BEMICZT QO DTSR
L TICBIT AE

IAERL ENToT R COHERE TORYLBHMEZ DN ORIERRBIBME X, =1~ b

EAKDNY R EAPFRBET6.5% (67/1038 #) TH Y. ERENWERIX. WRAE (3.5%.

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

2) BREMRER
MM E R L

(5) BE - HEAHBR
LR L

(6) ;AEMEMA
1) FRABERE (—REARERE. BEERARERE. FARBELRAET). 2ERFEERT A
—XAE. HERFTRERABROANE
SARS—CoV-2 JEYLIE B 1Tk 4 5 — ikl AR A (C4671018) (] 1)

H B IR FE % O FASEEE T IZ38 1 2 AR O 22 K O 01 O 02
ELESIE AN 2 D TG-S iz B3

ikl 2022 4£ 2 ~2023 4£ 5 A

R E (51155 L MERRAT RS & LT 3000 5l

BEHIM BGBMGH O GKETH% 28 HE K TEHIZ1HEET D) £T
Fhti 71k AR A 5 =

A SE T IE 2948 Bl (FRARE R OARFICE T 5 BE R E A2 IS T & 1IEF)
<fEH>

Erae ks

L EVEMRAT R RAE ] 2829 BlZ 5\ CL BIER 13 423 1 (14.95%) 12388 Hivi=, 10 FilLL ki
RO EWERIL, BRR R4 188 1] (6.65%) . 41 73 f5l (2. 58%) . BRRREFE 42 1 (1. 48%) .
B0 3361 (1. 17%) . W& 15 451 (0. 53%) . RAIBGE 14 1] (0.49%) . F9Z 13 45 (0.46%) T
Hot-, EEZBIERIZ6 B (0.21%) IO AL, NARITELD 2 6 (0.08%) . KA EH LR M
i, BMARGPE Y Lo ST, ARARJEGR, PR SR SVEIRE . BEEREENS 1) (0.04%) Th
Sl (EEHY),

2) RRBEHLLTERTFENDNEXIEIRER L -AE - HEBROME
BRI L

N 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 eI L@ g (3 umol/L) % T SARS-CoV-2 {Zxt L THL Y A L ATEMEZ 7R S 72 h
57, U R FEME=L~ FLALELD CYP3A IC L H2REZAE L., =/~ bk LLELO g
ErEEnst5,

(2) %
D)

2)

3)

$hEEN T DREEAAE 1P

ZILT FLUILEIILDERMYE

fizxDb M, WAL OTANZADT 0T T —Y (FIZvATA s 7—Er0NtEY o7
077 —YEESE) WRCIETHR T A VA THD HIV-1 o7 a7 7 —F & ik LT, SARS @ Mpro
X5 =/< FLLELOBREEZBE LT, TOEE., =L~ ML /L E/LD SARS-CoV-2
Mpro (253 BB (IC, = 19.2 nmol/L) 1%, b MEfa 257 —E K OHIV a5 7 —+
LTS L B2 fFBTH D T RS,

ZII FLUILEILDOW A IILAEE

SMEIEH b MR FR (ANHBE) R Z FV N T SARS-CoV—2 RRIR Ay EfEkk  (USA-WA1/2020 ££) 12
XT D=/ FLIVENLDOPLT A NV ATEEE IR E: (CPE) 7 v A CRMELz & Z A,
=)< F L JLEJLIE 61,8 nmol/L @ IC;, T CPE #PHE L7,

ACE2 % E 3881 S 7= VeroE6 fifl % AN/~ CPE 7 v & A4 T=/L < ; L L E /LD SARS-CoV-2 R
SSBERE (USA-WA1/2020 KE) 125t 3 AHL 7 A L AIEMEZR I L=, F7-. FERKYE VeroE6 A%
HonT=r~ L ELOfiflaEE L2 i Lz, =~ b L Eid P-gp BAEROIEFET
T SARS—CoV-2 (Z & % CPE #BHZE L. ECs fifii% 4. 48 umol/L. ECefEI% 9.46 pmol/L TdH -7z,
2.0 pmol/L @ P-gp HEIFE T Th =/~ b LJLE/LIT SARS-CoV-2 |2 & % CPE A PR L,
ECso fE1Z 0. 0745 pmol/L. ECqfEIX 0. 155 umol/L Tl -7z, flAFEMIZ, 100 umol/L DIEE F
T, 2.0 pmol/L @ P-gp PHFEIEAFTE T XUFFEAFE T OWNWT I THRD HAL7eh > 7=, SARS-CoV-2
KT AIREFESUE. 2.0 umol/L @ P—gp PHEIAF/E F T 1250 B ThH - 7.

SARS-CoV-2 DX EZEKICH T HER
P-gp %/ v 27 77 b L7z Vero E6 Mz AV -ahcB T, =/~ b LJLE/LIE SARS-CoV-
2 BEIR 3 BlERR (USA-WA1/2020 £R) I ONZ A FLEETH B alpha ¥k (B. 1. 1. 7 R&ft) | beta ¥k (B. 1. 351
ZHE. K9OR Z5H) | beta #k (B. 1.351 R##HE. KOOR+P252L Z5H) | gamma £ (P. 1 ##5). delta £k
(B. 1.617. 2 5&%%) . lambda £k (C. 37 &%) .mu £k (B. 1. 621 & #%) & ¥ omicron ¥k (B. 1. 1. 529/BA. 1
) Wk L CRIREOHLY A L ATEMZ 7R L, ECs 1441 38. 0, 41. 0, 141, 127. 2, 24. 9,
15.9, 21.2, 25.7 }xOV16. 2nmol/L TdH 7=, F£7-. Vero E6-TMPRSS2 HHfEZ FV 7=kt Ti.
=)L bk LV BT P-gp BREIRDLELE T T SARS-CoV-2 B PR 4Bk (USA-WAL/2020 ££) W TONC
PSRBT 5 omicron Bk (B. 1. 1. 529/BA. 2. BA. 2. 12. 1, BA. 4, BA. 4. 6. BA. 5, BE. 7 (P252L+F294L
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ZE5L) . BF. 7 (T2431 25 %), BQ. 1, BQ. 1. 11, XBB. 1.5, EG.5 LN IN. 1 ®#E) 2%t L CRIEED
Pl A NV AWEMEZ R L, ECs IZF 4040 82, 65, 40, 39, 146, 44, 108, 76.4, 69.3, 113, 126.5
K TN99. 4dnmol/L TH o7,

4) ZEE SARS-COV-2 Mpro BE2&HICxiT A=/ FLILEILDER

SARS—-CoV-2 Mpro D HRIEAELAN =L~ h LILEILDIEMHEIC KIETEEICHOWT, Mz
Mpro B#5&% VN2 FRET 7 v A IC L > TRET LTz, =/~ b UL eIV & O EH R BAERAL O
REBRLOFATIANVA TR G EHEEICRD DNHERIZONV TR Lz, BRITIZZHNTE
B HILTWARN Mpro FEZ DT I J BB OWTH RS LZ, 2B, Mpro IBITAZINHD
BEHORERNERIIAHATSH 5,

9 FRFEDE & DL Mpro G F A HAIA AT SARS-CoV-2 IZOWT = /L~ k LLELDIEMEE
at U, ECofia B4R L el L= & 2 A, GI5S 1 0.7 f%, E55L : 1.8 f%, L89F : 1.3 f%. K9OR :
1.54%, P132H : 0.5 1%, S144A : 2.5 £, E166A : 3.3 f%. QI89K : 0.2 %, HI64N : 1.9 5T -
7o ECs EAEFAERID 10 f5LAN THAIURERICH T 2 MHPREL TRISZZ b, ZbOE
B ANV T=A< P LAV EMIH L &M EZRT O LISz, LER-T, Zhb
ODERDEFERNERITIBENb D LB X LT,

5) SARS-CoV-2 oA JLRZRW= in vitroTttEo 4 JL R EIREGER
P-gp %/ v 7 7 7 b L7 VeroE6 fiffiZe = /L~ b L /L B VIREE 2 il S TSR L& 2
5. 6 FEDOER T A JVANEE ST-, qPCRIEIZ L - T EC ED EF-OFE ZFEIC =1~
V»H»Kﬂ?é@%ﬁ%@ﬁbk%%\ﬁ%T%M“G&4%\:i%ﬂTﬂHBML
L50F+T3041, T135I+T3041 K (N T3041+A173V TEMNEH 7.9 {5, 5.9 fi5. 3.8 fiF K& TN 20 %,
kZEﬁﬁmHW%M%MMTﬂ&h@ﬂ@ﬁhﬂ#mbgﬂﬁo4EﬁEBMHMRV&U
Z S T211+T3041+S144A @ EC5fE (ZNFH 20 (LN 28 5 E&H) 13K o=/~ h L L
EVIMHRE R RS-, Zauh 6 FOER T A VAT L AT ¥ ESKE U TS M & (R
L Cuwe,
A549-ACE2 HEBa A WV EHZ BT, =L~ R LIV ELEEE % BCy [l 25, 40 BTN 50 i &
W S E72 L 24, @BEEICED HIVD Mpro 28 & LT A173V L OV ALT3V+F140L D 2 DD
FNBRINS 7o, ALT3VAFI40L ZREAZFT L2V A NV ADOEAMEITEFEIEK T LTEBY, VAL
AZIMIEAT 21og K F L, 77 —27 O% A WA IV /NS holz, 2D X H T A549-ACE2
Ml CIXER YA N ADEIEOKTRRO LN L, =/~ hLIVEHL Y A L ATEME
IZ VeroE6 TMPRSS2 #ifil A FiV T qPCR ¥&IZ L » T, P-gp [HEZHK (2.0 pmol/L) DIFEE T THIE
L7c, ALT3V R D =)L~ b LV EVES T I AR L [FRRE Ch - 7o b DD, ALT3VHF140L —
BB ORZMEITE AT L T 10 KT LTV, 20D & & D ECy B A T ool i
FELVEETChH-T=2 b, =< LA EMIH L CRSEHEET A0 LR S T-T
O, TNHOEROERKRERIIMENEZ X 572, AL73V KON A1T3VHF140L OZEEI TV
B, VATV EMIKRT BRI LT s, B b OREME RO T A L 20
EWIRIC O » TSR SRR SN0 THY . TOKICB T A H A
FAW 7R & OREEIIARHTH B,
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6) ¥ REE SARS-CoV-2 ETILIZHEITS in vivotER

< 7 ANZHA X7 SARS—-CoV-2-MA10 A VA ZXIT B =L~ NV ILELD in vivobl AV
A RA& BALB/c LN 129 R~ 7 A &EAWTIli L7z, =/~ FL/LELD BID B HOFEIZ &
0. ZHBHDO~ 7 AP MA-SARS-CoV-2 JE&YL(Z K AR ER/D 1TekFE L, IiD v A VAl AH
WZAKF L7z, £72 BALB/c ~ 7 AIZEB W TIE IR RO FRHE (R E D K OVl O 95 BEAR A% 22 A0 AT L)
DYUGENRRD bz, =/~ b LJLELD BALB/c = 7 A& SARS-CoV-2 EF /LB W TH ¥
ANZERE R LT & ZD Cp 1TUTIF ECy ZHEFF L TV, T HORERIT, BARRRIZEHB W
TROOLNT-=~ N LELOFEIEEFE Lz, £7-, BALB/c ¥V AIZBIF D=/~ h L
JVENVEMEONY e EDFRIC L D3RI OV T B RE Lz, U M E VB TIEhTY
ANAFERZRER DTN, =~ FLLEALEDOHRIZED . =4~ FLLELIY b
FEVER & e U TR EER OSGENRD Bz, ZiUTY R EJLO CYP3A BEEIC LY
=< MULVELDORBENENMLI-ZZ L2k bEEXHND,

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

1. MREDHR

(1) AR MR
LR L

(2) BRIRGRABRTHR SN -OLPRE
1) HEEGREBR GMEAT—%) W
fEFERRANIC =/~ FLJLEL300mg # Y FFE/L 100mg R FCHEIRAOKE L=/~
N LIV ENLOIEMENRE N T A —F LU IR T,

RYEBE/NS A —F

=< kKLJENL U M EN

Cmax AUCinf Tmax t1/2 Cmax AUCinf Tmax t1/2
(ug/mL) (ugehr/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, Ty 1 HARAE

(REPH) |

tiys o FATEEMELSD, ZF DD T A —H

S E (CV%)

3.0 600

5 25 | = 500 1

£ | E

g I o

=2 20f [IA £ a00f |1

”‘i( | M /

,a;u\g = 4 \\

R 15] § X 300 \

3 o .

N ~ .

, 1.0 . ~ 200 l \

Y o) \

A

N 05 , g 100 ’ |

= = l I

fizd — - o

2 00 . E— ) —e
0 12 24 36 48

0 12 24 36 48
Be b (hr)

MmEFRREHRE (=12, ENTHELRERE)

2) RKEHRERR (AAAROSEANT—5) ¥

=/~ hLJLEL 75, 250 XL 500mg & U R EAGHH T (1[E 100mg % 1 A 2[E) T1H 2[E
g A#EE LIzl 2 5=~ b LV EAOMBEPREL 2 B HE TISEFRBICEREL, HE
BEGRFIZHAS AUC .y K OF G 1379 2 FEITIEIN L 72,

1) AFOEFEINT-AELOCHEIZ= L~ L LEL300mg XY FFE/L 100mg 2 1 H 2 [H]
BETHD,
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(3) HhEE

DR L

4) B% - H#RAROEE

DEFEOPE

IR EEERZIZ=/~ ML/ E/L 300mg (150 mg $EA4 2 §8) Z Y hFE/L 100mg FHT (=

~ b LV ELOER G 12 R, BEGRER O G54 12 REIC kG CTHERRORELG L& X, 28

if G- & el L C =/~ b LIV ELD Cpp D EEIEITHI 60%  AUC,, D FE-EMEITHI 20% B8N0 L 7= 1)
GrEAT —%) . EEILE O/ MR CIIAA 2 BFOF B bD bR Lz, AAIX,

BEOFEIZ»PDLPRETE 5,

2) PEREE D2

=)< MLJLEIL : P-gp DFEETH D, F7-. CYP3A % [0 K ORI FRIICPHE L, P-gp %

P2 19,

U R EJL : CYP3A & BRCIRVEFIME 2R L 17, CYP3A TRk & 5 HE ~ O OF A O 35 & B A

BN ET S, 77 o U ERHA 2488 L, CYPIA2, CYP2C9, CYP2C19 Z#E4 5 Z &b - T

W5, PERHEEAIO MR E A KT S8, 3038553 2 5 A L0 Ao H EGREi s st & 72 5

AHEMEDN B D 1,

=N~ hLLELEY NFEAHFTA b T aF Y —)b (CYP3A4 BHEIK) X iIh A~ E
(CYP3A4 FHHEHR) LOFHEEG LIzt &D=1~ LIV ELKEDRY b FELD Cp KOV AUC (239

DEEETMN LB RE LTINS S Y UMEAT—4)

AINTEEURIFA FSaFV—ILAZIT FLUILEILRDY FFEILQOEYPEIREICRIFTTEHE

. HIBIRE ST A— 2 D (%)
B (DEFIER 5/ WA ) (90%(Z X
n
U P =< rLILEL/ =< FLLEL U hFENL
DR bR U rFen Coo AUCP Conx AuC
. 300 mg 56. 82 44.50 25. 59 16. 57
jfz\\’;fyf 1A 2 309\%;;0;““% 9 | @704, | (33.77. | (18.76, | (13.32.
(16 [A1#¢ 5-) - 68. 62) 58. 65) 34.91) 20. 60)
PRy, 200 mg 300 mg/100 mg 118.57 138. 82
Jl 1 H1HE 1 H 2 11| (112.50, | (129. 25, NC NC
(8 [FI# 5-) (5 A1 5-) 124.97) 149. 11)

a. BN WEAIZ 100 (%)

b. IAN=EEL  AUCEAUC,. A NT aF > —/L : AUC=AUC .

c. ANNR<VENIFERGESBENS 15 AEECT1H2[E300mg £ CHHE (1 HE~3 HEIX100mg % 1
H2RE#E, 4 HE~7T HEIX200mg % 1 A 2 [A#&5)

NC : EH L T

) AFOEBEEINT-AELOHEIZ= L~ LA EL300ng XY FFE/L 100mg 2 1 H 2 [H]
BETHD,
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==L ELEY FFEAGHTTIZ Y T4 (CYP3M BE) . X4 K5 (P-gp DILE)
NiEv ANAHXF o (0ATPIBL FEE) LA E L EDIFY T A, VK T Fn AR

AL F 2D Co B O AUC 0 AT 2 R 2 A L 72t R LU RIS § 207

HEAT—H) .

T FLUILELRGY FFEILNIFYSL, FEH RS URIFORNREFUOD

EYEEE I RIT TR
b Y EHERT A —Z DI (%)
B o | ) Q0%
Ve 1 st v s =)< kL e/ .
OF F 3 OF F 3 PR Crax AUC
<25 2 mg 300 mg/100 mg 0 368. 33 1430. 02
h 7 (HE#E) | 1R 2[E ©[FE#FS) (318.91, 425.41) | (1204.54, 1697.71)
e 1 = s 75 mg 300 mg/100 mg 233. 06 194. 47
FEART S (HE#E) | 1R 2E @EHES) 24 (172. 14, 315.54) (155. 29, 243.55)
< . 10 mg 300 mg/100 mg 212. 44 131.18
RARAST (HE#S) | 1H2E @EHRE) 12 (174.31, 258.90) | (115.89. 148. 48)

a. EENRRWEAIT 100 (%)

2. EYRFERI/NT A —4

(1) o3&

JraroR— kAL MEHTE

(2) WRURERFE TE 31
M ERe L

() HREEEHR
BEERR L

4) 9IF75oRW

fEEERR A 12 Fliz=/L<~ F L L EL 300mg U hFE/L 100mg A T CHEROKRELZEED

== hLLVEALEQRY hFELOROZ VT T A

27.78 L/hr Th o1 GEATF—%)

(5) HHEH

(CL/F)

IXEN L4 13.06 L/hr K TF

fERERR A 12 fFiliz=/L<~ FLJLEL 300mg U FFE/L 100mg A T CHEREOKRELZEED
== MLV EAVENY R FEALD Vz/F OSFEIL, ZF4109.4 L OV 234.0L Tho7e 4+

EAT—%)
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(6) Z it
DR L

3. B&H (REaL—>av) @

(1) #EirAE
— RN EETe 2-a L N— N A BT )L

(2) NFA -2 EHER

BEEM] PK 7 012id, CL/F ROV V/FIZx LT, £33 0.75 KON 1 ICHEE L=fasa Wik

B (RXN=RATA4) OT7aA N v I BT VEMBEANT,

4. R
s gk L
5. 5%
(1) i —RREFTERE
DR L

(2) t&—HREREPIEBYE
LR L

(3) it ~DBITHE
W6, (6) FFLI OEBH

() BB~
LR L

(5) ZOMOMEA DB
BB L

(6) MIFPEAKEER?
=)= hLJLEL - b M EAREERITK 69%
U e b MERE ERESFEITH 98~99%
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6. ft#

(1) RHERLL R VR BHR R

=< hLILELEY FFENLEHHBE L&, =~ FLVELORENILE SN D, @
AIZ =/~ F L EL300mg 2 Y hFEJL (1[E100mg 2 1 H 2 [H) PR T CHERAO®KS L
7- L x  MAERICERD SN EREIREENE =L~ LV ELDRBILRDO IR TH -7, 728, JF
R ORI CE D DT 0B bz 2 GEAT—%) |, el icid, Mk fic

L VAECLRBEP M BELH-ED 12. 1%, OTXTO7 v REFRHDIHE BEHED 1%ER
i) Wb b, MBIXEEGED 4. 2% 8B 5N,

v MNFI 7 v Y =A%\ in vitrogBRT, U M FELIX 58, 7% ~60. 4% 3 &4, I3
FEH OB A BT 5 2 LR ST, RERETEERE IC "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- 18)
— 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@BBn s, U M FEAHEMFHA T TII=/L~ b LILEVTFEIZ CYP3AML TRFT SN D Z &N
RIBENTZ 9,
in vitro®ER T, U M ELORGEIZ T CYP3A 2 TN CYP2D6 23R 534 = L&z 17,

(3) NEBBNROHRRUZOHA
LR L

(4) KEYDOFEOEERVEEL., FHELE
% HE RS L
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7. HEiit
UMNFELVEJH LI EED=~ LV ELOELRESREIIFIEECTHY . =/~ LIV EIL 300 mg

(RROBRENR) A2V R E/L100mg (1151100 mg 2 1 H 21[8) fFH T CHERRO#KE Lz s &, R OYR
HIN G EN NG EOK) 35. 3% TN 49. 6% DI BHEME SR S e, PRt D 32272 3 BeE
WEIT=/~ N LIVEIVREILATH Y . MRS 2D BORE R Shiz® GHEAT—
2o
TR BEPRBRE 1 “CHEFR Y R LD A 600 mg A HER O G LI-a . 5% 148 I %
T, 5 LTBEED 86. 4% M FHH~, 11. 3% BIRF~TNENHEM ST, 72, REEK
33. 8% MHEF~, £ 3. 5% MNIRF PR S iz P GMEAT— %),

1B ARNOAGR SN AELOHAEIT= L~ FLEL300mg KON M FEL100mg 2 1 H 2 [Bi&R5-Th 5,

8. FSUARKR—L—IZEHT BHiEHR D
In vitroRER/NS . =/L< R LJLE/LIZE F MDRI (Pgp) DEE TH Y . BCRP, MATEL, MATE2K. NTCP.
OAT1. OAT2. OAT3. OCT1. OCT2. PEPT1. OATPs 1B1. 1B3. 2Bl. 4C1 DIEL & 72 572~ 7-,

9. BNEIZLBBEER
M EE R L

10. HEDERERILEE

(1) BHEEEETEE GIEAT—4) P

B (eGFR 60 mL/min BL_E 90 mL/min A) . 4 (eGFR 30 mL/min DLk 60 mL/min i) MK OY
R (eGFR 30 mL/min #JH) OBEREEERE =/~ FLJLEL 100 mg 2V FF EIL 100 mg f
AT (=4~ b e LO5aT 12 R, #&5RE, #5% 12 K RO 24 REfIc e 5 CHERR O
BH L& EFABHEL AT DMERE L LT, =/~ F LILELD 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 e LB RERR T | PSR | EE 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 13.3743.32

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

) AFNOEBRINHELOHEIZ=L~ MLV EA 300 mg LY R FEL 100 mg 2 1 H 2 A

HETH S,

VII. #E@EhreicBlJ 2 IHE
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(2) FgeEEERE WEAT—42) @
A RE DTS RERS =8B (Child-Pugh 2348 B) Ic=/L~ FLJLEL 100 mg Z# Y FF L 100 mg ff
AT (=~ b LORERT 12 FEE, BGRE, 5% 12 KA L O 24 RIS S CHAEIRR

AfE L7z &® | =/l MLV ELOBRBERIIER RIS EL AT 58RE L RETH -7,
( TVI-6. (3) AFH&REREERE ] OESMR)

FHEEEENA LT FLILELDOEBEICRIZTTEE

Foe

B 7R (n=8) | EENITH#REREE (n=8)
Coax_(pg/mL) 1.89 (20) 1.92 (48)
AUC;,; (agehr/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,

1) AR OEBEINT-AELEOCHEIZ=L~ FLLEL 300 mg LY FFE/L 100 mg 2 1 H 2 [H]
BETHD,

(3) IMNREBHE
MU ERR L
<BE>
N OFHEF BN EEE T L K OVNEOERE S 2 AV T, 12 5Ll B ofKE 40 kelh E/NA
B U CHELEHE - AR CTAFIZ &G Lz & 0EFIREROMEH =1~ L L ELDRE
BEAMELIZEZA, RATED OGNSR =L~ F LV ELOREE L BRFRREICZR D
CHEESN P, V-6, (7) /NEE] DEBR)

1. Z0its
AR L
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VIII.

et (FALDIESF) ICHYSHEE

| =

NEEZDEH

REEN TV

2. R

NEEZDEH

2. BZ (ROBHICIEERELEWNI E)

2.1 KRB OB xF LIRBUE DB ERED & 2 B

2.2 ROHEREHREROBE =L N 72 URNKKBIE, TEL=U | AL E
ARFYINTEL=UE Y, =7V, TIAFu GgE, 70 O VIERRE /KT
M. 7L hA = RERtE. 77 < ) VR, %= VRt *ﬁ% YoR—nm N
FhTvan, THFEVYUHERE, Ro7axFR) o Vo7yrT7Fr, Jatrkvlr V7
VRV, YR, ARLFY U, mAIX I UIEARE - BRI T A AT
QLT TFEY Y TR RN UL UiBE, U RrT VI X I A IVERE, AT
NI TRARN) A VERE, T4 RV ANRTIDUERE, VT T T g
il (LXTFA)  ZXT 7400 (T RIvi) | ST 7 o UERE KR, eI X E R
AUVEREE, R N7 T 7 A (FRUTHIAEDENE Y Mg N v BRI Y VXl
Eate) OFEMHEE) [ CTERA saTFBTM AV LA ZAX T A TATENR
LEEWEYE, MU T Y T A SZYTA R aF = T/oULH IR, IARwEBE L T
=AY RAT 2= b AT MU T LK), 7=/ S EZ = ARV T — bR
Wpe 7z ) \vEX—)L, U770y, ZoYPRLEIRN, BALAI UL XY VT (St
John’ s Wort, B> h+ Va—r X U—}k) EFES [10.1 K]

2.3 BHERE UIAFHERERREEOH L BE T, aLre F U REFRORFE [9.2.1, 9.3. 1, 10. 2 & ]

<figsn >

2. 1 KA DSy

2.2 AFNLCYPIAPHEIKTH D Z &b, PEAIC LY EIT CYP3A

(2 LIBBUE DEERE D 3 58 ~DAFIOF G158 5 2 &, AFIOEEIZ L 0@
BUESEIR A BT 2 ietEn & 5, (IV-2. (1) AR TEMERCGY) OF &R ORINA OE
Z )

(2 & 0 AR S 2 HRA o i R R
MER L, BEEARAIEMGHRERET L O RESRER_TEBEANH D, Tz, AFNIEHRN
CYPAFHEIHK L EHT AT, =/~ MLV ENLNBEBENRELIKT L, AXFOEZhEI
PWIoBETNNHD, ThHEEBEL, EEMRELRE LT,

A7 ARY

[RrzuaxRBY v (RFEL VT IXRAD TR T, Ing,/ KFHEEEA D) OB RO 12.
o 11001 PRHZER) OIEIZY M FEAGAERA (RFeby R) BE#EIniZ L2500,
2025 4F 4 AIZAFIOBFIRLIZEBWTH TR0 AR v 2B LEEMELZITHYIZ &L
7o 2B, AUGETIIHAEERAMTROBFIRLEDBEAZAME LIZKITTH D,
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TP E IR
AH|D CCDS (Company Core Data Sheet : {EEHIET — & v — k) DBWET i, AAFlE T
B IR (RGeS - A 7 AK 2 DEE 40mg, [F] 80mg,/ T AT T ARUEEEASAE) ofFHICET 5
R ANER Sz,
MSTATEOE N B ERE R AEEIC W T, KAl T=oF g I K] OfFHRRCRIT 53K
YENRE PR R B OV CRHMIl M T o, HMZEOE R BIER L2 R, Afle =1z 3
ROPEAICLED . =< LA EAKROY R FEAOMPEREMET L, 5l A L ZERA O W%
ROMEHBEOBENNH 2 Z LD, A EOEEZWGET T2 2 & AN & plr X v, @
HE7e, 2025 44 HlcZhicik-ox 12,282 110.1 PR oI =P ra I R
B LEEMREAZITY) 2 & LT,

2.3 ARHFIA CYP3A ZPLETHZ LIk D aL e F o OBEEN EF L, B UIATHERERERE ICEE
T TAEMITERE RIFT O REREZR ZTBENNH DO E LT,

CCDS : B E DR LE AR T HEICHENEL L WA RILFER S CETH D, LeMEFRICnz T,

Bree - 2R s - R, AR ORGICET 2 2omoFRyPEEh Tng, ik, it
R ORIV REER, ML, BEHOBERPIMEND K9 ITERBET S D,

3. MREXIIMRICEET HTE L& ZTNER
[V-2. BESUIRICBEEST DEE] 22452 &,

4. RERUVAEICEEYT HIEEZTNER
(V-4 FEAOHEICEESLER] 224528,

5. EEREXRMIE L EZNER

8. EELEAXRMIE
AFNIOHEBN M AEERZRE -T2 08B0, IREFOTRTOEANEMRT DL L,
F o, AFITIHRBETITH O ER Z RT3 2546, EANCHERT 5 L9 BEICHEET 52
L. [10., 16.7.1 &/#]

< fian >
AHNIOFH AR OOFHEB ORI N EEFET 27 OFEEMRE & L TAREZRE LT,
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6. RENDEREHIHBEHICHT IR

(1) &BHHE - IEEFOHDEE

9.1 BHHE - IEERFEODHLEE

9.1.1 HIV &gEE
(DAFNZY bFELEgEieid, RIBEXIIZ Y ba— /L RRO HIV REBEE RS L2
&, HIV 7'a 7 7 —BHEANC T DS E U5 etk d 5,

2V FFEATa T RAY v NEETehl HIV IEE L AR 2T 58546, U N FELOA
EREIIIAETH D,

< i >

9.1.1

(1) U MFENZIHIV-1 o7 7 —EBHEAITH D720, RIGEXIL= > ba—/ L AREO HIV &
BT L72BRIC HIV e 7 7 —BIHEAICS T e G T 2820035 2 &
LRXE Lo,

(2) HRU> CYP3AML [HEMTHEHA F T a ) —/u b WA A/EMRER (4671015 #ER) 1BV
T. AU CYP3AML fHEMTH D Y P FEALXITIaE T R v M EJFHALZEEIC=/L~ b

LAEN/U MFELORAEREELEL T D KD AUC DEEANIRRD Lo l-Z Lk,
RIEERE LT,

921%%ﬁﬁ%®%6$%r aJLEFUEERETDESE
BHELARWZ E, aveFrOMPREN ERTIBZNANRH S, [2.3, 10.2 ZE]
9.2 2 EENBHIAEEDHSEE (AL EFUEREDODEELZRL)

=N b ERELTHRETLZE, =~ ML ELOMPREN ERIT28F0
b5, [7.2. 14.1.1, 14.2.1, 16.6.1 BR]

0.2 3EENEBEHERETDOHSBE QILEFUERETDBEEERI)

BHITHELE L2, =~ MLV EALOMHFREN EFT 503, BARHESEH &M S Tun
R0, [7.2, 16.6.1 &)

THREER - XFr By by T DI

< i >

9.2.1 AHKIN CYP3A #LET L LIV areF o OREN EA L, BHERERTICEE
AFAEMITERE RFT L) R ER 2B TBENRO L0 E LT,

92%923W% EFE AR (C4671011 3BR) 7 OE OGN PK OFERICES & | PEE IEE
DEWEREEOH HEEOHEZRE LT, PKOFRERITLLTRITRT,
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B

RefEE R (C4671011

HER) hoFonf-Fi#

HEEEDOREFNOEREF D PK RUHEZRE

}

PR RERE T DOFESE

=< kLA ENLD

=)< hrLJLEN/Y R FESLD
HELEH &

[ 35y T AUC 24%. T Cux 30% 300/100 mg BID
Fp s T AUC 87%. T Cuyx 38% 150/100 mg BID
B T AUC 204%., 1 Cu 48% |WEI72fE 5 BEIIfEE L TR0,

Fo, EHEE

HE‘% 1T / TR B R

B (C4671005 (EPIC-HR)

A BR)

[ZRBWT, HEDBKAERSE

HT AH5E (eGFR : 30 ml/min £%E) 5096 2o (=1~ LA/ N FEL

300/100 mg BID THEFIKIZL TWRW) ThoT=Z &b, HEOBHERERE &

H DR

EAMT 272007 —ZIFREATNWD, D7, RHORGITHERE L T 63, AL

MEIHRFT SN TRV E

(3) FrHgreflEEE

&

;5_/ Haﬁ [-/f\—o

9.3 FFHEREREE E
9.3.1 FFHeEREE D

BHELRWZ L,
9.3.2 FF#s

£

HHEET, ALEFUERESTOESE

e FUDIMPEBEN ERTIBEARD S,
HEEOHIEE (QALEFUoEREFDEEERL)
U M FEMEEICTFER TR S NS 29, %b\mmfﬁrﬁ§ﬁ$ﬁﬁ‘6?§%ﬂ7ﬁ§%é F.
VAT I F—EBDLEREEHL TV EE TIIATERE

(2.3, 10.2 &H]

FEAWEEIELIBENNH D,

~Z

<fRRL >

9&1$ﬂﬁﬂ%A%m%Télt ;Dzwt%/@%ﬁwiﬁb JHHR RERR 2 B,
MISERE RETT L) R FRE2R I TBERNRH D720

E 1/7:—0

EIZEE R X

932)%%twi£ TR S D728, mwm¢%fﬂﬁmﬁé%%h#%0 A
7 I —EBOEHELFL TV D B TR

e LTRE LT,

(4) &ERExH T 5F
BRE STV

HEHEESELBENRH D7D

. TEE M

VIII.

Zett (EH LOEES) (2

B4 5 HHA
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(5) BEiE

9.5 1EHF

B0 XAFHEHRE L TV D RIREMED & 5 PRI, TRE EOF RN EMEE LRl S Ll s s
BICDOBBEET L, IRV~ LA EALZEEG LI ERICBW T, BRRSE
2 (AUC) D 11 fFIZHSTH2HETHBEREOELNBD LN TWE, 72, HIET » M2V
NP ELERE LI ERICHBW T, BERAWE L TRIEA~BITT 2 2 e RMESRTNE 9,

< i >

R Extg e Lim=L~ b EA/Y N FELDERRBRIZER SN TE ST, HEIcT 5%
APEITREST STV Ry,

GEHR D X OFR S 0 Z OB E TOMIM (R 7 H ~4E4= 19 H) I2=/L~ k LV EJL 100,

300 XI% 1000 mg/kg/ H #5512 K D UEHR 7 5 % L OWA - éﬁ@%%m@ SN TK Z3f L7
AR A FEhE L7ofE R, =~ MLV E VR GIZEE L2 B O T ITR O T, IRAKEOK
T GeHHE#EED 0.91 £%) 73 1000 mg/kg/H [E M=/~ Fl//bﬁ:/b/,J}~ﬂ‘E:/b'(300/100 mg BID)
B HRFDTAEEND Cp OV AUC, (2K LT 24 {5 KON 11 (FOREGERE] TROLNZ, =/~ kL
IV E ARG B U 72 BBV OFIRR AT R IV R O R T A — 2 R RARAESRI ONT IR IR o843
WIS VB~ DRBITFEO b otz ((TIX-2. (6) AfEFA MR OEHSH)

RV FIZ= b~ ML ELERE LIFEBRICBW T, BRRER (AUC) @ 10 FICHEY 55 H
BECHREEEORDPEO SN TS FEitd L THEEMEZIT-> T\,

Ao, P FTREZRBRRRER O T — % & AW CREEMAFEMBIRE T T L S, £ O AUC DI
SX ., AHK|D CCDS (Company Core Data Sheet : REFEET — 4% v — 1) IZBWTRELN T H S
iz, AR CCDS DELRTZEE 2. 2024 42 5 AICAFRE FIRSCORFELZ 10 5005 11 fFICEH L
77

(6) #=FLim

9.6 =3LMw
BIR EOFWMER OCRILRBOARMEEZEE L, ALK UITIEZ BT 52 L, =L~
MLV EJL 300mg & U b EUL 100mg fFH T C 3 BIEEE L72RRZ, BEFLFICBATT 5 2 &%
DENTEY, =L~ LA EALKEYY M FELORFLEOMSED AUC e (BEZL/1E) 132
AEA0.26 HTY0.07 Tholo, FEXIFLIEE G- & (RID) 1L, ZHE4 1.8% K TN0.2% Th
o720 (BEAT—H)

<R >
@%&ﬂ%%ﬁ%kbt%%@%ﬁ%T HIZHOUNT, AFKID CCDS |TERR 7= &b, CCDS
BAEZELD . 2024 & 12 I8 LT,
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<BE > I & kPG & LT KBt ©

R LIG 2  RIC =L~ L e,/ U T ELZ 1 2[E (BID) RIER DO S5% DR~
DoyWEZ T L7 E B, B A 1772,

fEEE gl 8 fillc, =/~ FLJLEL U R FE/L300/100mg BID % 38 (8 1 H B OB
LB 2 HHOR) 85 L, REFAICIERAR X OBILREEZ R L,

A=~ R ELED 1 HHD OXKAFEIMEIL0.752mg THY . RHRICEREGSNT-=1
< FLLELD 1 AHAE600mg (300 mg BID) @ 0.13% Tdh o7, REFLLOMIED AUC,,, bt (FEEL
JIME) 130,26 THolz, FHMBETREE, AUC,, bt (BFEL/MfE) 36 X OVFLIE O R REFLIZ L
B (150 mL/kg/day) 123-3< &3 | ILRAEET 2 REY 729 o 1 HARITK 0. 160 mg/ke/day
Thy ., HxILEE & RID) 13K 1.8% Th -7,

BILF Y FFELED 1 HHZY OBMEAFEIL0.0271mg TH Y | RHEICRE S e
D1 HAE200mg (100mg BID) @ 0.014% CTdh-7=, BFHKOUMSED AUC,,, bb (BEFL/1AE) 1%
0.07 Thote, FHMMEFRREE, AUC,, b (FBFFL/M4E) 6 X OVH IR OFEERN RFLERE
(150 mL/kg/day) IZH2< & LIRSS 2KE S 720 o 1 HHEIT 0. 0057 mg/kg/day TH Y |
RID 1% 0.2% CT&H > 7=,

== FLAAEALBIONY FFELDRID 1L, National Institutes of Health (NIH) OFFRFLNUE
(10%AK0M) 12HS< L2 | WP b i LetEx bhl-,
R IISIC L=~ F LV EL U M EVTBRBDRE R TR AN EEZ R LT,

<HBESHRILEER S5 (relative infant dose: RID)
RID X, WA CTEEAEIND,

w0 = TUEABRES LTI NI 0 LA (e
’ B ~ORES 70 0 | B IR (mg/ke/day)

National Institutes of Health (NIH) OFFREEMEIZBWT, 1FE A DI YL, RID 25 10% A7
BRI Z2 4, 10%~25% I TTEE N M E, 5% BiRIIFFAR TE RN EEZEZ LN TWD,

(1) MR

9.7 /pNR
INREE R E LT BERARBRIT I L TuvhZevy,  [16.6.3 &R

<fiRgn >
AN B R RBAE RIS O N TR L9, NRICKT 22RO Zh XS LT e
A

(8) =kLE
REESH TR
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1. #HE%EHA

10. #HE/EH

AHANL CYP3A 58 FHE L, 72, P-gp ZHET D, =/~ K LLEL KON R ) E/LIX CYP3A
OEETH D, MOEFEDOHMEMERIX, FTHERT X TOMAARDLEIZOVW TR SN TV
DI TIERVO T, SFRHICEL CTHEICEE L CEEICR G352 L, [8.,16.7.1, 16.7.2
Z ]

< fi@sn >
AKFND CCDS \ZAFNN P-gp ZMHETHENBREENTZZ L0vb, 2024 4F 5 HICAFRREFTHRLIZ HIB
FLLCHEEMLAZTTH) Z & & Lz,
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(1) HRESLENER

10.1 RS (FFALABLI &)

S

B ARAEAR - FEIE T iR

BFr - fabRIA T

T M) T X RALKEREE
(LRy 7 R)
TENL=UE
(7w 7)

=T
(L2 ABLAEE)
sl P P AV
(877)
T I FFa
(Trhuay)
RT7Y UV K
(RNFY a—u)
7 VA = NERRE
(ZvRa—))
a7 ) R
(Fa )
X = U KT
JoRX—pg P
(4 7L )
Fh 7 ran
(77U Y H)
7'V R
(= FL3IX)
A7 ARY
L7 F R R)
V77 TFw
(Ra7T74)
Tarrtl
(mFt)
VT R ERRY
(7Y —X%)
EEYR
ARVFH b
(-~ 7))

FNAPFNEZ L ARFYINN-TE

AHENR, (iR | i A A
INBEAC LD EE R X
EMmICERE RIET L) 7o HE
GNEZDBZENDHDHDT
BFHLZZNZ &,

ARAHNOF ~ 7 v —
L PA50 (Z6H B 5
AHIHEFEERIC X
D LIS A S
s KO M
IR BE 23 KiE 12 B 5
THZENTHE
nos,

VITI. 222 (R LoEEs) 1+ 55

39




TV I X I AEAIRIE - K T =
Ao A TRENLT UFEY
(Z7VT73V)

IR RN LA R

e RuxLady IR VERE
AFNx)TRANY A R
(L&)

TA4RL

(rvers47)

A NRT T R

(=27 7Y)
VT T 4T T R
(LRTFF)

2HTT 4L

(7 Rsvh)

SVTF ST VR R KR
(LERF)

13X E KA VIR

(¥ 7 AZE Y R)

[2.2 ]

RX M TT R
CBZE UTHERTEDEMEY A

s WA NOF: % G
TRMEDEME Y PR IIE ()

AFID CYP3A 1T
JFHERXR NI T

MmIE G S RERPED @R ETe) | U RERMED UREEETe) O | AR E AW
O B ) AEWICARZ0H L | ICHET D L
(RRXT LI AH) e, BIBRRBIEGEREORBLN | B2 TW5,
[2.2 2FR] B INDIBENNH B,

T ESRA O FEFFCIER MG LN | AFOF h 7 v —

(B, AUV L)
V=D vl 3y RN
(A2 FY)

TAK T A
(—m )

T ¥R AR
(Z)LA—1])

FUT VT A

(VT FY)
IHE T A
(RAVIAL, IFT L)
[2.2. 16.7.2 4]

IHEBENNHDIDOTHAL
AR

2 P450 125t % 55k
AW EFEERIC X
DR LIRS Z
AU B O e IR BH i 58
Jo QLA 2 K o if.
WO BE S RE L |k
HF95Z L nTHl
b,

R ary—i RYaF Yy —VOMmMFREN | KA OF ~ 7 o—
(74 7= F) KT LI EDORENHDHDT | A P50 OFEEM
[2.2 2] PR LW & k30 EEZ
5 TW5D,
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ToULHE IR
(7 —1U—4%)
[2.2 Z]

ToOLZ I RO P EED -
HLU. BERA R EN 5 BE
nnds,

F 7 AHN O i R EE AN AT
HZ LT LAV AER O
IR B OB ZE NN H 5,
AFH 75 CYP3A BLEMER D 72\
HAI~OREEBET HZ &,
RUE/FT T 28X, 7
PNV E I ROBEEEZET D
Ll bic, BEOREAEEIC
B L, BER ORISR D
RO+ DEET D
L

AFI7 CYP3A 12 &
L2 0K
A % B A rYICRE
EF B0,
FTo. D OEA|
A3 CYP3A % ki
572,

FNNwEBE
(7L =)
[2.2. 16.7.2 &HR]

TV 8= B L O [ EE A
ERIIBENDED D, T,
A O 1 P EE 3T B Z
LTI AL AER O R

MrEHBEOBENNH D,
T kY LA NV AEROEECMmE | Z v b o Al o
(e X b=, TLETTF V) HEBEOBZNNH 5, CYP3AFFHEAEAIC &

RATZ 2=~ T MU T LKFY
(RA RA V)

T x /)N EF—)v
(7= ) X—)1)

AR T — R NRALY « 7= ) N0
v Z—)v

(FFvanor P LA
DAy VA <

(V772 r)

TP IR

(A7 2B D)

A3 A XU YT (St. John’s
Wort, E> b+ Va—r X+ TU—})
BA R

[2.2 Z/R]

D, =)< hrLE
WERY R FEL
DRENRTT D
BENWRH D,

< fiEan >

AFNE CYP3A B LMHEMER AR ZTAREMNH Y . O 0K LT 5 2 & THEE UL
EMICERERIET L ORFEENE I DS L IIPFHEORE T =L~ b L ELDOREIRE
BTHBEFNRHHTZDRE LT,

RZuaARY», =P F IR V-2, BERAREEOHE] O<f{#H>2.2 %5
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TXY AL
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(2.3, 9.2.1, 9.3.1, 16.7.2 ]

INFHS et o AT
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TTFV =K
NUTAY /vy TER=FR

I BEA O MAPREN EFT S
BENRDHD, T 3K EDOHEH
IZBWTC, 7 v v TTEGRE. BT
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N7 T ARG PIIAAZ B L
et R N7 T 7 AORWER
HRSNDBENDHDHDT, ~NF
N T A EET DL L BT, R
HORREAHEITBIZE L, BIVERD
FEUAMEET D &,

AFIH CYP3A 12
SRR RS < 1))
R % BEA R ICRE
EF LD LEEZ
S TW5,
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IR ARY
&7 v NAKFY)

ZNGIEFNOMAPRES R L, &
FE7RRIWERDFEEL LT & s <
IWTNDZEDD, RTeEfG7e\
BEERE 2D A & ONFRITEE T

AFI7S CYP3A (28
SRR RS < 1))
R % B A a9 ICBE
EF LD LEEZ

HZ L, RUBESTIHTLSAIC | bhTuna,
I ZOFEAIOBEEZERL, K
FPe G- Je O 56 T 1212, DS
O HREE K OPERSEIC X D REIFER
DRI =F ) o TEATHZ L,

N S IND /B RN IV 7 U ORI EL 5 | TR R FRE O
ZDOBENDRD D, HHElZR INR OF | BEREZ LD,
=RV T EITH ZENREE LYY,

THET4Y 2D IRAN O MR EE AR T | KRB Z S HEH

ITF =T R RNT A —)L LBRENDDH D, ZHNHIEAIOW | O T IEY (B R

TRANIUF—NVEREMTAT | ENLELRDIGENRD D, EHEET L0 L

L EZHNTW5S,

Z)aFy—)u AN OMPPREN ERT 282 | 25 3HAD CYP3A

RATZLaF— NndH 5, BT A ARF O

# A BA IS E
THEHEEZD

TW5,
X3 W | 0 AHKID AUC 3T | BEFEASER
LDBENLED D,
D N AFNEDPEHICL VY KTV | KEIR T L7 v
D Coox XK RNAUC BZENENRDT | BIAG 2 RET D
HEOWMENDH D, ldeEXHNT
FJERMIF ZTNHEFDOMAIREIMET T | VWD,
AV a=1 T RS LBENLD D,
rET BV AFNO M A RENBADTHE5% | FET E LD CYP3A
nrnb s, okt N RN e O
EZHNTN5D,
7LV AR/ P77 7 EL YOl | 5

RENEATLIBZNNH5, &
BEICAH EFRNIEAET L ATHE
PEN D 5 DT R BRAESE DT
=2 U T ETVIRNBIEES
BE4HZ L,

YA 77T k

VA 77 bOIMmpEEN FA
THIEENDLD D, AR E DO
DLEZRGE T B ORI
BLMEIZSLTYU AT b
DI EEEET D &,

AFlD CYPIAL KX
CYP3A PHFEIZLE D Y
FTT R DI YT
T UAMK T B,
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g= e UaAX T UOMPRERENEEIC
ML oRERSHH, U Ix
VUoOMPREE=X2) VT
ITOREFETH L,

17 3 NHEERE 27 X ROMmAREN EF5

L2BLENDD D,

T rF T A B

T 77 F= T OMmPEEN 5
L RIERADRRBL LT < b
ENDRB D AFNET 77 F=7
LRI NT 7 7 F =7 5£IZ
BhHT5HZ L,

AEH T oo T XTI —hAH
U AJVIR iRt
[16.7.2 ZM]

AEH T oo EEN 5
L. A7 R EFTHBZF1
Bdb, REEPERT HHE R,
A7 rOEEEERTD
Z &,

ARFHND P-gp FLELE
Mcksbnl®
2B TND,

O ANARZF T A
[16.7.2 ]

0 AN AK T DI R
BT3B nbH 5,

A O0ATPIBI [H
EEHANEE LT
WD AREMER B D,

TVhHTVLENKY - BT L
A A )V

TV HTLVELREORET L H
AENOMFPEEN EHTDHE
Thid b,

KA D P-gp X%
BCRP fHEAERIC &L %
HDEEZ BILD,

A

7Y Ry OihREN EF L,
B, DFE W, KM, KA
I AREMEN B D DT AH L O
RT 5561 BEOREBICER
L MBS LT R T Y ROl
BELEZETDH L,

AFKI7S CYP3A 128
5 b7V Koo
A %2 AR ICBE
EE LD LEEZ
S5NTW5,

=hIEY

T hITEY OMPFREENMET
LIz DHRERD D,

AT D T H A
WA HAE IS &
LHbDLEZLR
T,

FOMOHIY 7 u T 7 —PRLE:

INOEFOMPEEN LA

7 2 Y ELRREEE LHBENDD D,

HF )N T H =AY

s
A=V ~ZbvnsompPEEN LA

2BLNDEDH D,

AFI A CYP3A 12 &
DI A O
R & A I
fRET 2728 &
EzbRTW5D,

7 ar RJUIRREEE Y
rua e KT VIVEHEEE - 7 AEY
N

7t R7 L AOTEMERBY O
MAEENMET U ER N BE
LDEFNNH D,

AF|D CYP3A [HE
VEREEIZ L A7 iE
MENRE Z B D,
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7P T EFF AR OM RN B | AFIO CYP3A4 KON
L iy 27 3 ERF 8% | P-gp BAEMEMIZEX
DD, AKEHT 2HEEIET | 0., EAORB L)
EXRYANCOFGEINCCHE | EH A2 LET S 72
BAEEITHIZ L IBELELOBR | DEEZLNTY
P LA BB L AR | D,

EOPFRAEY) & & 2 HivZen
BEIIOH LN &
TN B — ) TR B — L ORI | $ R
DI FEEEEIME T U MEH A 855
ToHEBZENLDH D,
SRR O AN EN AR S
<fiRw >

AFE CYP3A FEERCIRVY CYP3A FHilAZE C AR EZEZ TREEENRH Y, 2 b 03H &
TB5Z L TCEHERORIASLH RO OBZENNS DT O TE LT,

rmARY . HZra ) KZKF D 0

Al r7axRY RO 7 a ) AAKFWEEOHHICET 2 ARTME VT 7 A4 F—1%
M RT —Z X— ADREFIHREEZTE LR RICESE . AFIO CCDS I2B1T A/ L7 a X
R KRR 7 a ) AAKY EDOFHICEET AIEEMENSKGT SN2 &b, 2023 410 HIiZ
I BARY R OE v ) AARKMIZET S TERRIER - FFE L] Oftfix: L,

O ANARF TN T A

0 ANRAL F b QY EAEHRBRT — &% 3K D CCDS |TBRL S, AAIE G LIZGEICR
ANRNARF o OURB RN 5 F72 A28 0ATPIBL PHETH 5 Z L AVREB S N7- Z & 725, CCDS
EDFEZID | 2024 4 12 A2 TARKID OATPIBL FLEEMANEE L CWAS AlREMERNH 5 | & it#l
L7z,

TN B —)L
AHND CCDS AELET AL, BHIE [T AR &Y —)v ] OPF IR 5B E 2B &7z, CCDS
EDOFEEZIY 2025 -4 A 110.2 FHER) OHHIC [TAXUE Y —)v) ZiBEit L, FEM
EBEITH>2EE LT,

( TVI-1. (4) &% - JHREORE] OHESM)
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8. BIEA

11. B4R
WOBIWERMNS LoD Z ENH DD T, BELTMITITV., BERED LN EAIITRS
IR A7 S EEITO 2 &,

(1) EXGEIER & DHER

1.1 EX%GEIEH

11.1.1 FFRERERES (AR

11.1.2 A EMRKRIEIFEFAEE (Toxic Epidermal Necrolysis: TEN) . [ E¥LIRARJE {&E¥ (Stevens-
Johnson fE{EEE) (W T BHEEARE)

NA37Fr2453F%— (BHERH)

<S5 >

11.1.1 U P FEAEZRELFEETH NI AT I F—F LR, HFREEOEIENZRD L&D
WMEDNDHDZ NS, KEEARE LT, 728, EFSILES T/ IFHRER (C4671005 (EPIC-HR) &K
B) IZkBW\WT, =4~ LV ELKERNY NFEAHBETTY =07 F 70 A7 27 —8
(ALT) 8 OT ARG X UBT 2 ) b T A7 27— (AST) #INEH L TW5,

11. 1.2 U M enah U B CH iR BESERARE & OV AR ARE 2 23 3 BL L 7= & Ot
ENBH b, RAEZERELL,

1. 1.3 REETF7 4 7% — L OREERPEE T X RO EN L OUFIMEFI N EFRE L7722 &0
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 HIHE 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 2Dt DEIYEFR
1%L b 5% i 1% AT BEE R B
0 ECE HRZ, T ORI, AL
BE, MEMERPORS, (g
PV
PR R PR A A FEME D £V FHIFE
I8 4 I
H Rk T - R Bl EM, EER | I8
B, HEEErEE
&
JH R R B ALT k5. AST L5
B 6 K OVEE R R b B2
B R S ONRE 5 kLR e L]
—fi% - BEFEE RO G (E¥sYR:
AN
< i >
[EIFR LRSS T/ MTAHENSR (C4671005 (EPIC-HR) #ER) CTRROOLNZREWERICHK S S, AHAZREL

77

F 7o, BBUERIE RS OHREER OEFEIRMITI-S X, CCDS (Company Core Data Sheet : {3
BF—%y— b)) YIOBEENENER E L GERENZZ L5, 2022456 A2 NBEBEUE] O
R LT-, £70. CCDS IZHE. BEEARIWER & L CERINTZ &b, 202249 HiZ THE
) MBE B0 L7-, Wi, BARRERICE W CEREOENER 23RS b Tk Y . OCDS [ZHEH
NI ENTWAZ EMnb ., 202348 AiC M98 2B L7,
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SEERRIRGHEREER VBRRREERE &
[EIRE L A5 I/ MAHAER (C4671005 (EPIC-HR) #EBR : 7— X4 > A7 20214212 H 11 H) TRHS

-RIER
—Ex
BIlVEFH o fiE BIVE I FBUE B (%)
BEIERAE (N=1109) 86 (7.8)
PR R 55 (5.0)
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

VITI. 222 (R LoEEs) 1+ 55 50



9. BERBRERRICRIZTHE
PREZ LTV

10. B=%5
PRE I LTV

. BRLDIE

14, BRLDEE

14.1 EFFRRBOIE
(RNF¥Fmrby KRy 7)

14.1.1 >— L@ EHE - HEO 1 B4 (JRRY EO 2 \l4) O=/~< K LILELEE
(Grasp) ROV MFende GE28d) NEEhd, PEEOBMERSERE I3 2 HE -
RENMLT SNTHE, IR OY FORASENENNE, =L~ MLV ELBE25D B 1
ARV RE, BMORWEETCERAO S — AT CRAT A8, [9.2.2 58]
(RFur bty K28y 7 600, %Fmty K28y 7 300)

14.1.1 e OBHREREERE IS L TINF oty R28y 7 300 88546425 2 &, [7.2.9.2.2
2]

14.2 ERRMABEOZE
CAE =R AT,

14.2.1 > —bh 11 By GAROY FO 2108157) BNEENDH72H, 1 REICIRH T & 54 %
BEIHRET S &, £z, PEEOBMREREEDRE ST 2 Bk - HESLT Sh-EBEIC
XY — O AREREARINBER TN TS Z e Z2HA+T5 28, [9.2.2 8]

(RFr bty Ry 7 600, SFaE Y K%y 2 300)

14.2.1 >— b 1AL B GEOY T 2[0145y) NEENDH720, 1 ENCIRA T X 82451 %
BEICHRET L2 L,

(RFrEY Ry 7) RO (RFrEY B8y 7 600, /FrEYy RSy 300)

14.2.2 PTP @l2EDIANL PTP > — bSO HEV H L CIRAT D L 28T 52 &, PTP v — F DA
RIC L0 BSOS BIEREA~IA L, EISIEEE B 2 L CHEBRIAR S O BEE LA IHE
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
Wafd 95 Ko, AHEZRE LT,

14. 2.2 RAIO@OIEFREIL PTP @ TH D720, THRCHEEMEIC IS < EE IS SCEE O ER
(272> TD QAT HOWT (CERE 3145 1 H 17 BAHT HEHEIRE 54 5) QA4 (23, AIHE
IRE LT,

VITI. 222 (R LoEEs) 1+ 55 51



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 ENLD®
=/~ MLV EV%E Wistar Han 7 > MZHEIRE OG- L7 BE OB RE & Ot IC 59 2 1/EH
Ze i L 7=
MIRBERE DRI CIX, & 6 BIOKET » M b7 d 3RHCENETN 0 R : 2% (v/v) AU VX
— k80 KTr0.5% (w/v) AF/LE/L—R 4000 cps Z@defliZk] . 60 X1 1000 mg/kg D=/~
FUAELEROES LT, =4~ hLVEVEK 15%D MBE 25673 5720, 6 FlORET >~ K
MO HREERER T, =~ N L E VO EHER & RI&EO MTBE (150 mg/kg) % RN L 7= A1
Z P55 U C MTBE O 28 % 314N L7, &5 1 REfE#4 12 FOB REAl 4 S0 L. & DEAIZ 60 MO E &
Y B RS R i E & JEE L7,
JFERE DR TIiX, 6 BIOHET » "B 725 4 BECZNZEI 0 (FABERHIR) . 0 (MTBE %FHR) | 60
X 1000 mg/kg D=/~ M LIVENLEKRORE LT, BH%6RMICHOIZYV 2T LV AFES
7 4 VT B, PRI OV R s A JE LT,
FOB /X7 XA —X4|Z 1000 mg/kg £ TH =L~ b LILELDEEIIZRD SN hoT-, BIREEBHED
RN I, TABEHIRRE & lEE L C, =L~ h LV EL® 1000 mg/kg BE TR O fWID 5 47
\ZHEEGESE) ORI OW A TG O 5tk D 30 43 [ KRB Jo OV [ELE S O S [ D
HIMMAFRD Bz,
JHSERE DO FEAM Tld, =/L~ bk LIV E/L® 1000 mg/kg FET, $E5-% 40 73755 160 43 D I H IR
ﬁtwabfﬁwﬁﬁvﬂﬁ@ BN LT,
MmEﬂ%ﬁ(wOmy@nmm)mﬁme\m& A S EE) B I N T A —HIZMTBE (2 X 5
AT b ho T,
7/%%EV%J4HW&§ﬂﬁﬁ%®ﬁ%15 B DREDIRIZIE C IZFED < & 1000 mg/kg
KOY 60 mg/kg (NOEL) %5 L7-t EOBEREIT, b MNIRFEHEZRE L &ED=1~< L
JLE IV DRPREE C DENZIN 235K N3 5 5 TH -T2

AL\Iﬁl BA~DEE LM AT, —#EOD in vitro, ex vivo XN in vivo 3Bk % F0i L7, hERG

mﬁﬁfj;ﬁwvFVWEﬂ%SmmeL@ﬁVT&QLk&% P Iser FRAE (0.5 £ 1. 2%)
L ThT O TIEH 2 0MEHICAEE (p< 0.05) 72 hERG [HE (12.6 + 0.7%) NRD LR
7228, 30 umol/L AW L7= & & @ hERG PHLE (4.3 + 3. 7%) 1IMEFHANCHEE TlE/eh > 7=, hERG
AV T LNEFICKT D=/~ b LIV ELOBREER O 10 XA LRy > 7223, 300 pmol/L (E
MIBEAEEZRG Lt &D=/L~ LV EILOIEELR C. @ 153 %) % LIS EHESH
Too BNEY MDRIH L2 T 7 RV ZEERLET LV TIEE, =/~ b LILEVE, BEH L7720
TIVORE [FH 100 umol/L (b MIBEHAEZHL Lz & 2 OIE/BAERE C,., D 5145 ] IcBW»
TR (+dP/dT, ZE=E K OVEBIRENTTE) U3 OM=E (PR, QRS LN QT k7)) ICHEHHIICH
BRI RIES otz T B LI KB OEARIZSOWTT v v a " ZA %
WZRHl T, =L~ b LIV BT XD | b BR & Heil U CHRERFIOIC A B DD IR BER AF0 7 1fn A2 ISR
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PHIDRERD BTz, 1C5fHIX 50.3 pmol/L TH Y, ZOWEIL, & M=~ LN/
ELOIEEHE (300/100 mg 1 H 2[A) ##E5 Lzt & D=L~ h LILELOIEFKEEGRC,,, D 26
fgcH o7z,
@m RZEMHHERER L U, M L2 GLP AR L L L7z, ZORBRTIX, 71V A MY —
M U HEOEBRFE Y- LI =L~ F L L ELE 0, 40 (20 BID) XU 150 (75 BID) mg/kg/H D
%%fﬁmxﬁHNH?%4Vmiw&5b\@E&ﬁ%%zﬁﬁﬁmbtofﬁﬁ%#%bm%
T—2 wGl, =~ bhLb t“/l/% 40 (20 BID) mg/kg/ HOHETRAOKG LI X, BIEL
WTIHDIRT A —F | %wm w%nﬁ#oto%WV}VNEN%lw(%BD)m&yH®
HAETERE L L XIC \umﬁ®14mmifwﬂwﬂmE&5%07&q6m&ﬁﬁwu
v, IGHE #%@&Uiﬂmrwiﬂ(mkf%nm@>#WE&%%OW%@5%W(#%@
MEDH) KOWEFEH#% 7.25~9. 00 BEMIZFE O S iz, Hlak 5% 0. 75~16. 00 KEfE]IZ RR [
MEOIER (B K T+52 msec) VR HiL, R A TLHEBONAONT-ZZ L & —F LT\, ¥
¥ 5% 0. 75~9. 00 IREfH]IZ PR EIRE (+3 msec) KOMQT [#fR (xR T+13 msec) DIERDFHED
oo 2, DO TR EE X BTz, QTe MFEIZIZ, #RlE 5% 7.25~
16. 00 FERICHEME (-7 msec £ THAME) MR LNz, =/~ hLJLE/LE 150 (75 BID) mg/kg/
HOAETHEE LT & &, #EEE#% 0. 75~9. 00 BFEIC LV+dP/dtmax HIE T (364 mmHg/sec F
TIETF) L7, BIEMIZT T, #IEIEE% 24 B USRS B A 5 LT & X0 LU [E
‘"L, :@%ﬁ%ﬁﬁ% Bz PK 7 —# (150 mg/kg B ) RO L% M- 15 A R#E G #MER

BroogEk 1 HIZ 5%@% 2 (40 mg/kg FrEHf) 1255 < & 150 mg/kg J O 40 mg/kg (NOEL)
%&5Lt&%@ﬁ X, B M=~ LA ENL/Y MFEALDOIEEAE (300/100 mg BID)
PEE L EXICO= L LIV ELORRIEEE C, DFNFNA TER0.54 [ETh o1,

U hF e

U R e OB B 2 BaT L7zl R, TP eitsh, TEERER R, VRIS DR~ & 1E
MR bR o7,

(3) ZDHDEFEEAER

ey | sl N 1

(zBiE®R)

LM EOBRENRIBENTWDHIER (6 Z o BB RIK, A4 F v %L, T AR

— X —ROWERE) 2ETRFERNIKRIT D=~ MUV ENLD in vitrod 7 X —/4 v MR

ﬁﬁ%%momdﬂmﬁffﬁﬁbto_®ﬁﬁ WTHVORERIIZXT L CH 50% & #8 2 DI1EMEIE
BN oT-, ZOFMICHW-=/L~<~ L ILENLOEE X, b Mi=/L<hLJLEL/D b

ff»@%ﬁ%%(%WwOmg152@)%&5Lk&%@#%ﬁ@QM®Q8HQM==L%

umol/L) @ b1 {ETH -7,

Navl.5F b U 7 AF v 3/ (E—27 &) KO Cavl. 2 By T AF v RILOERICHTH =1~
MLV ENLDED IC BTV T b RET LIci@mIRE TH 2 300 umol/L & E[EID | Z OYREET
MIBEEHEZEG Lo & EOIERER Cu D 1535 TH -T2,

L1 FEED PDE V7 X A4 7 (1~11) IZxT D=/~ F LV ELVORLERME S FHE L7z, 1Cs i3k

L2 _TDOPDE H7 %A FI2HT 200 pmol/L (MEFL7- @ iE) 2 EEY ., ZOEEIT

bt NMIBERAEZRG L L X OIEFAT Co D 1025 TH -7,
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2. HMEAER

(1) BEEEESHHRER
=)< ke
LB L

U rF e

~ U ADOR OB DA OB EITMERE L H 2500 mg/kg L ETH V| FIRNEGIZH1T 5
HEWS O EHE B I 1T 65 mg/kg, MET 80 mg/kg TH-o72, 7 v bOREOEKEIZ L DM OESE &1L
MERE & b 2500 mg/kg A ETH Y | RN G TIIMEES & 35 mg/kg THo7o, #HHEELT 320
mg/kg LA b (=7 R) | FIRNE G- TIE 20 mg/kg (7 v &) DLETHR#REZ~OIER & Bbh b
HRHEENK T, ST, R, MO BIPERE 23 % 514 24~T72 FERILAINIZ A BTz,
TRITH R 5 XD aEERBROERTH D,

ROARUV Sy FEERSEEHBRAE

#pTE i AR
EN . #h5& (mg/kg) P e
NN T AN OO BOHE e FEROAT .
H4)
200, 320. 500, s
% w0 | 800. 1260 P >2500 HREIHOM T, BEAIT, M
~ e D D % W R Wi
Cel 2000. 2500 i3 > 92500 W DWW, BHEL BEEN, IR
CD-1%., 5 90 35 50 1 - HREEB O T, BB, I
4-534) RN | T T T i3 Wk DI IRERZEH, RSHE
65. 80 80 i
yzi;?,%—\
B HREBN O T, BF BRI, WK
i;f g | 2200 500 100, ﬁ T o, WRERE, e, P,
i N N Wl o o
: PR, MEEE O IRIE Y
Ch %,
. & BT IR
635) o 5. 20. 35, 50, 65, | f# 65 ?%g@@ﬁf;ﬂ%*ﬁ E%
80 it 80 Bopy, IRERZEH, IEEA, Jif
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(2) REHEESEMHHER
=)< kL
WMERED Wistar Han 7~ MC=/b~< FLLELZ 0 (ABEIR) | 60, 200 i 1000 mg/kg/ H D
®BCT1HLIELD» AMES LU TEELONTK 253640 Lz, £72, 2 BB ORELIF A58 CTHEIE M
BRI L7/ R, =~ N UV B AR EICEET 2 UE B U A LT, RELK OB &
HE N N IRBF AR A TIZZ(RIZ A bR o Tz, =~ b LV E G ICEE T 5 — ik EE
DA E LT, BEHIFTTHh H3Bk 25 H~28 HITEIHIRMIE (60 mg/kg/HLLE) F OMR(#
(200 mg/kg/ H D 1 il TN 1000 mg/kg/ H) M HITZ0N, EERFHEMRE &K OVF B = RE ©
NSO RICBIEST 2 20X A bR o 7o, MKFHRRA T 200 mg/kg/ H LA EOMERECH &
IRAFA 22 I B OB GRIBBRED 1. 12~1. 28 %) A, MIEEEMRA T 200 mg/kg/ H DR Y
1000 mg/kg/ H O THEMAFR 72 PTIERE (1. 06~1. 15 f) NAbilz, 5 DOEbiT—Hek
RE DAL K OV B RO PT AL 2 o3, RIS TRRCIZEIEME 2 R Le, X C oK E
RAEIZRBT 2, TOREN/NSL, —@HETHY . —BOREEDZE(L K QYRR SR HT 7 %
tEbleinoleZ Enn, BEFHEROZ LWE L EEZ X b, g, FRBER O ERE (7
TH B AT IR BRAR A 7 RO PT ST RIS T8 D3~ TO & & OMED 60 mg/kg/ B & T} 200
mg/kg/ H CEIE L7z, #ED 1000 mg/kg/ H Ti, MFlKEZ O (1. 11~1. 20 £%5) & BE 92 iFhi.
FOR MR S OV T BAR O J BRAR AR 7RO AT LS RIE M) 2o U 7o, MEREC 2 AU 7= g C o5 T FL i,
IRFEHIRIRE 782120118 L=, NOAEL I m HETH 5 1000 mg/kg/ H TH Y. Z O NOAEL (ZH1T 5
Coux LOVAUC,, 1X. B MiZ=/A~ ML e/ R EL (300/100 mg BID) 235 Lo =1~
MLV ERLD Cpy K ONAUC, DFENEN 14 ELTN10FTH -T2,
WERED T =7 A FZ=~ N LIV ELZ 0 () | 40 (20 mg/kg 1 H 2[8]) | 100 (50 mg/kg
1 H 2R\ 32X 600 (300 mg/kg 1 H 2[B]) mg/kg/HOMHET 1 H 2[A] 28 HIERE N5 U CHptk % 7
L7z, E70, 2 R OWSEII 2580 T CRIEM: 2 390 L 726553, SEBREIEH, ~C oz s L.
K, BERE, DEX ST A—% (DHEAEONT RR, PR, QRS, QT & O8QTc k@) . DEXEE., IRE
FHORAEIT A, 4B EE, SRR L OYREARR SR AT I\ T=1~ b L e LG Z B
L7e2BI3Aa g, BRI A o T, BHICEET 2 —RIEDZ kIL, 600 mg/kg/H T
B 54 T — BB S DT BRI ZREE D 2 Cdh o T2, =/b~ F LIV eV B BEE T 5 R
JREMRA DT RIE. 600 mg/kg/ H OMERETH Btz ALT (RERE & el LC 1.63~3.53 fi%) . AST
(2.68~7.41 %) K747V /57y (1.20~1.911%) OLEROLTH-T=, 747V )7 DR
IERHBEE TS A DAL, FOFE =L~ F LU EARERETHhTNIRE ol ZILHDEL
13, FOREN/NE L, BET 5 —RIEDOE L R OYRERRR AT AR A DN - T2 2 LD, 75
MZAEZRDOZ LWELE E 2 BTz, AST L OVALT 23 B35 U7 W T, e GBI TR L
7728 ALT KOV AST 122U C DEHENEZ G C X 720 o 7278, KSR T IRECRE AR R BR AL fE DA
BIxA BN o7z, HEEMEEITREHRED 600 mg/kg/H (et Liz&kEHE) THY ., ZOMEME
BIZBIT D Cp HOVAUC, 1F, & MZ=/L~ FLLEA/YU R FEL (300/100 mg 1 H 2[A]) 5L
72BRD =)< F LIV E LD Cop SOV AUC,, DENEI 28 (5K TN 18 5T o7,
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Y b e

Zw MU MFEAE L 3,6 » AMROELE L, WThoRBRIZEBWTH &G & CIT—i%
WREDEAL, (KEHINOIEH], BEEERDNA L, 15 AL EOEGIZB W CHBRIE O R EE
MFRAIORA T, I, IR, FRBMCBENA DI, 3, 6 » A G CIIFSREMRAM R E 21k -
770 FFIREROEEIT 3 » ARREHZD 3 » AOREHE 2B TCHEIE Lo T-, F7-. 3.
6 » HOEHREEMETIZ, ~E/ vy, ~~ b7 U v Ma, RIEREA~OREL RIRS N, &
FPERIT 1 v A5G T 15 mg/kg/H. 3. 6 » AR5 T 25 mg/kg/ H AR & #HEE 47z, A XIZ
UbFeA%E 13,65 H, LERKRORS Lz, @G &R —oREOE L, (RERINMmHE,
O RE S, 7 v N THLNATIT R S IFIFEFRRRFT A S ON0, BHERERICE Y Zh bR
WIXEE Lz, £/, A X TERIEORFITRO SNienot-, MWErEEx 1. 3 » AR5 T 50
mg/kg/H. 6 » HMH#HE T 10 mg/kg/H, 1 FE# 5T 5 mg/kg/H & HEE S 17,

(3) EfnEHAER

== kL

== B LILVEUZOWT, Ml Z WD IFIERE 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 LTz, In vitro®BRIZT X T, WHINDTA N7 A >0 ERRIRE I
famtE s L <IEAEMIC K VIR S TR E 2 Ml & U, SMAERENE LR OFE T AW
IEFETCEM USSR, =L~ FLILEIVE, in vitro XX in vivo DWVTHORERIZBUWNT
biBEmEEE RS 0o T,

Y ke
PAEF T ER UKW & ORI RIRBR, b MY o SERE I S KRR,
~ U AL E O 7 A MR O 7 A Y 2T = ROV TRICENTH Y b
BT RIFIEIRTRSD bR T,

(4) BNARMRER
=)< MLJLEL
MU EE L

VR e
~UA, Ty heHWERBREEINLTWD, 7y FD 3 p HEROKEGRERICBW T, FE A
B OB O TS ERGIIEAER, MM, IRERNZSEMEMIEORENBIR S
oo AXD3 5 A, 61 AREGHBRTIZIROEFEITFRO bNRdotc, 7Y b3 5 HK6 »
A R 0 538080 B TR B2 S ST, BB EEE N RO bz, £ XD 3 A
L6 » AR ERBR T, mAERE CHEERN & KERAERENZEINT, 7y O3 3 AR
B 5B Cldm B CE FEMEBSRIC LV BHARMEES N TS, Ty bD 6 5 ARMES
TIISHEHTRMEOIER EEBIENRRE S IV TS, A X TIEBRIE~DOEEIIBIE I N2 ) o
7=,
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(5) HMEFRLESMHAR

=< RrLAELD

1) v FERAWEZIRER OISR E TCOMMIIREAEICRET 3Rk
MERE Wistar Han 5 v MZ=/L~ h LJLEJL A 1000 mg/kg/ H EF COMRETROFE L, MO
BEHREIZ6h T B B A2l L 7o fE 5. =/~ h LV E L G BE U s tE () . MEE. 22
R, R NRT A =5 (REERELOZIGE) ~O R ONH EUIRREO T LIE A S n -
7o =/~ B LILEAREICEET 5L E L TAELRTO 1000 mg/kg/ B () (2B W CTIHREH
MBH ST, FEFOEROZ LWEREEZ DN, ARBRTIE, =/~ b L e RS
RS L 7= DR o T2 2 L s | MO — e R O R REIC B3 2 M B3k s
A& 1000 mg/kg/ HTH Y . ZOEEEMEICBIT D Cu LOVAUC, 1X, B MZ=/L~< FLLEL
/U FFEL (300/100 mg 1 H2M) 25 LIZEED Cup L ONAUC,, DFENEIL 16 5K V5. 3 1%
ThHoT,

2) T v bEAWEIE - BRI AICE 5 RER
TR U7=/ED Wistar Han T v M=/~ K LJLEJLZ 100, 300 X1 1000 mg/kg/ H @ & T
PR 6 H~4F4% 17 BICRO&EG Uiz, ARBRCIE, iR T v b OFEKRD Bl 12O S E TOHIM
W=~ RLVELZEIREL, =/~ L VBB K DM T » R KOO « fR IR O3~
DEBLE M LI/ R, =~ LV EVEGICEE L2 B ~OF S IXA LT, £/, I
BE O ERNT A =4 FRIREW OB IR O TR, NS VB ~DOREL b o T,
PLEOFRERN D, REN) O — M L OVEFEEMENE MR - IRV A T o k3 2 e & i3
BHAETHD 1000 mg/ke/HTHY, ZOMEHMEREITBIT D Cp LOVAUC, X, & MZ=~ F L
JLEL/ U R EJL (300/100 mg 1 H 2[F]) Z&ELEEO=/1~< KL /LELD C,, LT AUC,, D
ZTNEN 2 fERDN9. 85 TH -7,

3) UYXEANWEIE - JRIERAICET 5B
YR LU 7-MED New Zealand White ¥ =F|Z=/L~ F L /L E/L% 100, 300 X% 1000 mg/kg/H DH
B CHNR 7 H~4k 19 BICROEE Uiz, KRB CIE, IRV X OFEKRN O N ZEDOM#HE T
OHIMIZ=L~ FLALELFIREBEL, =L~ L EAEEIC L AEEY X EONR - BRI
FEASORB L TN LA R, = v~ N LV eV BE U 72 REENY) O R E I & O K OE
FFEAK T2 1000 mg/kg H CH LN, XHEEE OZEIT/ NS SKE~DEENL LN - T
D, BEFHNEREOZ LWALEE X N, =/~ N LV ENLEGICEET B AL
LT, PR L i L CRRIRARE O T GHRERED 0.91 %) 23 1000 mg/kg/ H THALNT-, =
b~ b LV E VBB U - REEM OFIRR T AL, IR L OV ENT A —& | R IRA SR ONC
JBIR DT, P OVE R A~DEEI I BN/ o T2, REMW O — ket e OV EMEIC B 5
NOAEL 1% 1000 mg/kg/ H &35 2 Hiiz, IR« R AIZBI 35 NOAEL [ IMG AR B DR T34 b vz
Z &5 300 mg/kg/H (B R TTPEIIND Cpy LTVAUC,, D 10 {5 L TN 2. 8 {5 DIREE &) Tholz
2, = UL EAREICEEE LU EEORAENE RIREFE RO - IRIEFE L2 8) 13
FAED 1000 mg/kg/H [B M=~ FLLENL/U M FEL (300/100 mg BID) #HEHEEDFIE S
AU Cooy MOV AUCy, 12X LT 24 5 RN 1L fE DR ER] £ TH LR o7, RGN 2 18R
L L84 1000 mg/kg/ H Tt B M=/~ FLAENL/U FFEL (300/100 mg BID) % #
HLIEBRD =/~ K LIV ELD Cpp LTV AUCy, 12X L TENEI 32 5 RN 13 f5DIRFER L 0D,
(Tvil-6. (5) #Fhw) OIEZB)
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4) 7 v bEAOEHARTR AR OR AN N RHAOREREIC B 2 3B
IR Wistar Han 7 » MZ=/L~ FLJLELZ 0, 100, 300 X}Z 1000 mg/kg/ H o F & TIEHE 6 H
~ZI 20 HE T, 1 H1EROKE L,
%ﬁﬁ@éﬁ —ekRE, RE, BiEE, WIRHE, 2Lk OEIRIC= v~ R LL e EICE
LT w%nﬁ#otommnm&yaf%%$&ow%¢®m BHEFEROZ L
w%iﬁmi«@%@&bf WG BMAE S (IR 6~7 B) (IR EHMEN D Lz, TR
19~20 A } O TR o #% 5- 9128 (G 6~20 B ) O34l Tl AT I O3 3 w%hto
LU, REAOREILIRL, TET B CHEED 1.00 %, #FE 20 HT1. 075 ThoTo, 2%
I ib##&%iﬁmimﬁm#1wowmyaf§a@@_;@ght#(w%1~75
THREBRED 1. 12~1.18 %), ALK T ETICIEFITE L=, TN OZ L HREICITELY KT
X9, 2EL 1 B CxREEEED 1.06 %5, ¥ 21 HTIX L. 0T Th -7z,
F, A TIX, 1000 mg/keg/ H CREFLATHAM P O E K OMFREHINEIZ, =/~ N L EAEREIZH
HY 5 DR @2Lwﬁm# WO bz, AR 10~17 H OIS EEINE DD A
MERE TR B AL, m%%n BT D MEREOARE IR HRAED 0. 92 5 & 72 o7z, [AIHETOMHA
#% 17~21 HIZ Té%ﬁﬁmﬁimbfﬁ%ﬁ&ﬂﬁrf%otﬂ REITHAR% 21 B THIK
ﬁ&bfﬁ@ot(ﬁ%ﬁ&m@b\%fowkmeOQMﬂo_ AT —i@ i cHA# 10
HE COREIIRBREERBRE CH o722 & FBERLAT O BIE O JREN 2 b VB £ T
FRe Lo 722 &b, BEFNEROZ LWELEE X BT, F RO OFHHHEE (2=
= ML VENLVEEGICEE L BT O b o T,
UEDXHiz ﬁ%m EBOHDLITANBD N0l ek, %WVFVWEW%WﬁM
Han 7 v O Fy I D&ﬁbtk%@mt%%&ommé%wéﬁ% \ZB89% NOAEL id\»
fh%lmom&yﬁf%étﬁign Z D NOAEL {Z331F B Cpoy L OVAUC,, 1, B MZ=b= b
wmﬁWU%%Hw(wwwomBm)%&ﬁbt% == B LIV EILD Cpp KON AUC,, DZ
NEN 21 HER 9. 85 TH T,

DN

1) WENRET R ORI & 5 (7 > M)

BEMWIC, —ROREOEA L, REHMOIME], BEEERD 72 & O — R T5 O AL B R A

%ﬁ#émg%&ﬁbf% ﬁE DEEITRD b2 o 1o, EEMEEITHENM TlX 20 mg/kg/
FE IR I A BRI i G-EOmE 125 mg/kg/H ., M 75 mg/kg/H & 27,

2) “”E?ﬂ&ﬁkﬁﬂ%%ﬁ?a&%ﬁ (Z v b, 7¥F)

v b WS ETER R G-RER T, BEWIEEER SRS o EE R G5 & RIEE
E®ﬁ9@%%%%tﬁ@ﬁﬂ# B b, LB LIAE, %”%ﬂﬁ&@ﬁﬁ#ﬁWMLt_&
Mo, EEMEEIINEY, BEL S 156 mg/ke/A LB R, UVHXEMWZRR TS BEWwIC
PERER 2N B 5 FE CRIBKREN D U, RERSFIECTEMN LT 2 8 b, ﬁi@%
EREMW, HRIRE B 50 mg/ke/H EFE X T,

3) JFEEM L ORGSR R (7> )
%%Eﬁ&(ﬁ&%ﬁ;ﬁ&“ffﬁ%f REEWM AR EEHD ISR B N R o s & TH HAERIC
KT HEBIIRD N0 2 Enb, EENEIIREY T 15 mg/ke/ A . HAIE T 60 mg/ke/
H&EEXT,

(6) BRI ER
=A< L AEALERY R FEL
M ER e L
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(1) Zoiho4F%=EM
=)L~ hLJLEIL

SemE R
AR EE 2T L7 & 2 A, TAREREIIEME TH S 1000 Lmol™! em' & E[E 57203 o 72
ZEMB, A~ FUAVEMTEEED Y 27 B LW ERRENT,

U rFEen
B R L
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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. BERITEM
BEMERLTA R A
<TovoLey  FH
Z OO BF T EM -

6. E—H5 - RzhE
[Fl—msy 2 Bl A A bR EIL e L
A %h 3 _7 Y — Sl EH 100 mg, v 77U — 77 EMEE ~ b 300, v 77V — 7R
v N 1332, BE 27 ¢ AERERK 500 mg, 77 7V A7 &L 200 mg, =3 =L R
Hry b, VS a— 3¢ 125mg
1) TSARS—CoV-2 |2 X B IEYE | ONEE IS H% AT 5 HH

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

2022411 H 14 H 30400AMX00444 202343 H15H
NFra By KNy 7600 1A 31

BTG IR TE AR . SEA BE VI
8 IR REH IR FE B G
J7 JEE B KRE S g I 52 B 44 H A
1B 524 s ‘
. . 2022472 H10H | 30400AMX00026 | FEAMFLMEARIGE, | 20224°2H 14H
RE¥EBE Y Ry
MR 7E4 2

20224F2H 14 H

N¥Fa ey KNy 27300 | 20224F11H 14H | 30400AMX00443 | 20234E3 A 15H

202343 H 22 H

9. FMEERIHHREM. MERUVAELFEMFOFAARVZDRE
M L

10. BEEHKR. BHERRARFARRVLTORE
M L

1. BEZEHM
8 4

12. HEHMHIRICEET 51EH
(RFEEy FAy )
A F HEA UL
(REBEy Ry 7 600, % B E Y K%y 2 300)

AFANE, FRAEHE A R OSSR HT R QNS LU | S RS & [EAE I R AN E oD 5 P R IESE (SRR 18
R TEE SRS 107 5) O—&2 %IE L72 Rk 20 A2 A S84 SR8 97 B (SR 20 4 3 H

19 HAF) @ THEERBIMIC ERARIT 5N TV D EIRE ] ITIERES L,

13. &fEa—F
JEAE S8 3R 1]z S A o1 s
~ %\‘ ﬁ@j’é%@i {E%JE%DD ) } Lt ]\”%E”%ﬁ&ﬁ
k74 BN = 3K o— R HOT (91) F/H= | . _ _ .
} R AT LAHa—R
a— R YJ=z2— k)
NR¥u by Ky 7 HAMEEVERINEL | 62501B5X1020 187859201 FEAM FEAEAL
NEREy KRy
500 6250120X2023 6250120X2023 129378401 622937801
NEBEy KXy 7
200 6250120X1027 6250120X1027 129377701 622937701
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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 |Z X BDIEYMED EIEL Y A7 K12 HT 5%, AFORGEPMELEZ 5D -BE
W ET DL, £ AAOBEHBICOWTIIRFOTA RIA4 6B BT HZ L, ] L&
NTHWBHOT, HICY > TI+EETLHZ 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

FE) ML SFr vy bty 7 600, XFm by K%y 7 300 DA
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21)
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27)
28)
29)
30)
31)

32)

33)

34)
35)

World Health Organization (Ff&EEHTH 2023 43 H 28 H) URL: https://www. who. int/news—
room/q—a—detail/coronavirus—disease—covid—19

Wu Z. McGoogan JM.: JAMA. 2020; 323(13): 1239-1242. (PMID : 32091533)
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Section 6.3.2 Study 1001, EUA Application. Pfizer Inc. November 2021

[EIBRIL A5 11/ AHRRER [C4671005 (EPIC-HR) 38R (2022 47 2 H 10 H7KFR CTD2. 7. 3-4, 2.7.6)
Hammond J, et al. : N Engl J Med. 2022 ; 386 (15) : 1397-1408

Section 6.1.1.1, 6.1.2, EUA Application. Pfizer Inc. November 2021

NN BE & OIRYMAERRER (2022 42 A 10 HZ&AGE CTD2.7.2.2.2.3.1)
First-in-human 3% PART-2 : GGG (2022 422 1 10 A7&GR CTD2.7.2.2.2.1.2.2)
BHOZERR (202242 A 10 HAR CID2.7.2.2.2.2.1)

HYAHEAER (in vitro#BR) (2022 4E 2 A 10 H7KZR CTD2.7.2.2.1.5)

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

J—ETe8E 100mg BFHIL (2023 4E 8 AUGET) 7 v U4 A&t

A ~FaFy— e OFYMAERRER (2022 42 A 10 H7KFE CTD2.7.2.2.2.3.2)

IEY T NEOEYMAAERRER (2022 42 A 10 A&

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

FENE R . v AR Z T b o IRHE AR B

oA (in vitroilR) (2022 4F 2 A 10 HIKFE CTD2.7.2.2.1.2)

Rt (in vitroikBR) (2022 452 H 10 H7KFR CTD2.7.2.2.1.3)

First-in-human 35k PART-4 : fR3F K OB (2022 4F 2 A 10 AZKFR CTD2.7.2.2.2.1.2.4)
Section 6.1.1.4, EUA Application. Pfizer Inc. November 2021

B REREREEABR (2022 42 A 10 HZKGE CTD2.7.2.2.2.5.2)

FeRERE ERBR (2022 4F 2 H 10 H/KRR CTD2.7.2.2.2.5. 1)

IREREOT I = L—3 3 (202242 H 10 HAFR CTD2.7.2.4. 3. 2)

FENE B - BRI A k5 & U T 3R Eh e AR

FDA. (May 2019). Clinical lactation studies: considerations for study design guidance

for industry draft guidance

Drugs and Lactation Database (LactMed®) [Internet]. Bethesda (MD): National Institute
of Child Health and Human Development; 2006-. Drugs and Lactation Database (LactMed)
- Record Format

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)
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36)
37)
38)
39)
40)
41)
42)
43)

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
Section 6.1.1.3, EUA Application. Pfizer Inc. November
J—ETE 100mg A ' Z Ea—7 3 —25 (2023 4£5 HkET)
Section 6.1.1.2, EUA Application. Pfizer Inc. November

Section 6.1.2.3, 6.1.2.4, EUA Application. Pfizer Inc

Section 6.1.1.5, EUA Application. Pfizer Inc. November

Section 6.1.2.5, 6.1.2.6, EUA Application. Pfizer Inc

2. ZOHDOBEH
TR L
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2021

7 v U4 ARt
2021

November 2021
2021

November 2021
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. 35&H

1.

FHENETOHRTRR

FIELY 27 RF2HT AL 12 L B oRTE 40 kg UL EO/NRICIS T HERED & rh2g g
@ COVID-19 |Z X D RYLIEIC R LT, SKETIX 2021 4F 12 A1Z Emergency Use Authorization (EUA)
G LTz, BN W TR, RONEERGZES (CHWP) X BEMMhezvnEme 7, BEiEkY 2
7 DEVY COVID-19 D RN BFE IR T 5 AFN O IZ W TRGRENS 23 &4, 2022 4F 1 A IZBRM

AT (M) & D e & IRGE R B L.
BIE(L ) A7 BT 2 A RACH T BB D COVID-19 12 & 2 BYAEICH LT, K

TIF 202345 I

RERA LT,

2025 4 4 ABIE, KE, BN, B FZ R OZEMNETHER AL 2> T,

SNEICE TS FETIRE (2025 & 4 ARR)

[E 4 KIE EU
&tt4 | Pfizer Inc. Pfizer Europe MA EEIG
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
é\% * Nirmatrelvir is supplied as oval, pink 17.6 mm in length and 8.6 mm in width
immediate-release, film—coated tablets debossed with ‘PFE’ on one side and ‘3CL’
debossed with "PFE” on one side and “3CL” on the other side.
on the other side. Each tablet contains | *Ritonavir :Film—coated tablet. White to
150 mg of nirmatrelvir. off white, capsule shaped tablets, with a
* Ritonavir is supplied as white or white dimension of approximately 17.1 mm in
to off-white film—coated tablets uniquely length and 9.1 mm in width, debossed with
identified by the color, shape, and "H on 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
Zh 5 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
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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

three 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

« PAXLOVID (nirmatrelvir; ritonavir) co—
packaged for oral use 300 mg;100 mg (Day
1) and 150 mg;100 mg (Days 2-5) for
patients with severe 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

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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viral clearance and minimize transmission
of SARS-CoV-2.

The b5-day treatment course of PAXLOVID
should be initiated as soon as possible
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
substance that will be insufficient to

achieve the desired therapeutic effect

(EUA : 202542 H) | FDA : 202542 H)

(EMA : 2025 4F 2 A)

AIRNZ BT DREESUTER, MIELCHEIILTOLEY THY | SMEOKGBIRIL & 1ZRR D,

WNOEGRANE OFEH TAF 2T 25 Z &,
CILAESIED|
4. REX TR
SARS-CoV-2 [T & % R AE
(RERUVRAE]
6. BiERUHAE

WE . AL 12 LA B2 RE 40 kg LA E/NEIC

X, =~ hkLbELELTLIE300 mg

KOV FFE/LELTLE100 mg Z[FRFC 1 H 2\, 5 HE&EA&RE5T 5,
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2. BOYIEIT BERRIEER

(1) EwICBET BMER CRERHAXE. A—X 3 7H4H)
AFRNCBT D EDOE A2 HTLEREICHETHEE 9.5 147, 9.6 523l OEOFEHIILL T O
EBVTHY, KEIRMNSCE, A—ANT VT HHEEITR RS,
(0. %BENERZAIHEFICHTLIIE
9.5 1%
BEI SATAENR LTV D ATREME D & 2 e MR, 1R LR M ERIE L R[E 5 &flr S
BRICOBEETHZ L, HIEYYXIZ=L~ b LB EERE LEERICBWLT, FRER
& (AUC) O 11 fFICHIN T 2 HETHRIEEEORLD AR O LN TS, £, kT v MV
MFELEHRE LERICBWT, B2 @EE L TRE~BITTD 2 EnmEIRTnD ¥,
9.6 RELIR
R EOREMER ORARBOA A ZR L, #ALOME UIHIEEHRFT o2 L, =1~
MLV EJL 300mg &2 U R EIL 100mg GFH FC 3 B 5 L7=Fc, REELPICBITT 5 Z LR
OHENTEY, =< ML ENAVERY M FELORAKL D AUC b (F3L/1I8E) 1%
ZA0.26 LTN0.07 ThoTo, MR G & RID) 1L, £NEI 1.8% KN 0.2% Th -
720 WEANT—H)
i FLAN A
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

KIE DFTSCH
(BUA : 2025 42 A
FDA : 2025 42 H)

were observed at systemic exposures (AUC) approximately 11 times higher
than clinical exposure 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
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clinically recognized pregnancies is 2% to 4% and 15% to 20%, respectively
Lactation
Risk Summary

Nirmatrelvir and ritonavir are present in human breast milk in small amounts
(less than 2%). In a clinical lactation study in 8 lactating women,
nirmatrelvir and ritonavir were estimated to be present in human milk at a
mean weight—-normalized infant daily dose of 0.16 mg/kg/day (1.8% of maternal
weight—-adjusted daily dose) and 0.006 mg/kg/day (0.2% of maternal weight—
adjusted daily dose), respectively.

There are no available data on the effects of nirmatrelvir or ritonavir on
the breastfed infant or 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
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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

Nirmatrelvir and ritonavir are present in human breast milk in small amounts
(less than 2%). In a clinical lactation study in 8 lactating women,
nirmatrelvir and ritonavir were estimated to be present in human milk at a
mean weight—-normalized infant daily dose of 0.16 mg/kg/day (1.8% of maternal
weight—-adjusted daily dose) and 0.006 mg/kg/day (0.2% of maternal weight—
adjusted daily dose), respectively.

There are no available data on the effects of nirmatrelvir or ritonavir on
the breastfed infant or 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 LT VT D
Gapl

(An Australian

categorisation of

risk of drug use

in pregnancy)

B3 (202542 H)

<BE  BHOME>

F—=ANZ VT DO

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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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 : 2025 42 H

weighing at least 40 kg as observed in adults, and adults with similar
FDA : 202542 H)

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
(2025 42 H)

have not been established. No data are available
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National Institutes of Health (NIH) HA KT A v
[https://www. ncbi. nlm. nih. gov/books/NBK570371/pdf/Bookshelf NBK570371. pdf]
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