% 20244 5 AUET (58 4 M. RWREZE)

20234 8 HE (% 31R) BAEEEEOEES
87625
A | SRR YA M XAOYA IV LRSS FRES | 23000AMX00456000
AR - 3% BR75RAE | 20184 5
LFILEEIVEER
» - ® P
TFLINA IR s5m85:3240mg
IS e
W EREES,  FE—RAEONGEIC ® i MSD
DT AT - PREVYMIS® Intravenous Infusion 240mg
1, == (EfEEmesHmiatetE)

(ERESMETHRREE)

EREE MRS EREDRAER C+ORA6H - £z
FOEMDD & T AEIDRSHEL] & HIBTS NS EFID
HIRETDT L,

2. 22 (ROEBEICIFTRSULEWVWTE)

2.1 AFN DR UBBEEDBEERE D H % BE

2.2 ROFH|ZRESHOBEE  YEY R, TLI¥ I VEA
B - BKHTAY - AV TUELTVFEY Y, D
RO )LIF IV, AFLIINLIAMY Y, TR
FU Y [10.1 2]

3. #ER% - MR
3.1 #8R%
WR7E % TUNA I ACSIENE240mg
BIGT LFILEE L
Ui iomom
. vRaFy 7 uabi-g-vr7usrFA by v
ARHAL 1800mg

) ARG EHBERSIFOBREEZEZRL T, 1NA 7ILHIC
250mg/12.5mLABEFTEE N TV 5,

3.2 HEIDMHIR
HR7e4 TUNA I ACSiE#NE240mg
pH 7.0~8.0
REE 1 (EEAERICHT )
BEBEHOR
R F7o. HRHROFERIZHEOHKF %
BULEN DB,

4. ZRENISZHR
TRICBIF BT A b AHOD A )L R BREAEDFEAEHNH
O EfESmeEriiasiE

#% O 2318 iE
x5 TEEN [FRRICEET 5FR
(iFEsTEHE)

BRELA O RSBEEE 2N RICAR OGN R etz
B9 % B PR AER T M L T Lz

6. FERUHASE
BHE. RAKIE LT ILVEELELT480mg# L HLE. #9605
P CHBEET 5. YT HARY Y EMRBRET SHEICE
LTVEELE LT240mg#x LHLEL #6055 1 T sif#E:
T %

7. BENUOBZICEEYT 1R

*+ (REETLE)

7.0 $ER EESFNIEMOHM T VB THEHAT A &N TE
b 7272 L. BRRBICE W TESF O RIS ORI 7%
<. EHFloORMNA e Fuf:y FuiL-g-v705F 2 b
U VIBHREREDH HEBETER L. BREOE(LE 2]
FEIITBEND DB ED S, EHFOHRSGIZR/NEOH
& L. BOBRSATHERBZEICE. BOBEEZERT L&,
[9.2.1 2]

%72 A4 M AFTAT AV AMEEXIET A N A H 7 A )L ZERYLRE
PHER S NGE I, KAloksZ2HmIEL, U4 N X A0
AN ZIIHT BRI, EY A nETY 2 &, [17.1.1-
17.1.4 8]

1=

*7.3 FEMEHRBEOBES H A 5 BEK28HEX T2EHE
ELTREZMIRT 22 &, REHMIZ, BEOY A M XA
O A IVABGFEDORIEY A7 2 BB LN 5. HiEKR200
HEETzZzHZEITZZ &, [17.1.1, 17.1.2 ]

sk (2 IS HE)

w74 BIHRBH L OREG 2B L. REHEIEZ. BEOT A h X
AATANABIHEORIE) A7 2EEB L 2N 5. BiERE
200HEHETZHKRETHI &, 2L, LTLEEIIRE
P2 L CIHKRT 57280 BIERICHEREPRE LRV
A MEFREP LR TL2B8ZNPH2 06, BEAS
ZEEICHMT 522 &, [9.3.1, 16.6.2, 17.1.3, 17.1.4 &
8]

8. EERERN IR
EHAMICE D SR A 2 k5 U CER T 258103 3w
Fle REFy7abL--3 705+ A MY VOERICEDE
BHEREOBE2F|SEIITBENN D50, EHOICE
MR 2 EM T 2 FBRE 7175 2 &, [15.2.2 B3]

0. BENDERZEITHEEICHT IR
9.2 BikieEEEE
9.2.1 MEEVFEE (JULFPFZUIUFSVZ<50mL/min)
DEEEZEDH D EE
EHRICBHRERE 2 EHT 2SBE2 +IT5 2 &,
BNFE FuFs Fui-g-v7aFF 2 M) v OER
KD BHREREOFE(NEZFIZRIITBENLDH S,
[15.2.2 2]
9.3 FrikpcE=EE
9.3.1 EE (Child-Pugh/%8C) DRTHEEEZENDH D EE
LTLVEELOMBHREEN LRTLIEENNDH 5.
[7.4. 16.6.2 1]
9.4 &hERexH T &
IR AT EE 2 2o ISR L CiE. RFD IR BRI B8 % KT A
BN H D L2 TDICHE L, REIFRS I ORI 54
TH—EHEIEY) 2T 2T LB T AL, [9.5 %
]
9.5 iTim
R AR L C W A ATEEE O b % et icid. KREIREOH
e fEEMEE RS EHE SN ABEICOAEETHT L,
IERFPICAR 25T 20 RABSHOBEFIEIR L7235
Bl KRR EIC L2 EHFEESESECIREES DS L
IZO\WT, BEICHZHAT LI &,
FHRS v MR FOBRBERAIICKRE L L&, EfEE
MmEMEBEEZOEKRBER (480mgEIkNits) oZh
ZFRIERCL7EBOBEYHEEZRIHETEBAIE. B
RABEOBWPENRD SNz, HIRT v MTEKRD & 0%
FTRELRETIE, BARBERED2.2(5% Tt - IS
BROLENEP T, [9.4 BHE]
9.6 =R
WELOARERVUBARBEOAREEREZR L. ZALOMKE
XixikzHEtT 52 &, B (5 v ) RIS
THLNTWVABY,
9.7 I\RE
INREE R E U BRRRBRIEER L TLan,

10. #E1EH
LT LVEECLVRERT = VERERYXXTSF FIBL1/3
(OATP1B1/3). P-#&H (P-gp) ®RUUDP-Z)lL7ua ) v)L
FS5 Y27 x5—F1A1/3 (UGT1A1/3) ORETH B, LT
LR EVIECYP3ADREUKRTZR 22 B . IE N FUEIIE S
H (BCRP) RUOATPIBI/3DMEEEREET 5. /2. L



*

*

TIVEEVIZCYP2COK U'CYP2CI9DFFEER 2B 9 5 Al HE

WA H 5. [16.7.1 ZHH]

10.1 HAEZ HRALBWLWI L)

A2 iR - B W - fElRE 1
PEYF (F—|FHICED, EEYFD|ILTFLEELOHA
S5 v 7) migEhEEs ER L ICkD,. CYP3AN

[2.2 2]

QTEERZ P DEEARE
Rz & TBEND
H5o

HESNZ ETHIS
Nns,

INVITY IVIEA
felE - MoKk Ah 7 =
{4V FSayr
Ly vFEY »
(ZIV73IvEs
#E)

DA Nl w s ) Ve 4
N
XFILIIINITRX b
Uy (SLvy v
M)
I)LITRXBMY ¥
[2.2 2]

HHRIZED, ThHEA
TFaA RO MR
ErLAL. Zfh#EE
FlEECITBTAND
%o

LFILEE LD
&, CYP3AN
HES NS &FHlS
N5,

10.2 AR (HAICEEI S L)

¥R E HARER - IEEA % W - falgR+

CYP3ADOEE PERICED. Zhe0FE LT LEEILVOHHA
TJxry=)  |FloMmEREES ERITICE D CYP3AD
E BBENNH B, [HESN S & FHlE
IVVTLE n5s,

[16.7.2 ]

AVarv—-i
[16.7.2 2]

FHICED, RYyas
V=L MR E MK
K9 5,

BRI, RyaFvy—
VOB R %2 TS &
2BENDHH-0. A
FHOREE T3 ICBIET
b DRSNS,

LFILEEILOHHA
I2& D, CYP2COK
O'CYP2C19W &
EN(HEEZOND,

CYP2COX X

CYP2C19EH
2 e N G
L7 7 UE

BRICED. Thsn3
AloIMmifEhEE KRS
BBENNH B,

Tz b EDHE
1, M7= A 8
EERERICE=YY VY
3‘5:&0

TLT 7Y v EDHRE
&, INREZHEICE=S

LFILEE LD
12k, CYP2COX
IXCYP2C19A#HE
ENBHETFHSNS,

WAL E HRARREIR - $EE AR W - fElgR+
VIUNAREFY |BHICED. ThH0E(LTFILEE LA
AlomsEhRE P ERTIcE D, CYP3A,
BBENDDH D, OATP1IB1/3% U5
PEREE. 2N DFEAEOBCRPAHES
ORMER (A 8F—|WBEFHISNS,
OANZYF > |5 KEBELTEEORILFLECLOME
TIUNZYFY e+ 3ICBET 5 Z|Ickh. OATPIBL/3
&, KU E DBCRP A
FHES NS &TFHElE
ns,
TINAYF LFILEEILOHA
EIYNAYF I2& . OATP1B1/3
MWHEEINS & TFH
Ehb,
Yr7UaARY Y FHICED, LFILEE|LTFILEELOHA
[16.7.2 ZMR] VRO Z7aAR) DI & D, CYP3AN
MmHEE,» LR35, |HEESNS,
L TIVEEILEDHEREE > 7 a 2R OB

RO ERICIZ, Y70
ARV OMMFEE %5
Y ) I/ A DN
JUaARY COREZH
fidThHI &,

I2& 0. OATP1B1/3
PHEE NS,

AZA" DNy
PAR) NV
[16.7.2 2R]

BRICED. Thsn3
AlomHPRED LT
%o

L FILEEIL & DB
ROHEEICIZ, 2hb
DOEEH| D I AR ERE % 5E %
IZE=ZFY VT L, Zh
5DEHN OB FE
5T E,

LFILELILOHH
I2& D, CYP3AD
HESN 5,

EX AN w R) VA4

[16.7.3 ]

EEICED, =R YL
ADIMHFEEDS 7T 2
BENDD 5,
LFILEEILE DB
ROFIERICIE, =TT
U L AD IR E % 5%
ICE=%Y 7L, IR
oY LAADORHEZHET
BHTE,

LFILEEILOHA
I2& Y. CYP3AHW
FHES NS & TRl S
ns,

11. BIfEF

ROBWERDPHEDOND I ENHLOT, BEZT7IT4TV,
BREPRD SNIHEIIGEY 2 AEZITS 2 &

V> 79HT &, % 11.2 ZOAhDEI1ER
V77 ryEYYy  |(HFREICKD. LTLEEY T s EY VOB 1%L 5% 1% A3
[16.7.2 2] LV OMEEPREMER S FHICE D, P-gpkU sk MR RO 2VREE | HIMEREANE 4 PRI E
%o UGTIAL/375FE S HERE B N TR
¥, V77TV ENBEEZOND, PR BT
DA T H I B sk ﬁﬁﬁf*ﬁg B R

EL7LFILEELOIM
BHEENSSITETRT
50T, V77T
EOBRKE TR, LTIV

EELOEMMELET T
BA[REMED D B o
7 MUNZZF 2 (BRICED. ZRULNZ| LT LVEEILDOHEH
[16.7.2 21&] YFroMETEEN EICE D, CYP3A.
A9 5, OATPIB1/3% U

PEFEZ. 7 MUY Y
FrORIMEH (IANX
F—%) CFEBELTCEE
DOREETFIBET S
Z&,

EODOBCRPAHEFS
N5,

14. BRALDER

14.1 ZRFAREFDOFR

14.1.1 HRAETIC, BESLRNBEEY DS L 0DP, N TIVETE
BTHZ L, RANTEEAEHOBRTH S, iz, #5
HRODEBDOEERANITABOMN T EZEL I EDH 5.
NATIVHOBRICECLED . IIEY (DED¥E
BN EHEDOWK FUN) RO 6 NGEIZER L&
WZ el NM7IILERBLEN &

14.1.2 480mgDHE I 231 7 u» 524mL %, 240mgDIHE
FINA TS5 12mLERE L. HRABEERERXIEH
J85% 7 R 7 BEEEHR 250mL O SN Y ZICmEim L. k%
EIEPICENT S22 L. RFIONA TILIZLREIEWEID
ThHc. BBIIFEHLZNWI &,

1413 BM%E. AFOFRBIIEC ~EQBHOBRKRE 5,
BEROFRBICEAPANEEEN P2 VrERICKD
BRI B L, BELED. NIEY (DEDOEBHY
WXHEOMA TSN DR 5 NZIGEEICIE. HREZ
BETHI L,

14.1.4 HRW L. BHEMAEE (2~300C) T4, 3
BIRTE (2~8C) L7zBE 48BN T2 2 &,
7B, NS ORICIIEHEK T X TORBPEEN S,



14.2 EE&8Z1t
AANIMF EEHALZEE, BOSPRBEEMPELSHZ &
DBdH5. BEEEEIIOVWTIET=FHRENTVEH, RD
HAIHLARZSTHY., RA—DWKS 1 > 28 L CEEICE
ALZzWwZ &,
TLESGRSEA  FIA Y EBE, 7457 Y VB
URY =L, TRAMLAF L, 7z CLERE, > 707
0¥y, YIURARY Y, ILFTELERE, 710U
75 AF L CEEFHEEZ). Koy~ A v URBE., LAY
=S RN E SV SN AVE SN IV AVE il M= )
fgtE. /S0 )t b o UiEEE
14.3 ZRRSEFOFR
1431 X302umA >S54 > 74 V¥ — (RUT—FILALK
Uy RYZANVEYITIEREBE S Moo 8) 2HHLTH
535z,
1432 KANEKR VI LY V2 EETHHRF 2 —7T THRE LR
l/! L: t o

15. ZDthDER
15.2 JEEREREBRICE D < B3R
15.2.1 MR (S v b)) 2B\, RIS R
DOEFRBER (480mghlrMES) O3B LOBERT
BHEEE BHE0ZE. BTROBME. BToEHE
BTN, BEEEFREROEM,. ZHRENOEESE) PR
OoNTz, Ty MERBERICHT IERBEETORER
3. BRBRBREREE O, YT ARTYILT
. BMIcBU A REHE (BRBEEOZhEN3.565
KO2.1%) EFTREANOBEIRO N7z, HFII
R TILTLVEEVICEE L BREEE 2 RET S
FRIEERO 5Nz o 7,
1522 B™iNgIchse FuFFubl-g-v7aF5F A ) »
T P ROA INERNFES T 5 E50mg/kgz B2 25
& TBELRCIHEEO =S O£ TN 2 EInEE
EBIERIT I EMRESNTVSY,

16. EYENRE
16.1 MMSEE
16.1.1 S2ERAIA
HARNERRALEIC L 7 ILEEIL240mgH) K U'480mg% 6057
P THEFRNES LZBEO. LT LEEILOEYHHEISS
A =¥ %RITRT. LFILELILIZ, ZHEOMEER L. £
7o LTFLEELDAUCH-IE. HEHZ EE2 EFEZR LUK,

#1 LTIVEE Lz BEFIRNES L BROEYEEIST XA —5

Ceoi ' AUCo-» t12

R (e (ng/mL) (ng - hr/mL) (hr)

N 18,700 60,800 11.8

240mg™ 6 (16.2) (20.2) (64.0)

41,000 176,000 10.8

480mg 6 (21.3) (31.9) (33.7)
AR GSAEICE S < BEIRE [(%])

T EARAI S T O A PR

F/o. BAANBRRALMEICL FILEEIL480mg % RIEROHRS
L7288 AUCo-240 % U'Crax D FA I LICE D < REMRKIE. £
NZN0.97KT0.94TH > 7=,
16.1.2 EEEMEMAIREESRE

[ M RS R E 35001 (55, HA RS Ml fafs
BE230) o/ oNMERLTILVEELVEET -5 20T,
RRE ISR B REARAT % F2HE L7z o HAR ARIREE Ml Afs i iR
LT LEELZ480mg. ¥ 7 a AR > 2HAKET 5581
L7 ILEE L 2240mg CLHIE#IRNZE S LZBED, LT ILEE
LOEFHIRBIZB T DAUC 24 2 K2R T o 55 MHE LR
B (0017%B%) THEONWIBBEROHETIX. —BLAMESTR
ENTBY., FREHECBIZ2BBERIC. BENZEVIZRD
SNz otz,

#2 HAANAMEEMBMREEREEICLTFILELLE2480mg, KUY 70
AR V2 RAB%ET 25A1E L TIVEE L %E240mg T 1 H 1 EFIRA
85 L7-BEOEFIRREICH T 2AUCo-24n0r

AUCo-24n" (ng - hr/mL)
B5751% . MBI ES<
B AR Ea] IS (%)
480mg# RN 5 11 101,200 24.4
YruRRY VHH
240mg BRI 5 6 70,810 16.5

THARAREE MRS EEEOMBTERL T LVECVBET -5 2 A0
RHEMSEY BT 518 5 N7z AUC0-2a0c DA RHEENE

16.3 5
RHEFEMEB BT 5. BAANZ GO RS MM EEE L
TILEELZEIRNES LIZBO. LT LEELOEFHIREBICB TS
SEEBOTHHEIX. 45.5LEHEES NIz,

—3—

In vitror—% &0, LFLEELIZ, b MIEEQICH L, B0
AxRLE (98.7%). LFILEL IO & Mg (/1
#) 130.56TH D HELIBERF (0.1~10mg/L) TEbLSL L
Motz
JEERDARERA S, LFILEE L., LE. BEROEOES
AN I TR IO Ly ISR I LTz
16.4 {3t
SHEAERBRAIL. IRVAETEE L LT LVEE L ZRO#E L7
B, I L7 OLE COLBEME O KERTEREETH D (96.6%)
FERBWIME S ar o7z, LFLEEILIZ, UGTIAL/1A3%
ALV raryBlagickd, —#HEK L.
16.5 HEttt
RHEMSEM BN 2 5. BAANZ ST RS ISl EEE L
FLECLZBIRNBES LB, LT LVEELOEFREICE TS
V7R, 4.84L/hrEfEES Nz 720 707 5 > ADMIERM
EEE, 24.6%EME SNz HFEABFERAIC, T A TIEH# L
U TFVEC L ZRORSE LI BHBURRED93.3% 133 F 2 & [E]IX
Shize LT VEENVIFEICREEE LTHEPICHRESh, D&
(6%) E7¥rnrnurigagiEe LcRttahiz, 72, LT
EELOEPHE. DT L THo7 (2%Ki) .
16.6 REDNERZHITDESE
*%16.6.1 BHHEEEEE
SENBHEEREE 2R E LIZBRABET. LTLVELILELH
IHE8HMREROHREG Lz, BRELEEE (HERIREERE
A90mL/min/1.73m2 k) EHELT, LTLEELD
AUCo-24nrld HEE (HELXREEBEH,T30~59mL/
min/1.73m?2) BHEEEREES TIIN1.OGROERE (HEREREIE
AR A30mL/min/1.73m2KN) EHRERES TN LMEE» o 72
NEANEBEEEICB T 2 BEREYBEET» . BE (71
7FZ2 7 )75 2 AA60mL/minkl E90mL/minski) .
(ZL7F=> 297 T > AH30mL/minkl_E60mL/minski) &
CHEE (ZL7F=>27) 752 AA15mL/minkl E30mL/min
Kil) OBEHKERELE T HHBREICB IS L TILELELDOAUC
E. ZLT7F =) T T Y AH90mL/minbl b 0w & Hk
LCENENLIE L3BROLMEE D - =00 BRI E L
hanwEEZ 6N,

16.6.2 ATHEEEREEE
NEAFFHREREES I, L7 LVEELZ]HIEISHBRERO®RS
U7-B8. FFREERZ S HB LT, LT ILEEILDOAUC- 24l
Child-Pugh? 2 &0 % (Child-Pugh B) AF#REREE L
T3 L.6f5 % V'Child-Pugh73#iIc D < #EE (Child-Pugh C)
fFHEEEREE S TlI3.8EEm D o 12, (7.4, 9.3.1 ]

16.7 EYWEEER

16.7.1 In vitrosi&&

In vitroT—%7#»56. LTLELELIE, OATPIB1/3. P-gp.
BCRP. UGTIAIKRUUGTIA3OEETH S ENFRBENT,
Fiz. LFIVEEILIE. CYP3AD R RUKA 22 FHE R 7R E
fEF. CYP2C8D I 2 HE/EA. CYP2BODFFEERAEZAT
BT ENREENS, £ LFLEELIE., HEE NSV AR—
% —Td5P-gp. BCRP, HIEEIEHXAR > T (BSEP). Al
HR#EEH (MRP2), A7 =% +5 > AR—%— (OAT3)
ROFFEDIAA NT > AR—%—TH50ATPIBl/3DHEEH
*ETHIENRBEINT,

16.7.2 BRREYIEE(ERHER
EREMHEEARBE» 6B N. LT LEEILOEYEREIC
BT HRAEORER OHHAEOEMBHRICKITT LT ILEL L
DEBIIOVWTENZENEIRVELTIRT . [10.2 3]

#3 LTILVECLOEYEIREIC T T HHEOR

L7 ILE B LD Eh e
BIFED LFILE IS8T X —% DA
P &gﬁ&lbwm&ﬁﬁﬁ (BEFIRG /IEGEFIRF)
555 (90%(E 48X )
AUC |  Cam
EREE
400mg | 480mg 111 106

FNAF = BEL | RE LG 07 9y | (0,93, 1.21)

PO PO
200mg | 480mg
= » 1.33 1.21
A r7arFv—L| QD QD 14
PO PO (1.17, 1.51) | (1.05, 1.39)

AN TV T




L 57 ILE YL OB RE PEFZE D FE By 8
BRI LFILE INT A =5 DM BRSO LFILE IS8T A =5 D&M H
idaES B i ELO:| FlE (PEFA B/ FEDEF ) idaES B i L0 FlE (PFFEERE,FEDEFBF)
575 (90% (5 HEX ) 575 (90% (5 HEX )
AUC Cmax AUC Cmax
600mg | 480mg 300mg | 480mg
2.03 1.59 . G 0.98 1.11
TE BB 16 (1.84,226) | (146, 174) Fyaryoe | BE QD3 082, 107) | (0,95, 1.29)
600mg | 480mg 200mg | 480mg
1.58 1.37 . G 0.56 0.61
Bf\l? fg' 16 (138, 1.81) | (1.16, 1.61) AU TV ]1331]8 (gg 121 (0,51, 0.62) | (0.53,0.71)
600mg | 480mg 081 101 HMG-CoAZ LB R EA
QD | QD 14667 0.08) | (0.79, 1.28) 20mg | 480mg 3.29 217
V77rr¥yy | POT | PO D0 S FRANZYFL| BE | QD | 14 ‘ ‘
600mg PO PO (2.84,3.82) | (1.76, 2.67)
QD R BT 28
PO 0.03mg
(075 | 480ms 0.15 0.27 EE 1.42 0.89
vevy| X114 1013017 | 022,031 B[] 22 1 (132,152) | (0.83, 0.96)
e PO R A IFZAVIZALT| by | 480mg R R
s
D) LNG » 1.36 0.95
SoE I BifE] (1.30, 1.43) | (0.86, 1.04)
200mg | 240mg 211 1.48 PO
s HY S : - =
FrEARY L B OD 12 (197, 2.06) | (133, 165) SEADT—5
QD : 1H1[E#5., BID : 1H2E# 5. IV : #kN#ES5. PO : OS5,
1a7: g 18 | 480mg 118 L1 EE: IF=LVIZA T VI =), LNG: LK LT AL, AUC : Bifl]
ETIFIL Bl QD | 14 (1.04, 1.32) | (0.92, 1.34) 5 OHEIZAUCH» 1HIEESOHEIZAUC-240 1 H2EH G OHE
PO PO 1FAUCo-120r
Smg Somg TAUCO-las ODHZ
FIHRY LA HE ) BID 14 917'01207) 0 891'91200) l
PO PO® B O L *%16.7.3 EEZNEYRERETIVICELDVYZab—ya Yy
HEADT—5 AEPEMNEMEERETNVICES VI A L—varitBLT,

QD : 1H1[E#S., BID : 1H2[E#ES., 1V : #IkRAES. PO : &OKS.

AUC : B[u#E5D1BE1ZAUCo 1 H1EHEDEAEIZAUC-240, 1 H2ME]

HEDEBEIZAUCo-120r

THREH24BEE O MEEFIEE (Coanr) OBAIFIIH (90%FHXE) 1.
0.14 (0.11,0.19) TH-7o

TV 77 Y URKES D 5 24ABMRBR D) 7 7 YV UL TIILEY
WICKIETHEETRT . CoanDEATFHL (90%FEHEXMA) &, 0.09
(0.06, 0.12) TH>7o

§HAANDT—%

#4 BHEOHEMHEICKITILTFILEELOE

PERAEOZEY B LR
prpsy | VT VE IXT A =5 ORI
e d s YL D# | ¥ (DEFRE,FEGEFIIG)
5751 (90%(E X H)
AUC |  Com
CYP3AEH
Img | 240mg
Bim QD 16 1.47 1.05
o v PO® (1.37, 1.58) | (0.94, 1.17)
NE AR N
2mg | 240mg 29 1.72
wE | QD | 16 2 ]
PO PO® (2.04, 2.48) (1.55, 1.92)
P-gpHEE
0.5mg | 240mg
S 2 0.88 0.75
VI Him| BID | 22 +
PO PO® (0.80, 0.96) (0.63, 0.89)
SRR
50mg | 240mg
s . 1.66 1.08
PruzRRY v Bi[m| QD 14
PO PO (151, 1.82) | (0.97,1.19)
13720l W& 4%’]‘;% | 108 0.96
E7xF) PO PO (0.97, 1.20) | (0.82,1.12)
Smg | 480mg
2.42 1.57
LA DNV Bi[m| QD 13
PO PO (2.04, 2.88) | (1.32, 1.86)
2mg | 480mg
s 3.40 2.76
DA AV Him| QD 13
PO PO (3.01, 3.85) | (2.48, 3.06)
FEEER TR Y A V23
400mg | 480mg
. . 1.02 0.82
T¥ruaen Him] QD | 13
PO PO (0.87,1.20) | (0.71, 0.93)

400mg | 480mg
1 %= e B[] Hi[m | 14
PO PO

1.03 0.95
(0.99, 1.08) | (0.92, 0.99)

200mg | 480mg

fr5arv—r| Q | Qb | 14|, 070 0-84

(0.71, 0.81) | (0.76, 0.92)

PO PO

CYP3AEETHAH IO LAA2mgZBEMIEEG Lz & FiTx L,
LT ILEELA80mg & OHFFEETIE, TXa Y AZDAUCIE2.5
BICHINT % SHEES Y, [10.2 2]

F) AFOME - HEIEX. L7 LEELE L TIHIE480mg % # RN S
Thd, BB, Y7uRF) YEHAZEEGTH2HEICIE. 1HLE
240mgz BHIRNR S TH .

17. BRERALAR
17.1 BERUREEICEHT 2HR
(EfEEMmErHaEiE)
17.1.1 SBMAEERHEEER (00155
HANZ &TCMVFLEBEORAREE M Efs (B
LS NIBESTOR. 5> B HANEE3OH) ZHFRIC, CMVE
FREDFAEMBR R K O R EMAT L E2HMELT, 7

L7z, BHEHD5BMHE%28H £ TOMMICL 7 ILE L )IL480mg
(y7a 2R HAKIZLTILEEL240mg) LTI ROH
GAaRFBL. 1HLEL BOXIZEIRNZSICC. BREsl14E (B
100H) FT#HE L. EEFHIEE Tb 2 BMH%24E A ICH
RINICREIRD & 5 CMVIEHED 5380 5 Nzl BRE O& &1k, L
TLEELVHE T T RBORBICE VT, MEHENICER %
PFRRH SN,
L) ERAICERO B 5 CMVIERSE : CMV IMAE O RERR K OB B
DOEFFIREEICE D S FICMVEIC X B EHIAEOMA. i
figi 3 B & £k 5 CMVIBRYYIE DO FIE

X1 HIAHERSRRE (00135) 2B 2H%1E (FAS)

LFLVECLEE | TI0AE
(3254) (1704)
BAEZ 2B NI RIICERD H 5 37.5% 60.6%
CMVIBRA R b - BE 0BIA T | (122/32561) | (103/170f1)
TS5t RE DREE 235 -
[95.02% 54X [H] + [-32.6, -14.5]
pfiE* <0.0001 -

T BAE% 2438 DL O 16 BRI FI SUE BAER 248 O BRI T — & O KR
BNEABINBI & Lz

I HMZEDS.02%FHEXE L UpHEIECMVERY 27 (&Y A7 /EY A
7)) #E& L/-Mantel-HaenszeliEIC K D EH (HE/KER{H0.0249)

BB 24BE TIC, LT LEELOHRS 2213737361634
(16.9%) ICEITERA RO 6Nz EREWEAIEX. BD (7.2%).
Tl (2.4%). TEH: (1.9%) THh-o7z. [7.2. 7.3 2]
*17.1.2 EMEEEHEERER (040515%)

%148 (F100H) LIS CMVEREK RYLEY 27 267
% CMVHLERG O R A RS el fafEEas ) (REALSh
7o EBE2200, 5B HAANBEZELIOH) RIS, LTILEELD
FHi%E5 2 BiE% 148 (WI00H) » 5#BAE%28E (F200H)
WKEE LZBOAEMERCREE2HHTHIZE2BNE LT,
7T A R A BB A TR R LB (040588%) %%
L7 BHEBKNIOOHETLTFILELLICK S THIREZ25%ET L
BEREERICEVMT. LTILELEIL480mg (Y 7T ARY



UPHRBRIZ L T ILEEL240mg) XTI AR%, THIE. &0
TR ST, BiE%28E (F9200H) FTH5 L. £
EAMEEE Th S5 % 14E (WI00H) » 528 (#9200H)
F TICHERCEIED & 5 CMVERSED 588 & N7z HiBkE D El
Bld. LTLEULEE TS RBOHBICE VT, HEHERIC
BELRENSRD NI,

EL) ERICERO 5 CMVIEGE © CMVIEE D MR OB E
DOEEFRIRBICED S FICMVERIC X 2 EFABEORA.
figi B8 2 % 2 5 CMVIBGYIE O FiE

Bt 148 (F9100H) LIS CMVIERGL R OEYHAE ) A 7
EAETAREFELLTC, ROBREELZIDD L L-EVEE
N7 g R —T3>DHLABEE TR (HLA-A. HLA-B
RIZHLA-DR) ®47%< EH 121 EOR—K2H
%, HLAEH R —. JFEig KN F—T42OHLABE T
(HLA-A. HLA-B. HLA-CKU'HLA-DRB1) 04 %< &%
1D &R EOR—HD D 5. [EEMBE. ex vivo TH
faprZEME, ik MRz a7y JER. TLaY
X TR EEAEIRTRI6EINIC Img/kg/HUL LD 7
Lr=vor (XRFRF0EH) oeg#s

*2)

2 HIHERIERRE (040i5k) 2B 261 (FAS)

LFLEEL (LTI TSR (LFILEYE
EYILKI200H#S) | LKI00E#S) B
B (144%0) (74451)
AR 148D & 28I K
i 2.8% 18.9%
KR D b 5 CMVIERGE A
o 5 NI ERE DE DT (4/144%1) (14/74%1)
R AR S -16.1 B
[95.02% (5 EX ] * [-25.8, -6.4]
pfE* 0.0005 -

TR 148D 5 28BN DR LG THIERHZCMVIIEEP R0 5 M iz

BRI & Lz,

FHHZED5.02%FEHXE X OpEIZHLAEAB R+ — (M3 IE4SY)

%Jg & L7-Mantel-Haenszeli% 12 & O EH (B RE/KHERF0.0249)

Btk 148 (F9100H) » 5288 (#9200H) T, LT LE
YL D5 %% T 72144614651 (2.8%) ICEIfERMRD 51z,
FEREEAIE. BD (2.1%). W (1.4%) TH-7z. [7.20 7.3
ZIH]

wok (fREsAE)
% 17.1.3 FMEBHNEER (00255

CMVHUERFHED R F— & DB Z 21 2 CMVHUREEED S E A
RABBHEERE (BEALSNEBE6OLH) 2RI, CMVIE
PUEDOFIEMHIN R R OR 22 BT H L E2EHNE LT, &
e L —EEMETOTRIES AR (002358) =FEHE Lz, BiF
H72 5 HMHE%7H £ TOHMICL 7 ILE L IL480mgEd) (71 &
AR UOARKIEL TILEEL240mg) XENLA Y r7aelv
900mg (BEARNIXEDIFBEIE T > >/ uE5mg/kg) D5 %
B L. 1H1E, RO IIEIRAR G2 T, BE%28#E (#1200
H) FTHRE L. LT LECILVEHEOWEEZICIZEMAILRZY
AN ARKEEHREE I A LV ADTH D=7 7a Lz
5L NUHY Y7 a0V BoOmBREICET > 7aeLlo st
REEHE Uz, EEiEE Td 2 BHEES2ELINICCMVIEEGYE
ERIELLEBREOEGIIRINDEBD TH o7z, 10%DIESHE
TV VIHETE, LTFLEELREBNLT 7R LT
FELMEER LI,
H3) ¥ uARY VIEMHARICEIRNIES T 5581, LTILE
YL 240mg X i3480mg# 5 D W2 ICE D 1 5 iR
BT YA Y Thoizh, 240mg TRE S N HERF T 1FIT
Holz. RAOKRARIZA80mMETHS (Y7 uAKRY ¥
FEOFFRE)

*3 HIEMESERER (00285%) 1ICBT 2631 (FAS)

LTIVEELEE [ NLA YT 7 ub Vi
(28961) (297431)
Bl S 2B LN ICCMVIE
y 10.4% 11.8%
ﬁiﬁ%%ﬁ L O (30728941) (35/29741)
NVH v 7aCVEEED -1.4 _
RffZE [95% EHEXM] ¢ [-6.5, 3.8]

THRIZ U 7R E R B R CCMVEBRYE (IERPEE 2 M 5 CMVERZYE

CMVIEEMERF) &HIE S N HERE
FRBEHIEBNIARREIIBI & L7s i,

§ BERIZED95%EMX I, FAR TS aMlaERER 2 E T 2450 > %

BRéupge: (EMIIREM) %8 & L-Mantel-Haenszeli%IZ & 0 EH

BAER28EE TIC. LFILEEILEET29261H58f (19.9%). N
VA Y7 CVEET297HI 1044 (35.0%) ICBIERARD 5
Niz. EREWER (2%LIL) 3. LFIVECIVEETHMERBAGE
(6.8%) R UMFHRERBAAE (2.1%). NILH > ¥ 7aLETHIN
BRI (22.9%) . IFHIRBARE (8.1%) K& OHMERE A
(4.0%) Thotzo (7.2, 7.4 ]

*%17.1.4

FMEEREER (042:5%)

FF—RiEL LY bW TNLOCMVFUEDIZMED BARARA
BREEE (226]) 20RIC. CMVIERYYEE O FAEMHIRI R K %
eW2HET AL 2ENE LT, BEIFERRE (0425) %
EfiL/z. BEH»SBEB7THE TOHBICLTILEE L
480mg (¥ 7aARY UHFRHEEIZL T LELIL240mg) D5 %
FAsA L. 1HI1EL ROKSICT. BHEEZ28E (K200H) £ T#%
5 U7z, BiE%52ENIZCMVIBYYE 2 F6iE L /- 4B (ML
7o R E R B2 CIRERRE % £ 5 CMVEHYE X3 CMVIE R
LHIE SN WERE) OEIEIZ. 9.5% (2/216]) TH o7z,
BMEZ28EETIC, LT LECLDOERE %2 ZF 7= 2206444
(18.2%) ICRIERAR®D bNiz. Wi S N/-BIMERIH MmEREAD
E. AL BOROCMHBTILAYARRT 75 —EBHEM (%16,
45%) Tholz. [7.2. 7.4 2]

17.3 ZDfth

17.3.1

DERICRFTHE

TQTHE T, JHEMNMEREA3SH ZHRIC, LT LEELHQTC
MRICRIETHEE T T ARG B L. LT
JLVEEL960mg % BEFERME S L& EDOQTCPHME (Bt
LHEAONEFHTHIE LZQTHR) OR—ZATF1 Y HP5DE
LRBOTTEREDZE [90%FHXM] OmAfEIx. 4.93 [2.81,
7.05] ms (#E#&1KRH) TH-7,

4) AAORE - BRIE. LFLEELE LTIHE480mg %
BRI S TH D, 2B, YT7URRY V2 RAKSET 55
&2t 1H1E240mg % BIRMR 5 TH 5.

18. EXNEIE

18.1 1A%
LTFLEENET AN ADOERICHELZCMVODNAY — I F—vY#
HhREEET 5. FLENLZREROCBETFEMSETER»S5, LTILE
ENLVE—BMEDST ) LOERRICHE L. 714 VAR TORERE
FTHIENHLPEL STz,

18.2 In vitroiio 1 )L A{EF
BRI ERTOCMVOERDEEMR (7T48K) ISHdT 5L T LEE
JVDECsofEDHF120.7~6.1nMTdH - 7z,

18.3 MWD AILA

*%18.3.1

*%18.3.2

HpaEER

CMVODNA%Y —3IF—¥DH 721=v MICMVEEZFHOULSIL,
UL56 % O'UL8OfHEIKIC I — F &b, MEEERIITLTILEE
VIEBRZEOCMVEERKZDEE Lz, ZOHE, pULSI
(P91S. A95V). pUL56 (C25F. S229F. V231A/L. N232Y.
V236A/L/M. E237D. L241P. T244K/R. L254F, L257F/I.
K258E. F261C/L/S. Y321C. C325F/R/W/Y. L328V.
M329T. A365S. N368D. R369G/M/S) K UpUL89
(N320H. D344E) II7 3/ BEBEIEO SNz, Ihb DB
AT ZBETHMACMVERKOECsoE IZF A& g LT
1.6~9,300f%@=E %R L7zo

BRPRELER

HEINEXIRE LB THREE (02088) <. 131floREE
M EEE 1260, 1201:240mgD L FLEE LT T T
X% IHIEIB4HBHRE L. LFILELLEDS B FHARI &
7% D HEDE & N7z 120 2 /51, ULSEEIEF D231 ~369f10D
7 3 BEH|EFIDNMCDNAY — 7 T2 RN 2 FEfi L7z, 60mg
BEBLIFITL T LEEIVICEBRZELZTRT B (V236M) 25
Hahi,

[ MR AR A 2 PR & U - S5 IARE B AL RIRRER (0013
) T3, LTILVECLEO S B PRI E 2 DA E o
72508 % 4RI, UL56 K% PULSOEEZF DTN T D I — NEEHKD
DNAY —2 TV A2 EMi L7z. 3HITLFILEEIICEER
W 2RI AEEOBEAPULS6ICHE S Wiz 1HITC325WR D
R369TH. D261 T % V236MEUE237GOBHRA I S iz,
[ MR AR A B 2 PR & U7 S AR E R RIRRER (0403
B Tld. 25805 5 PHARII IZ R I LCMVILED
2 5N 1326 %R IC, ULS1, UL56 K% VO'ULSHEIEF DTN
THOI— FAEHODNAY — 7 TV A @2 EM L7, LFILEY
VIEEZ 2RI BERIIFH S Ve r» o7z,
NEANBBEEE 2R E LB IHEERE (002858) Tk,
LT IVEE LD S 5 CMVIRGWE & FAE 3 B 1k LCMVIL
FENRD S NRIEDE S N 72526 % /512, ULS1, ULS6 KU
UL8OBEET DT NTDI— FFEODNAY — 7 T A @i # %
Mil7zo LTILECINCRERZE AR BIIIEH S har o7,
AANBBIEEE 2R E LS IHEENRE (042i8) Tk,
LT IVE L DORE % Z T 1245 O 5 5 CMVIERGYE % FEiE X
CMVIMFEA TR & WA SE & hiz4fl ZxtRic. UL51, UL56
K OULSOEMET DT RT DI — FHEBODNAY — 7 T > AfiR#i
ZEBUL. L7 LVEELVICERBZEZRIBRIIBHS L2
ol

18.4 EMmME
K7 a eIt E2RdpULI7 G pULS4HIRICER 2 BT 5
CMViE. LFLVEEIICEZH AR Uz, BAERERKLTHY >
JaEeMId HEZEE2.EEK TS ¥ 5pULS6 E237GiEM 2 E T
BBIEFHBEICMVKEZERE, LT LEE LI LIttt 2R9 Bk
2 ET HEEBE BRI, KAV ERY NRUOAT Y 7ae)L
Wt LR AR LT,



19. BT (CRAT 2EEZNHR

—f&& : LTILEEIL (Letermovir)

{E24 : (45)-2-{8-Fluoro-2-[4-(3-methoxyphenyl)piperazin-1-yl]-3-
[2-methoxy-5-(trifluoromethyl)phenyl]-3,4-
dihydroquinazolin-4-yljacetic acid

DFI - CooH2sFaN1O4

9FE 1 572.55

B

N 002H

% R BEOMRTH .

20. BRWV EDFR
VPRI L TIRIES 5 2 &

21. GRS
21.1 BERY A7 EEEEEZRKED L, EYICEET S &,

%212 BLUALOESRBIERE xR & LEBERABRIE/ShTwanl e
5, BLUEIRGTER. —EROERICRS T - PEBEINS E TOM
& BUAOREERBEES IOV TIIRRER 2 MR ERRERE %
EMiTHIEICED ., FAOEREEOHERERZILET 5L LB,
KRR OZ2EROEMEICET 57— 2 RHICRE L. KA OEE
ERICRELHEZHE LS L.

22. @&
LA 7L (12mL) X10

23. FEXwk
1) #tHNER : LT VEE LD Ty MRITHRITICET 58 (2018%3H
23H#%GR. CTD2.6.4.6)
2) Gould S, et al. Food Chem Toxicol. 2005 ; 43 : 1451-9.
%% 3) Menzel K, et al. Clin Transl Sci. 2023 ; 16 : 1039-48.
#%4) Marty FM, et al. N Engl ] Med. 2017 ; 377 : 2433-44.
%% 5) Russo D, et al. Lancet Haematol. 2024 ; 11 : e127-35.
#%6) Limaye AP, et al. JAMA. 2023 ; 330 : 33-42.

24, XEEEREROEWNEHDES
MSD#s & MSDA RS 7 —HH— k> s —
A TRERABIEL-13-12
ERBIFEDT 1 7 — 4 1 Tl 0120-024-961

26. BOEERTTREE
26.1 SHSIRFETT

MS DI =#

RRBFAHRNEIL1-13-12

E-TEMP18-01



