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OL=—3)VEE

OZUZ IV IRE (BZVFNIVIRE. BEEIVS
RIWIRE (UMY T AMBEERESD))

5. ZWEE - BIRICEHET R
KAl HRE5T 21, RRNEFHZ BN ORET 2720 DEE
BE, RHERENWBEZEOMOMED /-0 OFF 2 HRINY 2
Z&, BEFOMEBEOHRNESNBANEYREZHIAT 5
BETYH, MEOBRPES PTG > R TENIE Uht
HEANC K2R ZHEMRT 52 &

6. A% - HE

WE. BRAIKIEA Y7 aF Y —)L& LTIE00mg 2 K83
FICOEIEOREGT 2, 6O HFS D12~ 24k %M %. (97
IV =)L & LTIE200mg % L HIEREO#H 59 5.

7. FiE - AEICAET %ER

7.1 AT VA EESRIGEMORECI D &2 CERT S &
BTE5,

7.2 HBEHIMSEREEORE, REZMH D 5 O EE K ORKZD
RICEDEIRET S &,

8. EEREXNER

8.1 THRERENSHSDLNDE I ENDH SO T, EHIMNICFTHAE
MEZ{TO%E, BEOREZ+SICBET S L. [9.3.1.
9.3.2, 11.1.2, 16.6.2%H]

8.2 AEEE., BEAEIPHOobLNAIENHHDT. EMM
ICEEEREZITO R L, BEOREBZ A ICBET S &,
[11.1.3. 16.6.1%H]

8.3 AHOBEICELTIE. T LILF—FE, EYBHERESEICOWL
THauMgziTo>2 &,

8.4 TV FPRUVTTRIIBLWTHEPAENEDLNTVEDT,
A2 BRARSE T 2583 EB LOARE L ERIEZER LT
B ORkG2 EEICHIT 52 &, [15.2.120E]

9. BHEDE=RZFIZEEICHT I IR

9.1 BIHIE - BHEEZEDH 2 EE

9.1.1 D7 V—ILRHREEHICH USEYIBHAEDETEDH
B2
BRI EEEZE L TBY RERBRIEAEITBENIH 5,

9.1.2 EXRMQTEMREIREDES
WELOBEREDSEEMEE LR S SRS N SEEICDAEE
U, AFEGHT R OB S HIZEHNICOLDERBE 2 ET 5 7%
L, BEOREBLZEEICHE TS &, QTHEI M EMET 587
nrbs. [17.3.128]

9.3 FHigREREEERE

9.3.1 EEDITHEEEEZEE (Child-Pugh448C)
BEEOEREDSEBREE RS BEICOARETHI L, R
LEEITHRET S0, BEOREZ LD EHICBHEL., Fl
EROFEBICHAEET A &, AFlomMTEES LR L. &
TERDPERL DODNEBEINT D B, BEDITHEERERE 2%t
REUBREBIIER LTV, [8.1, 11.1.2, 16.6.25H]

9.3.2 BERUTDTEEDIFHKEEEERE (Child-Pugh73¥8AK UB)
AHlOMPEEDS LRI 52BENAH 570, BIEHOREIRIC
+oEET A &, 8.1 11.1.2, 16.6.25H]
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9.

9.

9.

4 EiERe=H T 5E

TRURFTRE & R ISR U Tid, KRR G R R G TR —EH
FEY) 2Bt 21T KT 52 &, [9.55]

5 114G

TSR AT IR LT W B FRER D & 2 1T, 18R LB
ekt z ERl 2 CH SN BEICOARETHIE, Ty
FROTYFICBWT, TNEThEHKBEEE (AUC) RiEOE
BET. WEICEREY (AR PR shil?, [9.45H1]

6 17T

R EOREERORAREORIEEZEM L. RALOMEE
HIEZRET 2 20Ty M TATHAOBITARE ST TW1 57,

7 VR

NREZWRE LR IEER L T,

10. #HEER
¥ 7arV =ik, CYPATR#ShS, £/, CYP3A
ZHEEICHE. CYP2B6%#%E., PHEER (P-gp). AH
HFA VT AR=%— (OCT) 2. ZH - BLE®
I. UDP-Z' V7 urgEsEsR (UDP
—glucuronosyltransferase, UGT) ZMHET 5. [16.4,

PEHHEB (MATE)

16.7.1. 16.7.2%H]
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CYP3AZ L #HHE
95,

OIYERAIIVERE
(V¥ 727y R)
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03Iy ROMmHR
B ER9 2 AREE
BH%o

AEFNFOIZERD
R#EE#R (CYP3A)
ZHET 2.

10.2 HEES (HAICEETSIL)
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M ARRER - BT

T - kAT

av¥Feil - ) b RFIOMAPEES LY N FELIZCYP3A
=9,% FUIEHAMHE®T 2 | ZHET 5,
[16.7.2%H8] BENWDH S0, |lB¥FEL - hF
P9 BI5EEARA] | Lo M E E K
DOEIWERFIIC 57| T 255 IR,
ICERTHI L,
ov¥FEiL -y b
YL O IR EE S
TTarBENIEDHS
o, HHT 258
FOEFEL - U b
FELOEED R
FECOVWTHaIcE
B952&,
CYP3A%2MHET 2 | AKAloMHABEN LIZh & O IEAHIF X
HEHIE FUEHA T 5 |CYP3AZHET %,
ZIL2 ML ILEBENDSDH B0,
V) MR ELVEE R T 258 IEARA
OEIWERFHIC+57
ICEETHI L,
CYP3AIZ K D RE Zh 6 0FEFOIMA | AHFIZZ 5O ZEH
ShBIEH BEDS LR UER D | OREIESE (CYP3A)
GPENHIA WiRT 2B FNN b | Z2HET 5.
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OEERF oM |7 7 I FORBIRES
EEALH LEMD|ThHCYP2B6Z
g 5H5WVIEEEL. CYP3A%H
APEET5B8ENET 5,
b
a7V haA R Zhs0EFIOMmHP|Z h 5 o F A X
SRPUEM A BES LAY 5B%|CYPIAKRUP-gp®
CryrURF >y, (MBHB70. HRIBEETHY . KEHNIZ
VYT 52AF V% T AHEAIIINSD|CYPIARUP-gp%
Ik F v HEHORIERAREBIC BHET %,
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MR A BEND
HH0. FFHTS
B&EIa7 ) —
VEE DO BIWERFEIRIC
THICEBET S
Eo

A RMRILIVOMAFIA AL I ViF
BEN LR ULIERM»OCT2EUMATEL
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EIIMAEIZE U TRAMATEIZHET 5,
FRILIVOHEZR
FHTAH &,
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1. BERA
WROBWERNSH H5bNDBZENBHZHDT, BEETFITITH. BE
WROSNTAGEIIIEEEZF LT 24 EHY L MB 1T 2 &
1.1 EXGEHER
11.1.1 FEIRIRAEIREE (Stevens-JohnsonfiEREY) (BEEEAHH)
11.1.2 FHgREREE
JRFSREMRE R (13.7%) FFHSRERR (6.8%). FFEME (1.4%).
FF% (BAEARB) A"dobhaslehbHb. (8.1, 9.3.1,
9.3.2. 16.6.2%M8]
11.1.3 SEEEE (1.4%). B GEEFRH)
[8.2, 16.6.1=08]
11.1.4 Yavd BEHEARH), P7FI745FI— BHEARH)
1.2 ZOtDEHER
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LI BRI ANE
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I B, IR, L
MRS IE
EMSER
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FREREEA . DB
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R Sph,
TR FENGIEI N
AERAE
B R O R MR, BHRERE
MR ES . HOER R WP RIS, eI | ek IR 4
Ut P BERIRR, FeE | SESOEE, H
& IR
R R O R T # Z OIS, |\ BBE. 8%,
i FOBBUERIS, 8| sURHIM. 25
B, KREER, S| EEE. T
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13. BEKRS
13.1 E
AANSMPBETIC & > THRES RV, [16.6.12F]

14. BRALODFER

14.1 FERIZMFOER

14.1.1 7IVRY == hoBOEUTIRAT 2 L5 8T 52 L,
T FOBEEKICE D BLSATSEEREARA L, HICIZEE
LEBI LU THRBIRARSEOEBE L EIMEEZHET L2 LPFH 5.

14.1.2 AENIENEZET 5720, IRAERICTY ZAY——h
PORMOHET XOEET S L,

14.1.3 AT RLNVIEMAZD ., MFELZD, LD, B0
#9, TOFEMRAT S LHEET L&,

14.1.4 BIERIWA ST T YA =2 — MIREBRT RV E DI,
F/o. HHEFREROE L TRAAELZVWESICIBET S &,

15. ZDfDEFE
15.2 FEERIREABRICE D < 153k
15.2.1 =7 20nARERE QEMKRS) 1BV, FEiE
OHEMBEOFFEO MEROEMIEKEZE (AUC) 0oZh?
N0.6MERUL.0EN LoBBE TR 6NY. Sy NOPAR
HRE QEMKRS) ITBWT. KEHRMAERORINE 0T =N
BEOHEMAEKBRBEDZNTN2.65 R UB.8ENRBEET
BOLNTZY, B, BERBICBLTE MIBT 2R O#KS
EIEEFA & ORICIHEZBIRIIME STV, [8.45]
15.2.2 RFIO I L AT a— LERKRICES T 5 CYPSIHE/ER® I
BE LT, 7 v MREBOHSRERICH W TINE O oz
LA ERIEEE (AUC) D2.2(5 LoBER. 5 v P RY
N7 A4 FVREFROKRSRERICE LRI O EMEEL -
LA ERBRBREOL. EOBBRETRAD SN,

16. ZEYENE

16.1 MHRE

16.1.1 BEES
HANMNMERBEABEICAR (FH 735V =) &L TI0",
200, 400mg™) = HEREOHS LB HP»ICRINS hiz.
AY 7 aFV VO MEBEHENBE ST A — 5 KO MmBERE
#BIE, RIKUORIOEBY TH 7217,



ES

1 HARANEREBRABEICAF (A T73+FV—n&lL
T100®, 200, 400mg™) % HERRCO#KS LzBo A
Y7 a7V =L OMEEREYEREIST X — &

HE (mg) 100 200 400
RGHER 0 T2 O
% 8 8 8

Cmax (ng/mL) 1657 (26.2) | 2933 (19.7) | 5844 (16.9)

AUCinf (ng-hr/mL)| 46803 (40.7) | 110737 (26.0) | 210510 (29.5)

Tmax” (hr) 2.50(1.00-4.00) |2.50(2.00-3.00) | 2.00(2.00-4.00)
CL/F (mL/hr) 2396 (32.2) | 1949 (33.9) | 2063 (31.4)

T1/2 (hr) 51.292 (34.3) | 83.939 (36.6) | 56.65% (37.8)
FEME (ZEHRE%)

a)

#4773+ —IViRE (ng/mL)

16

ES

HhofE (#iE)

8000 |

TEIRERE
— o Cohort 1 100mg (n=8)
—=— Cohort 2 200mg (n=8)
—=— Cohort 3 400mg (n=8)

6000 |

4000

2000

5B (hr)

M1 HARAMERBRABEICAKRE (FH7aFV—LEL
T100%, 200, 400mg™) % BEHEO#KS LD
MEEHA 7 35— VIREEHERS (1 5.5 2405 H)

1.2 RiERS

HANMNMERBEABEICARA (T3 —LELT
200mg) #16HMREROHRS (MHKU2HBIZ1H3MEN
SHEDREZIHIREES) U, EEmiEd (573
VLD 7 7REZIHEY»S2HEE TIERAICER
L.3HE?S1I6HEETR—ED 7 7IREZHiFF L7,
Y7 aF YV = VOIMBEHEYERE ST X — & KMk
HREHEKIE, R2RVOR2OEBY TH- 72710,

2 HARANEHRABEIZIE200mg% 16 H MK ERS
(WHKOU2HBZ1H3E. 3HELEZIH]E#RS)
L7-BOEFRBICB T 5449734V — Lol
FREEMIEIRE ST R — 5

& (mg) 200

B 5% G dn|
B 8
Ctrough (ng/mL) 5479 (26.6)
Cmax (ng/mL) 9720 (24.9)
AUCtau (ng - hr/mL) 153108 (25.0)
Tmax® (hr) 2.00 (2.00-3.00)

FEfE (ZBRE%)

a)

#4723+ —IViRE (ng/mL)

HhoRfE (i)

15000 |

FigfE+iZERE —e— 200mg (n=8)

12500 —

10000 |

7500 —

5000 —

2500 4

0 &

T T T T T T
1 3 7 14 20 22 26 30 34 36

B E51%K5E (day)

1HE 5150 HO M1 4735 — Lz, A#

(4473 V=& LT00mg) HEHERNOART

2 EA AR A B L E200mg 2 16 H R RAERED
#5 (WMHRKO2EEIXIA3E. 3HEMEEIAL
E#5) LBOERREICS T 2 MR 57
IFV - VEEHR

16.2 DRUN
16.2.1 NAFT7RA4SEUFT «

RN ICAH (¥ 737V —)LE LT400mg?) %
ERERRERORSG Lz &0 7 aF Y =)L ot
BINA AT RASEY T 11 398%TH - 72012 (ShE
AF—%)o
16.2.2 REDE

RN ICAH (¥ 737V —)LE LT400mg?) %
B ATER I RERR O 5 U7 BR . ZZRERMHE 5 T
AN, CmaxiZ8%ET. AUCIZI0%IE L7zo AAHIZ.
BELIBGREEESAETH Y HEAT—4).
16.3 &fa
AHTaAFV—VIZIEL 57 L. BARNBEEERE OF
BOHEMR (Vss) 13180LTH » 7=,

AT aAF V= VIS V87 EDREERIED - 72
(>99%) ¥ (SHEAT—%),
16.4 (&

AYTaAF Vo LARBEER MEPTIAT S —¥ (F
ELTTFIUNLIAYYIRATFS—Y) 1I2&k0., EiET
HBAYT AT = IER LIRS RSN, 13T
a5V — )i, FIZCYP3A4K U CYP3ASIC & D R
N5 (in vitroT—%),

A (Y7 /-14C) 4T ar V=" LHiEEE
PHERFOKRES LB, 41735V —Leficnd o
POMEBRBM IR 5Nz, BERAIC (EVYZ)L
XFN-MC) A H T aF V= AFERE % B0 S
RN S U7z B%. RIEMED AR ORI & Hicn <
O OWEREMPRO 5N AT F V= LED
NEEDSRERMORBY 2R E . BE5EYICEEHT 2
MEDOAUCDI0% %82 5 R#MIFRD sz o 72V
FHEAT—%). [10.208]
16.5 Bkttt

fEERAIC (Y7 /-1C) A7 aF V= Lk
WERO®RSG LB, BE5METRED46. 1% I,
45.5% D RAFICHRt S h 7z, IRPICHEt S Wiz A 7 3
FV =, BEHEREO 1% TH 72,
NEEBRESRITEICRBICEODHEEL, 20K, R
BB 22 5. RAPICHRE S WA ANE T A
BRI SR EED 1 %R TH 720 (KUY I RAF
L-MC) A BT aF V= ARRERE & SRR N RS
U7z, B S ERED 5% SRRt S 7z (SLE
ANF—%),
16.6 HENERZGTIDEE
16.6.1 BiEEEEERE

®gE 0=7L7F=r - 27752 A<80mL/min/
1.73m?) . HZ%E =7V 7F=r - Z2UTIF AL
50mL/min/1.73m?) ROEE (FLF7F=> - 2U7F
Z ¥ A<30mL/min/1.73m?) OEHEEERERERE. I
CICEBREERE PG AR (Y73 —LelT
200mg) % B EEIRNIES L2, A 73+ —
L MY EIE$S X — 7 13R3DEB Y TH -7z,
JEREERIA Y 7 a2+ — LDOAUCINf D B/ " 5 {7
B, BEEEERRE BT, BE, PEER
CHEBHKERERETZNZNL.21HE. 1.55E RS
1.96fETH > 7z,

KIAE A2 (ESRD) #:badE K OBRAEEE RS ICAR
#Hl (A9 735V —)LE LT20mg) 7 (el SiEERA



BE LB, 497 aF Y —LoMmifhsEyge S 2
—FRFIODEBVTH 7=, FEREAY TS —
LVOAUCLD TN M FIMHE I, B E R
EHE LT, KB AL (ESRD) #EETL.23METH
STce AT IAFYV = VIMEBIT ThES WD (4
EAF—%). [8.2. 11.1.3, 13.15]

#3 BHREBZEOEEFRLAWBRE BTS2V 70
FV =IO MRy EE ST X — 4

A¥7TarJ-\

BREREOREDPRL 25
HENGE LB

ESRD#EE %
MgEL-HE

E%
(84

BE | hEE
(8f1) | (861)

HE
(541)

IE¥ |ESRDY
(8f1) | (8fil)

)
98776
(51.1)

96240 | 97161
(48.7) | (27.1)

98776
(54.6)

36912 | 25053

AUCY (ng * hr/mL) (25.8) | (40.1)

4443
(16.3)
FHE (ZERE%)
a) AUCInf : BMaEREOREN Ru 2 1RE 2 R &
L7z#BRICB 1T 5 AUC
AUCn : ESRD#RE 205 & L7ziBRICB 1T 2AUC
b) BN TR RIS

16.6.2 FFgREE=EE

#% (Child—Pugh?¥HA) KUH%EE (Child—Pugh
SHEB) FFHSRERRERERE . SO PR REIE R 1C
KE (A9 73V =)L LTI00mg™) % Bi[E i
RN G 2 VIR EFRE OIS LB, A9 735y —
LD MEEFEYBEISS X —F 13ERIDEBY TH - 7=,
JERE AT A B 7 2+ — LD AUCInf D £/~ e 1] F
HEE. FSREEE RS S B LT BEROHEE
T REREEEE TEN2N1.40~2.380%, 2.18~3.011%
Tholz. EEOEAERERE (Child—Pugh/C)
AR ELERBIIERLTLEWLY (AEAT—%),
[8.1. 9.3.1. 9.3.2, 11.1.2&8ME]

3945 | 4059
(28.4) | (33.9)

3427
(25.4)

4583 | 3741
(24.0) | (34.3)

Cmax (ng/mL)

K4 FHREREORENRL2WHEFICBIL 2970
TV =L O MR EEINT X — 5

TIVI—=IVERF | A VAR
| MIEE e
FREY | mmseies | maaenns
L1-REk L7
WA | #0 | BRA | 80
NG 38993 | 43386 | 39155 | 43891
@A) | (0.8 | 3.5 | 35.3) | 28.5)
. BE 72810 | 103225 | 5889 | 63545
AUCinf (ng-br/mb)| e | (77.6) | (53.7) | (36.3) | (36.2)
R | 96233 | 64261 | 81168 | 91953
@) | 52.6) | 46.0) | (36.7) | (74.6)
EH [1093.60| 842.83 |1121.08 702.84
(8l | (17.6) | (20.3) | (31.1) | (15.4)
Cmax (ng/mL) B®E | 977.38 | 792.26 | 1011.56(1001.53
(&) | (37.9) | (22.6) | (27.6) | (35.0)
e | 837.76 | 472.43 | 803.63 | 572.73
&) | (16.3) | (25.9) | (22.4) | (29.1)

SEEME (ZEBHR%0%)
a) WERER : TH

16.6.3 SknE
BiE (65U L) ITARK (A3 7arVy—LELT
200mg) = BERROE L7cBoA %7 3+ —ILDAUC
& HEE (18~45%) LREETH -7 BHEAT—4),

£5 BRERVOCEEZICBIA2AM973F Y —)LOmiE
REEMEREISS X — &

HEE (2401)

96256 (28.8)

miE (2461
127364 (43.8)

AUCinf (ng - hr/mL)

Cmax (ng/mL) 2318 (22.6) 2375 (25.3)
Tmax® (hr) 3.000 (2.0-4.0)]2.000 (1.5-4.0)
T1/2 (hr) 111.2 (35.3) | 158.6 (34.8)

FEME (ZBHRE%)
a) "RfE (FEE)

16.7 ZYEE{ER

16.7.1 In vitros8&
A% 735V —)LIZCYP3A (CYP3A4KU'CYP3AS5)
DEBTHZ. A% 73+ — )ik, CYP3A.
CYP2B6. CYP2C8. CYP2C9, CYP2C19. CYP2D6
ROUGTIAIDOEERTH 5. £72s A F7TIF V-
&, P-gp.» BCRP. OCT2KUMATEIDMHEAITH 5.
A ¥ 7a+v -z, CYPIA2, CYP3A4, CYP2B6.
CYP2C8RU'CYP2COD#FHEHITH 5, [10.28]

16.7.2 EYIEEIFREER
FOICHEMMHENERRBE TR S Nz BEADE
ZEEHY HEATF—%). [10.. 10.1. 10.28H]

o HHICK2EMHRANDOHLE

L (90%IEHEX )
iz . [BFH I FEGEHIR]
G I P =y A T
— LD D
AUC :5.22
FhaFv—n 12/12 |(4.09, 6.66) _
200mg BIDY 12/12 |Cmax : 1.09
(0.93, 1.27)
av¥FEL Y b AUC :1.96
FEN 16/17 |(1.64, 2.35) B
400mg/100mg| 16/17 |Cmax :1.74
BID" (1.46, 2.08)
AUC :0.10
V77 y¥yy | 24/25 |(0.09, 0.11) _
600mg QDY 24/25 |Cmax :0.25
(0.23, 0.27)
AUC :1.08
IVXF5—=)| 12/12 |(0.89, 1.30) _
40mg QDY 12/12 |Cmax : 1.05
(0.89, 1.24)
AUC :0.69
Uy hFEL 16/18 _ (0.48, 0.98)
100mg BIDY 16/18 Cmax : 0.67
(0.46, 0.98)
AUC :0.73
o el 16/18 _ (0.56, 0.96)
400mg BIDY 16/18 Cmax :0.77
(0.62, 0.95)
(7L K=y
oY)
VA = 20/21 _ AUC :1.08
20mg 20/21 (1.02, 1.14)
Cmax : 0.96
(0.90, 1.02)
_ _ AUC :1.08
g;:jﬁlxm 23/23 0., 113)
Bug 23/23 Cmax :1.14
(1.03, 1.26)
AUC :1.16
JIVITFrRar| 23/23 _ (1.09, 1.23)
Img 23/24 Cmax :1.06
(0.93, 1.20)




TR (90%(E X ) FHE (90%E@XE)
- . [t F I FEOF R - . (Dt F I FEDF R )
BrRsE | PR oo T pem B | PR oo T pem
—UADEE | ADOFE —UNDEE | ~OXE
AUC : 1.29 (MPA?)
vrazKY Y | 19/24 (1.15, 1.44) AUC :1.35
300mg 19/24 - i)mge;x 1 11.9(;6 vy 8.27, 1.045529
.70, L. - max : 0.
AUC : 1.37 ;;Z;fb—”’@ 2224 ~ 0.76, 1.03)
FRUNZYF | 24/23 B (1.29, 1.45) g oL/ (MPAG®)
20mg 24/24 Cmax : 1.03 o AUC :0.76
(0.88, 1.21) (0.72, 0.80)
AUC :1.84 Cmax : 0.68
=D 20/15 B (1.59, 2.13) (0.61, 0.77)
2mg 21/22 Cmax : 1.65 AUC :0.97
(1.41, 1.92) AR RLFH— | 23/24 (0.90, 1.05)
AUC : 2.03 7.5mg 23/24 - Cmax : 0.89
IFVIL 22/23 (1.73, 2.38) (0.83, 0.97)
3mg 22/23 - Cmax : 1.72 AUC : 1.52
(1.44, 2.05) XRALIY 20/23 (1.38, 1.68)
AUC : 2.25 850mg 20/23 - Cmax : 1.23
 ZADIN 21/24 3 (1.91, 2.66) (1.09, 1.40)
5mg 21/24 Cmax : 1.42 AUC : 1.25
(1.22, 1.64) i 21/23 (1.17, 1.34)
AUC : 1.04 0.5mg 21/24 a Cmax : 1.33
HTAY 22/24 B (0.97, 1.12) (1.19, 1.49)
200mg 22/24 Cmax :0.99 a) m&z (BEFRE JEOFFE)
(0.93, 1.07) b) QD : 1HIME#S, BID : 1H2E#S
AUC : 0.58 0 MPA a7z ) —LE
A= RCE 24724 _ (0.52, 0.64) d) MPAG: 327z /) — VB0 YL 70 Bask
100mg 24/24 Cmax : 0.69
(0.62, 0.77) W) RAICBUI2AFOERRSNI-FRE DAY, 19 73)
(S—XH F ) V=)L & UTIER200mg z K8 B Z ICo[EfE %59 5.
AUC :0.65 6l E &S5 D12~ 24 fEE%. (Y 7arvy—-L&LTl
o (0.59, 0.72) [200mg# 1 H 1 Ef %59 5.] TH 5.
s Cmax : 1.01 17. ERBRAUE
AY _ (0.95, 1.08) 17.1 EMMRURSMICET 2HR
Smg 2/22 (R-A% F>) 17.1.1 EPEIAEHER (AK1820-3015K58)
2/23 AUC:0.90 FIA A EAE I BB B & A R AR DR 2 R O )
0.8, 0.5 W RIS 57, SRR, FFERIES & K
©.97. L11) Utzo BRI EAIC ;D7x«\w:wzra-%wfén
AUC 092 F-EEE, ARBEUIARY 35V — LBHZ2 : L0 A
LSZY =R 22/24 (0.86, 1.00) 57 (Cohort A)v A—NVERZZ VT vav s
0.5mg 22/24 B Cmax : 0.86 ZEEEBME N BEIITXTRBBOAICE D [T 5
(0.79, 0.93) N7z (Cohort B)e AH| (£¥73FY—L&LTIHE
(S-9L7 7 200mg) %FIBHERH = |2 6E EUHEIRIE 5 SR 1HE 5
) L. 6EIE#5 D12~ 4B HZE% L 0 IH1E, SiE
AUC :1.11 IRPI% 5 UIRR OIS Lz, R Y 33V — L3l E6mg/
20/20 (1.06, _1.16) kg (RUE#NE) X13300mg (ROKE) ZH120MB &
R 7 ey I 2 IR 5 SRR Ly 2 H RS 012~
2o - (R L7 7 2ARERIREM & 1 1[E4mg/kg (SHEE) Xik200mg (1%
20/20 Vo) O#%5) Z1H2ME. SESIRNERS IE RS L,
20/20 AUC : 1.20 2 51RO L EIX Cohort ATIXTRETHEBILTH Y,
(1.16, 1.24) AREI#4.0H, KU 3+ —)LE85.0H, Cohort BT
Cmax :0.93 1384.0HTH > 7z BRIDOELEREIL. BERIKEE &
(0.87, 0.99) OVBBRHE YR & ST U 7= BYME D EFIR D 5 72 5 446
AUC :0.89 FMZELAFM L7 (Cohort AXEMRTIC T )«
FXFSIT— | 26/27 B (0.59, 1.33) SLERFHTIZR B2 & 2B TR OBART (BH%)
40mg 26/27 Cmax : 0.77 . ARBERORY 35— VBT, BT 2 0L ¥
(0.56, 1.04) VASETIEENEN82.T% (43/5261) FUT7.8% (21/27
FEARBARL ﬁ%g '113~51)8 Bl). 20> BIEHHERT ZLF 0 7 EERIFTL
Ty 32 - Crnax: 117 FNH100% (1/161) ThHorz. BBET ZRLFIL R
30mg (1.02, 1.35) TETIEAAIREIS.3% (1/361). AV 3+ —LEEI00%

(1/1B1) THolzo Fiz DRSS NIzL—TIVE
TIE33.3% (1/361), fiz )7 a3y 7 ZEETI390.0%
(9/1061) TH -7z



TRAMRIE, BARERDER. EREHIR. BRI
EOZHE L7

B FBIBHE \SARKIEET60.3% (44/7361) TH o7z,
FoREIERIE. R REMREE RA8.2% (6/7361) . HFH
HERHE. Tl £%6.8% (5/7361) 13T VN5.5% (4/7361)
EAU LM, TR %4.1% (3/7361) v -GTPH#EN.
B b YT AMAE. SRR, EH., BEERE. 5
&R &2.7% (2/7361) TH -7z,

17.1.2 BASEMAEEER (9766-CL-01045K58%)
T AN F )L ATE A O SR % R HE & 9 5 (28
HEERE Z0NRIC, BERL, ZEHEM, EHEE
LR R E L, AF (A TaFV—nEL
T1E200mg) % FI8KERE 3 X 1c6m s FR RN S L. 6
EEH# 5012~ 24kEkEE% & O TH1E., SEEIRA 3
53R O#E Lz, XY aF VY —)LidlE6mg/kg# 5
12/ Z 122 SRR IR IR 5 Ly 20 B#5012~24
RefEREEH & U 1[E4mg/kg (RUEHRE) XIZ200mg (%%
O#%5) z1H20E, REEIRNREEREO®RSES L.
BEHAB O R REIHEHECHELLTHD .. RAH45.0
H. AV I3+ —L##46.5HTH > 7z, EEFMEE T
b B EHE%A2HE £ TORFERFETRIT, REFET
18.6% AV I+ —ILET20.2%LHERETH >/
[ERIRTFOREEZRBEZROBEZE (KA - a3+
—VEE D —1.0%) DSKEFEXE D LIRME (5.683%) A%,
HANCHE LI kS~ —2Y > D10% % REl - 72 2 &
5, KV IFYV =T 2 RADOIELHEPRIE S M7z
(o 7. AFHEREERICL D EEET ARLF
IV ASEDTEE B E 7 1 ZEREIH & S h - R E RE O
LHEF TOLRFET R, AAIFEL8.7% (23/123641)
AR 37— )LEE22.2% (24/108f1) THV . FEZ O
PG BEZE (RFIBE — AR 3V — V) 13, —2.7%(95%
{SHEXME —12.893~7.542%) TH -7z,
HNERFHEZ B ER N CHIE L RIE R EERE (FEE
Ble U< ZERREZWE) 1IC/9 2R TR OB AR
(BRIE) 3. AAIEE35.0% (50/143f01) . A1) a3+ —
IVEE36.4% (47/12961) . RBYET 2RV F )L REED il
TERIE 72 I EE RS & S N7z BB EM T, ARFIEE
35.0% (43/123fl) RV 25— L#£38.9% (42/10845)
LHEBEETH> 7.

£l HBRERLHEHZ TOREEILTR (9766-CL-010478

5. a5 hmnsl)

AAIRE R aFY— LR

(258151 (258151
BFERFETR 18.6% (48/258) 20.2% (52/258)
RO B2 o

FIE S IRSEE \IAHIBET42.4% (109/25761) TH o7z,
ELEIEAIE. BD7.4% (19/257f1). MEHS5.1% (13/257
151) PR RT3 . 1% (8/2574511) KA V) 77 L IIRE2. 7% (7/257
B). v-GTP#EhN. ¥ER %2.3% (6/257f) TH -7z,
17.1.3 ;B EMAEEER (9766-CL-01035158)

BHERELE T AEEET ARLVFILERE., b L
BWARLRE,. BEBELESEHERHZERFEE T
IREMHEFEERE ZNHRIC. EEMHR. JER R
EEM LIz, AF (A7 a3+ Y —)L& LTIE00mg)
Z K8 B F ol M EIRN R 5 IR OES L. 6
[EH# 5012~ 24K R%E % & 0 1H 1., SEEIRA
BEXEREORE L. HEHEOFIEIZI4.0HTH >
Too IRBEASEE S NZ1466l0 > 5. HERHHRE S
W& D LA—TNDOHDRREE &S N7 BGWEICT
DIRBR TIROBREHR (BE) &, 31.4% (11/354)
THolze Tl TARLFILADOAPEERE EDHEES
NTBYGYETIE, 34.8% (8/230]) TH o7z,

KRBT 7Y T b3y 7 RENSIFIFEAANS L,

AERFHEREERIC L 2IBBRTROBAME (FHER)

1366.7% (6/91) TdH -7z, EEH REEMF]) T

3. Bz U7 a3y 7 Z5EIE83.3% (5/6f). RS

U7 bay 7 AR (V) hay o ANBEER E &)

1366.7% (4/661) TdH -7 GRIEHEIREEZB L TW7Z).

BIEFARBSEE 341.1% (60/146f) TH -7z, F2HEl

fERE. EDT7.5% (11/14661) . NEH6.2% (9/146f).

THI. v -GTPHEM %4.8% (7/14661). 1M+ ALPHEN.

BIRSE £2.7% (4/14661). BERE. RAEGE, {HAR

£2.1% (3/146f1) TH -7z,

17.3 ZDfth
17.3.1 QTERICXT 2L (9766-CL-001754ER)

RN EARABEEZ SR, KF (A T3+ —

JLE LT200mg Kk T'600mg™) #13HMKERS (MH

KO2HEBZIH3ME, 3HBMEIZIALE®RS) LzBo

QTclEEIE. BE52MMBIcER/IMEEZD., I RE

DEF. ThZh—13.1 mseck—24.6 msecTdH >

Joo AT AFV=NVEVWTNORHBIZBNTHQTCH

fEEmEmRE Lz, [9.1.280]]

W) RACBI2ARRORRSNI-ARE EE, A 73)
V=)L & L T1ER200mg % #I8H¢ 35 Z 126[El#% 1 59 5.
6EE G D12~ 24k fF%E%, A0 T3+ V- LTl
[B1200mg % | H 1B O 59 %.] TH 5.

18. ERpEIF
18.1 {ERKER

YT IFV oy LRBEOEER#EM TH LMY T2
FYV =i, F b7 a—LP4S0RERS ) AT a—)L
~lda-BA F VA LEROEEZ N L. BEEMREOMERK
BATHAHIILITATO—LVOEARZHET ST
MEFEERZRTY,
18.2 MEEER

A T7aFVy—id, FEREREORKE 22 H
W (Aspergillusl&. L — 23V H. Cryptococcus
B Candidal@%) \cxtL. HEBEEHZRLE (n
vitro) ¥V, F7z. BREEE BB T AL F L ZAE,
WML =T NVEOHNETNVICBVWT, A TaFY
=Y LTRBE I EERNEER 2 ED S8 AFERENE
L7z (n vivo) @,
18.3 EHImE

ERD T THACYPSLCT I BEREZFT 250D
Aspergillus fumigatustiT. FFEREHLELT, 1 ¥
TAFT—NVIIRT BERZRHOBETHPRD 5N (in
vitro) .

19. BMHSICET 3IBEFMFR
—WBRR AT aF Y = LR
(Isavuconazonium Sulfate) (JAN)
{b2£44 1 1-{(2R,3R)-3-[4- (4-Cyanophenyl)
-1,3~thiazol-2-y1]-2-(2,5-difluorophenyl)
-2-hydroxybutyl} -4- { (1RS)-1- [methyl (3-
{[(methylamino) acetyloxy]methyl} pyridin-
2-yl) carbamoyloxy]ethyl}-1,2,4-triazolium
mono (hydrogen sulfate)
CssHa6F2NsOoS2
814.84
HE~HEOROMEKRTH D, K. A¥ ) —)iC
BHTHEFRT L. T/ =) (99.5) IZPRHE
Fiz< v, EHETH 2.

FFR:
aTE:
R



fezE=

I

- HSO,

FOCH e~ —

S ISCZ (A ¥ Tarvy—))

20. RV EDFR
AANRIRIEA D B2, TYVRY—Y— bOFERET BT

Eo

21. EEREH
R 27 BHETEZHFED b EYICERT S5 &,

22. 8%
(TUEYNATEILAOME)

BH TR 5T (T—1) X7, ERAIAD (¥ — FAED) ]
(TLEYNATRILI0ME)

BATEN THTEN (T—1) X4, ERAIAD (¥ — FHED) ]

23. FEXH

17)

18)
19

=

20)
21)

22)

HNERE T MR - fRRFEAICEE T SRR (20224E12H23H
8. CTD2.6.6.6.2.3)

TENERE Y YRR - fa R 1B 5 EER (20224E12H23H
78, CTD2.6.6.6.3.3)

PR R B B ER (FLIT A7) (20224812 H 23 H &R
CTD2.6.4.6)

FEPERE < 7 R 24 A5 A SR M EAER (20224812 H 23 H &R
CTD2.6.6.5.3)

FEERE T v S 24ER A A TR EER (20224F 12 H 23 H &R
CTD2.6.6.5.6)

B R EFR T (202212H23H%&ZR. CTD2.6.2.2.1)
FEAEREZ v b I3E R R EE R (20224812 H 23 H &R
CTD2.6.6.5.5)

FEPVERE YL 1 338 AR O 5 3 R (20224812 H 23H
78, CTD2.6.6.3.3.3)

BB iR PRSI R (55 1HH/PK) (20224E12 H 23 H A&RE.
CTD2.7.6.5)

Shirae S, et al.: Clin Pharmacol Drug Dev. 2022;11
(6):744-753

FEPEOR R PR RS (20224E12H23H &#R, CTD2.7.2.3)
FEPEOR R PR RS (20224E12H23H&#R, CTD2.5.3.1)
RERACE

FEPEORE: i PR AR (CHEMAR BRI EASR (in vitro)) (2022
F12H23H%&FR. CTD2.7.2.2)

HENE R HAR NEEEERE 2 R & U7 BN HER
(20225£12H23H %72, CTD2.7.6.45)

Kohno S, et al.: J Infect Chemother. 2023;29(2):163-
170

PR B ES T AH B (9766-CL-0104385%) (20224E12H23
H#&#8. CTD2.7.6.46)

Maertens JA, et al.: Lancet. 2016;387:760-769
PR MBS T AH B (9766-CL-0103385%) (20224E12H23
H#&#8. CTD2.7.6.47)

Marty FM, et al.: Lancet Infect Dis. 2016;16:828-837
HANERLn vitroblEREIER (2022812523 4G
CTD2.6.2.2.3)

AR vivobtEEER (2022412 A 23H &R,
CTD2.6.2.2.4)

* %24, NHERERUEVEDEE

bt I ¥a—TF « 7 Z%A&SH < 3§ OEHEN
T100-0006 FREHMTRHXARI—T HIH2S
7V =A%) 0120-114-936

(9:00~17 : 45/HH. KEHZFRL)

26. SHEREHRES

*%26.1 SLEARSETT

EERBSEL-FT+DA%KKEH
RRBTHAAXREEA—-—THEHIE2S

26.2 1R
Basilea Pharmaceutica International Ltd, Allschwil



