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1. B4
- =R

AH|E. RRBRFITTHIRETESERERICHE VT, EMmREMSE
BB OARISH LT+ 50H# - BRREFOEMD L & T, AFH|
DERENET EHIENBEFICOVTOARET S &, F
f=. RN &k BB EFARICEKILSL. BEEXIIZOREICHEDMER
VRERIEETSFICHAL. ABEZRTIREERBT S &,

2. ER ((ROBEICFBEELGEWNI L)
2.1 RENORES 5 LISBUE OB D & 2 B
2.2 JEh SAFHEYR LT D ATREVED & 2 2ot [9. 55 ]

3. #ERL - K
3.1 #8RE
WR5E4 A2 ) 75E100mg
5 LgEH
73 ZAS
AR RAF =7 AKF103. 40mg (GRAF =7 L LT100mg)
fhdgEL R —A JRARNAR—AFT R DA KR AFT
TFLr (160) KU AFTTrELY (30) 7 a—AP #
Il E RV ATT VU~ IRV T A RY BT 3 — )L (5
AL BRLTF S v~ o a T—)14000, AV B =
bk
) PUEHlIE LT TF e Redy bz s 284
3.2 BEIDMEAK
SHE (mm) )
oz - — - %Ja 8%
Lifi | F i | i =R

100 WD T 4V A

AR =Y 7HE100mg Piger g sk

Rt jxed A
#10. 6mm #95. 5mm 3. 1mm

4. HREXITHR
12148 Bt B M s

5. PEEXFIHRICEET HIE

5.1 BARRA TR RIS LV IRMEE BN B & 2 s ns-
BEICHEHATDZ L,

5.2 T17. BRIRHGE | OIHONE & B L. AFIOH IR etz
T L7 EC, BUSEE ORIREATH Z L,

6. RERUVAE
WHE, AR A F =7 & LTLH1E500mg 2 8% % N# 55,
7272 L. W3O o @ ME BEE O s O 5-E X, 1RSI
400mg & 95, 7285, BRE OIRREIZ X Y W EIET 5 A%, 1 H 1[81600mg
FCHETX D,

1. BERUBEICEET 5EE

1.1 AFNORELR ML, T17. BRHRE) OHEONEZRM LT L
T, BEOREBAINEREICL CTRIRT 52 L,

7.2 OPUEMEREEA] & OPEHICOWT, AR O ITHET L
TR,

7.3 B (71— R 3LLE) BITERAA R+ 22 ik FERIB .
AR 2D S5y T BB AN T A 20 B 7R WA 1T, 100mg
TO1H1[E1600mgE TAM AR T 2 2 LR TE S,

1.4 AREEHAZ X0 EIERDS B LIZHA I UL FOREE BB,
AFN BRI, WETPIETDZ &,

MBERDEMERICHT 2AFIDHE - KE - b HE
Al e

SF AR ERELAN L, 000/mm’ LA b K N/ SREL A3 50, 000/mm’ LA
EWC I % & THRIET 5,
PRS2 I AN [BE L7235 A0, (Bl 22 1R 3R AT &
[Al— G TEG 2 HT 5, 2@RILARRICEE Lizs
Ald, LEIE:A 100mghki: L7 ECHEY 5,
26 O MERBAEN B LA, B %R A
100mgJiitt L7z L CHBAT %,
FMBRRDEMERICHT DAFIDRE - KRS - PIEEE

EIE AL
MR IR B2, 55 LA TICEE 2 F THRIET %,
[EI# 4% 151 A 1[E1400mg T 5-% BT 5,
REEAL 4R I LANICENE LA WG AT 5 2 kT 5,

S HERE AL, 000/mm’ AT
1/ L350, 000,/mm’ ATid

I AT I —ERlEikiE
A L BR5 15

FFh7 o272 —EalaE
W ER3ELLE, B YL E A
73 RO L B2 1% 8 B OYALP
DGR TE AL FR2A A i

Behahikd s,

7 U= RO IPTFIEE T % & TRET 5, BIEEE,
LA 1[E1400mg THE 5% FBRT %,

TR LIS 0 I i i R AR EE ST | BT D E CIRIET D, [T 1T, 1T A 100mgl it L7
HEORIER G E MBI 5, BN U CBtA R 5,
) 7 L — RIINCI-CTCAE verd. 0lZ X %,

71— K 3340 T

8. EELEAMEE

8.1 IFEREEENH 5D Z L BB DD T, HEBEE., KHID2%
AR, 3» A BixllE, £72, B OREBICE U TR
EEITV, BEOREEZ 3BT 28, [1L L IBR]

8.2 BRI NH LoD Z ENHBHD T, KA S BMAR I OAH
B EHILEMMIC (BERESEYIOL s A BIZLERE, € 0%IE
Ly A4, 72, BEOREBIOS U CikRE (MEREHEE%) %
1T, BEOWREZ oI5 L, [11.1.35H1]

8.3 RIEITRENRH LN D Z ENH LD T, AAME G HIIIREZ &M
FICHIET 2%, BEOREBEZ +HICBET 528, [11. 1. 431

8. 4 MREFMICEHBRENE T4 5 2 ER3H DD T, AAIEGPARTL O
AFPe G LB RE R 21T 5 72 CIBBE OREE HICBIERT 5 2
Lo (11 1. 118

8.5 DIEENRHOLDLNEZENHHDOT, LEXRAESLOEIEREZ
795, L2152 &, [11.1.65H]

8.6 MYYE, HiMAHSbNsZENHHDOT, EHMMICMikHREE
Fhud 5%, BIEE 0275 2 &, [11.1.7, 11. 1. 85 /]

8.7 Ber-AblF v ¥ F—EHEROEGIZ L VBREFR Y A L AD
HIEHAEDNH 5DNDE 2 EBNHDHDT, KAFREITIEL - THE Y
A NVAER DA A B L, ARFIE G ANCEE 22 0@ 21T 5 2 &,
[9. 1. 4]

8.8 EBAEEBEREN S S b 2 LN 5 O T, Mg P B
FOVEHRERE 21T 2%, BlEBE o175 2 &, (1L 1 138#]

8.9 FEMED F W, ., RIIREENRHLLNDLZLNHLDT,
2O XD RBE T BB R OEIRE R A 1 O B O BEICHE R S
FRWEIFEBRIEHZ &,

9. BRENERZHITHEBICHT HERE

9.1 GHHE - BMEEEOHLEE

9.1.1 DREXIIZOBREEDHDLEE
DRENEET D2 LD D,

9.1.2 CTRHIRERDEENRIEZTDBREENHHEE
QTRIRIER 2N Z 22103 H 5,



9. 1.3 thdFB L U FxF—EHEFICIAMBOEEBHERNRES
AAERORERAONBREHR L TR ET5 2 &, AHlE &S
FTHEIIE, EEICRBBE ATV, BHERARIICEET D Z L,
AR OE L P IEOJFIN & 72> F-FIERA & RBEORWERAS R Z 5
BEnrdH s,

9. 1LABEIFX VA ILRF ¥ ) 7DEERIFEREREE HBsiRIE M.
M DOHBe A X IEHBs iR 5 1)

ARFN OGBS TG L CTFFBERE SR VA VA~ —H—D
E=H YT BT IR E BRFR T A VA DG OBGECRER
OFRBUZEZ T 5 Z & Ber-AblF 1 Lo F—PHES O 512 &
DBEFR T A LV ADFIFMHELRH Hbd Z ERnb D, [8. 15M]

9.2 BHmEERE

9.2 1 hEERITIEENEHEREETOHLHEE
BEAZET L L HIC, BEORELIVEBEIBEL, A%FF
LOREBUAHEETDHZ & AROMPRER RS2 L03h
%, [16.6. 15/7]

9.3 FriftseEERE
BEEZET DL L HIC, BEORELIVEBICBEL, A%FF
LORBUAHERETDHZ & AROMPRER LR L03h
%, [16.6.250]

9.4 ETEREEH T HF
PEURATRE 7R o PRIk LTI, ARFIEE G- R O 56 5% — E IR
WO BHEA1T S KO RET 52 L, [9.55H]

9.5 1%

PRI SFHEIR LT\ D ATREME D & 2 PRI G- Lisnw 2 &, 8
A (T v b, UVEX) ICBWTHRRER L RS TORERT
ELFRREE ORI | TSRO b, [2.2, 9. 45 ]

9.6 1237
BHLRNZ EREE LY, BHER (T v ) IZBWT, AAF
=7 FEORFD BN FICBATT D Z EBHESIN TS, F
7o, BESR (Z v b) IZBWT, HIRIREEO2. 5(ELL L ORE &
THIAERA~OEE (LR TORHARETE ., HENDEKIA F
TOATFRET, HAEROKRE K OMKEEMEORA, HEFLE% D
HAERETE) BRD b,

9.7 IMNR%F
NS A b G & LT BRRRABR I 520 L TRy,
9.8 mEnE

BEOREBABIE LN OEEICEG T 5 &, —RICAEEEN
EFLTWDZ EREWN,

10. #HEEA
AFNEFEIZCYPIM TR EN D, [16. 45 R]
10.2 #FEE (BHRISEET S L)

BEHI % FRIRIER - HE 18 71k P - feRA 1
CYP3ABRE A AFIOMAPRER LF L, BHE | Z b o 3 HF S 2

T = VRBUEEA (4 b7
af = haf =
TnaFy =i RYary
— L)

~ a7 RRUVEME (7
FVAnwAfvr, =Y RAn
~A )

HIVZ v 7 7 —EESR (U b
F ELEE)

AN BEGEE (DT T
Y LR, T8I VIR
%)
PBAH (A~ F=T AN
[z )

VA2 0 NN N I
PN =07 a=F S AL 3
T L—T T N— G
[16.7.1, 16.7.2& ]

JH D 8 B E R OV FLIE FE 8 1y
mysBENBH D DT,
CYPSABE T VE I D 72 U FF
FH~ONEEBETHZ &,
RLEGTONT 2B A
FlOWREZEE/T D &L b,
BEFOREAEEICBEL, &l
EMRBUC A DEET D Z &,

CYP3A O R 3 T M % FHL
FY D20, AFo
PR EHS D ATRE
HRH 5,

sok| B

CYP3AFEE A
Tr=hAfr, INRATEYE
PRV 4 N
Fo Tz EX—L R
BUE 2T FELYE
F7 4=, I
A ITF XY Y OEAERN
[16.7. 3% 1]

AFNO M PR AR T L AH
DHNERHIZT 5 BN
»BHDOT, CYPSAFHHEAEH D 72
W IUEFF O IRF ~ DR & 5
BT5Hz L,

Nl ONSNORE
CYP3A O {R3HE 7 % 7%
WA D0, KA M
TR EEAME T35 T RE
MR 5,

FEHI2 %

H NpHIZ S A R IE 33541
7u bR TEER (T
VTG — V)

[16.7. 4518]

FEAIER « HF D715 B« a1
AR OMAPREIME T L, AHF | 2 s OFFENEN
DHHERHITT BTN | pHE BT D720, KAl
HHOT, Ta bR THE | ORAME T L,
Fl & OPF L TTRE AR BR ¥ B | BEEDME T 92 WThE M
5Tk, N5,

1. Bl
WORWERNRH B D Z EndH DT, BEEE 5TtV BE
RO LB AITIT RS &2 P Uk+ 5 72 P e @ a21T 5 2 &,

1.1 EXGRIMEA

11.1.1 FF3¢ (0.5%) . RFHREREE (32.2%)
JF4¢, AST. ALT, y-GTP, B UL E S0 LRF-Z2 45 T RER E5
NhHLbLNDZ ERH D, [8. 1]

11.1.2 EEOTH (8.4%™)

11.1.3 BBEHNEI (43.2%)
M/ (33.9%), & (17.1%), HImERRD (8. 8%) . #FHERH
A (15.2%) . HERIERIEA (0.2%) HFARHODONDLZEDHD, [8.2
2]

11.1. 4 {KREPE (5. 0%)
DFERITE (1.6%) . M7k (4. 1%) . BhiAKE (0. 1%) . RRYMEFERE (M
FERH) SndHobndZ ENHDH, SRR EEORIN, R K
HORE PR SN HEIITEE 21k U FIRA E B 54 5%,
WY RMEEITH Z &, [8.38H]

M5 vavy, 7H7453%>— (HELRH)
TT747F%F v —%F0RBUER DN ERH D,

*11.1.6 LEE (2.3%
QTTHIRRAZE £ (0. 5%) | LoEMEh (0. 3%) . REEHR (0. 1%) . LaA4 (0. 3%) .
PaE (0.3%), LAEZE (0.1%) FEXRHHONDLZ ENRH D, [8.5
2]

11.1.7 BEERE (9. 7%)
SIHEEZE (2. 1%) . HR (1.4%) . Mg (1.0%) . JRESEG: (0. 5%) .
REIAE (0. 2%) HORYIENRH LoD Z N D, [8.68H]

11.1.8 W (2. 7%)
Mt BEREEARBD) . BB (0. 1%) . e GEEAR) . IR
(0.1%) . HERNHM (0.5%) %R BDONDZLn3b D, [8.65H]

11.1.9 Bz (0.4%)

11.1.10 FEAEHAEE (0. 1%)

11111 BFR£ (0.3%
[8. 4]

11.1.12 fEmEE (0. 2%)
BENRD LNIHEAICITE G2 PIET 5 L L bic, thofFR
AR WiANESS) & OERIZE A EiE L7- LT, MERNEEITO
L,

11.1.13 BEEARIERAEIREE (0.3%)
BN DTG AT A Pk U ) 2 s (R B
EUREEMIETRRA OR G-, BHTE) 2175 & &b, JERAEE T
LETHEEOREEZ +ICBETH L, [8.83H]

11.1.14 hEMRKIEFERARAE (Toxic Epidermal Necrolysis : TEN)
(BEARE) . FRIS*EIRARAEIREE (Stevens—JohnsonfE{REE) (BHE R

B1) . SMAIBHE (0. 4%)

1) 2 L— F3LLEORIFER
11.2 ZOHDEIER

5%L4 1 1~ 5%A 1A A
F9%5 (25.5%) . | 9B, JRHL | 95, NEANBEEROR, B | BRI &
9 B JE | MR S AL | EEFBR. IEIRMERE %K.
(7. 0%) BE,BEEAE, #E | BERZ. BRI, 2895,
JRIZ . BRI | RIBLEFS, BRI Z
% %, B, BRIk
FHbEdE, A, EfAk, F
SEREMERE, RERIBE, TV
#
M F | SERKGE, BUR, "EIR, GO
W BRTERGE | B, Rtk =2 —m T
RARAE —. RZ, RHHEEIE==
—r T AR
A, BRI
R

KR | U (8. Th)

VI,




5%LL E L~5%Ai 1%AiG BEEE R
JRYIE PPOR RIS, | RSk, Y WIS,

EEFIPS JBEESE, HH %, R

e NN | MRS SRR EV. A
Bedk, BTN, A==
R, BRI, B
W, HERE. ABCEFILE
LS FEOLIREE, 0% | DEEWEE, FEE . 0T
Wk WAL, B, SR
LA DB, DK, DR

SMHE, fE0E T PSR
1% U U SERED | I REERINE, 7 4 7Y
TN, FEFEAT BRI
DIE, 7a kv B R
SIER | FLERRDIN, INRIA |
INREEIN, 72 e v e i

[ A
kg T (T7.1%) | R, AR | RS, RIER. AN

O (37.3%) | B MBI, | M RS DRNE. . o
Hgnk (28. 0%) . | BEERACHLIR, | g, SR, gk, R
MR (22.8%) | B, HR. 0| IL. APENABEE, WHLE

[aF3 Vb A, &, M
R B W OIR IR Y M| Bk, TAT IV &
(9. 6%) FE. AV US| B Y AME, Y YA

C 7N VI R 7 N e 7N - 7N
RN U T AEN, e,
FEN MEE LS 7 WA,
7\ — g R AR
TNTI RN, 2 ) =
AT T =W, PRIRA
IV VAR G

N U S—BHN | 7T | T TR

(8. 5%) m
g 7 LT F = | BHEREREE . BUNEYIN, IR+
B, REERY | mABME, RSN, R
i SLESLE

BRI . W5 | MK F. 2 LT F Uk A
W LT F | R R, BHEE,
VIRAR X | BRI EIE

—EHiin, m
JeHea | R A
PG, R
5 s

Z it 5 (13.4%) , | (RERD . M | MR, SEPBEUE. Mo
FEEN (6.2%) . | TEIEI . A | RAE, ST S, RERIIN,
MJIE (5.3%) | 7T W | ZIFAE, S, AR
MU LDHEY | BT, WA, B Y v~ T,
P, B | Rsge, BRI
TR ., RS

14, BRLOIEE

14.1 EFIZFEFEOEE
PTPEZEDFERNIPTP Y — b 2B IRV H L CTIRAT 2 L 515855 2
L, PPy — FOBBUC LV | AHOSA S BB R A~FIA L, B
FEAE B L CHERIRREOEBERAGIHEEZ R T E83H D,

16. EWEhse

16.1 MAEeE

16.1.1 BERURERS
A A A3 18 1 B B iR ER S LTS A AI400mg, 500mg, I
600mg % A 14 HE K O E IR N5 Lz & & RANTRERL SRR
ST AR5 TCdlTIE L 720 Coan S URAUC)-413500mg F CiIA A2 JH
BEAIMZ AN Uz, EHIREE (15F B) 2B 5 BEHRE ®) 1
1.7~2.5Th o717,

B[R OB 5% DOPK/RT A — &
BB Coar” To” AUCy 2"

L N 1 R(!
(mg) #hn (ng/mL) (h) (ng * h/mL)
1HH 7 131 (23) 4.0 1503 (21)
400
150 H 5 129 (19) 4.0 2235 (10) 1.7
1HA 7 128 (18) 4.0 1617 (16)
500
150 H 4 226 (22) 4.0 3690 (26) 2.2
LEA 3 155 (29) 4.0 1692 (33)
600
15A A 2 214 (NC) 4.0 3371 (NC) 2.5

NC=Not calculated.
a) BT (CEERE)
b) kAl

c) AUCZ BB U 7= RRifR

1000
—— RAF =7 400 mg
53 -e- KA+ =7 500 mg
El ~o- KZF =7 600 mg
= P s T —%
=
~ 100
=
N
1
™
~x 10
+
B
g
1
0.00 4.00 800 1200 16.00 20.00 2400

I (hr)

H ARSI 1 B s BB LS AR 2 1 H 11R1400mg 7> & 600mg C
BH LIz E&® 054150 BIZB T 5 MUERREEHER G Em
P 72)

16.2 RN

16.2. 1 $aABINA AT RASEY T+«
KAENDHS I SA FT A T E VT 41 334% Th - 72" GHEAT—
4)e

16.2.2 BEDFE
TR R 242 A AKI400mg 2 7 1@ A A — N—IKIZ KV ZERERE X TR
BHEIREOELE L™, A% OCuM& CAUCITZEERFIZ R L TEh
i, LERCL M5 TH-1=Y GHEAT—4),

16.3 o
B A ARS8 B 6 ) 95 AR TV AR A1 500mg 2 A 14 BA B 1
Bl LTz & & 0 BT O R RIZEHIRI45T0LTH - 122,
AF|OE MSER S R FEERITin vitroTI4%, MK OMEEER A
Dex vivoTIBhTH Y, PEIKE LRI -T2,

16. 4 {38
In vitrof Rin vivoikBR LV | AFNIEIITF R E =T D, AHA
400mg X 1%500mg % HiEI )L E R 5-4%™ o & b i o FFAHY
TR 7 mufs (M2) ROWEA FufE (M5) CThH, V4%
FA R M6) 1 XD T 0 Th -7, M5 PR RIIARA]D25% T
M2IE19% Td -7z, I 5 D3O DNREY DOFENEIAFIOSULL T TH
olz, PRI TIIM R OREMAERTFAE LT, B MFI s r Yy —
ML Bin vitrodkBR LD . AREIONBH G- 2 E 720 RO HHE
FIICYPIMTH - 757 GHEAT—%), [10. ZR]

16.5 HEtt
FERER A B BN C TR L7 AK 2 e NG Lo e &, &
54%9H £ TIo, G HSTHED 4. 6%ANEIN S v, B5-HURREDIL. 3%
DT, 3. 20% 23 SR IS HEIE S AL 7z, fERER AN AH 2 B [E1#E 0 4%
B L&, RPICHE SN2 RERITE S BEORNTH > 72
HEAT—4),

16.6 HENDEREZHFTHEE

16.6. 1 BHEEERE
EHgREREE (BE . 7 LTI =02 VT T A (CrCL) 51~80mL/min
PATF, A : CrCL 30~50mL/minkk T, B : CrCL 30mL/minzAi)
Z AT 5 PR 2601 K OMRERE B BR 8151 | A 200mg 2 £ 14 HA B 1
Pelj U7z, el o OVERJ O BB RERE 5 2 7 5 BB DO AUCIEZ
NEI, FERERBRE | L L 35% & O60% B U7z, BRIE o B aERT
EEAAT DHRE ONCIIEL LTz, 7o, BHsfEmELZ 4
DB Dt o TIEHER RS L P L T2 GMEAT—4),
[9.2. 1]

16.6.2 FFiREIEERHE
fEbgREREE (REE : Child-PughsyJHA., 55 @ Child-Pughsy4EB,
HJE : Child-Pugh/HC) %A ¥ 2B 1815k OMEREBR# 9511
AF200mg & 1% BAAIRE 0 3% 5- L7200 AFHIDCpanlZChi 1d-Pugh /348
A, B, RUCOHSE TENZI, 142%, 9%, K OB2% EF L. AUC
1X125%, 100%K% 091% E5F- L7z, £7=, ek E %243 2955
It MERERBRE L LIER LY GHEAT—4%), [9.328]]



16.7 EMMEE/ER

16.7.1 ¥ ra+yJy—u
R A 2462 AAKI100mg 2 7 1 A A — N—IKIZ KV B SE 7 B
= —400mg 5 H BIRER G & OO CHEIZEERE S L7,
AKFNEr b aF =V EPERRE Lz e &, B ER L N K
FDC oo B AUCHS Z ALEIS. 205 B O 6F5H8M L 721 GHEAT —
%), [10. 28]

16.7.2 7FLEZR Y +
R A 20612 AAKI500mg 2 7 1 A A — N—iKIZ K Y B SET 7
LEZ M2bngd OHFH CHEIRERE LI AL T LE s
MO G Uiz & & B SR & B AREIDCo o AUCH
NENLSER UM LY GEAT—5), [10.28R]

16.7.3 U227 EYY
TREERR A 24611 ARFKI500mg % 7 v A A — R—yEIC L 0 BRSUR Y 7
7 BT 600mg 6 HEES & O THIEIZH%ESE Lz, A
FlL V77 o B G L b &, BUMPBELR & e AH
O Coax . AUCHS 2 U2 86% J R94%TH D> L 7= REATF— %),
[10. 25 7]

16.7.4 5> F5J—1L
RN 24512 AHKN400mg 2 7 1 AA—/N—{RIZ LD . B3 T >
V7T = 60mg 2 HRIREEY & OFFF THIBIZE RS L,
BHNE T T TV E AR Uiz b & BB GRE & s R
B D C o e AUCHS T2 H046% K U26%TBD L 721 BHEAT — %),
[10. 22 17]

16.7.5 ZDih
AHFNEP-HE S X2 (P-gp) . FLHEMIMES 237 (BCRP) ORE TH
V. P-gp, HHEAFFH 2 ~F 2 AR—Z— (0CT) 1% UMK DBCRP
ZRHELE (in vitroikBr) V),

1) AHN OGRS vtz K OV L A 1EI500mg k1 H 1[E400mg (1% OB LR F
BEVE A OHA) ORERAEETH 5,

17. BRERAkIE

17.1 BRURLEICET 288

17.1.1 BN EMEHER
H1%E O OIS BN A MEERET (53661 12, AAFI400mg X
I3 ~F =7400mg % 1 A 1EIRE O G Lz, BEFHIEE TH H120
AWER OG5 FRARFHIREEM MMR) I TO LB THY, A4~
F = TR B ARKIREOEEAE S RGE X 72 (20164E8 A 11H 7 —
21y NAET),

AHIEE A~=F=T
i 246 241
MMR® Rk 4l 116 89
MMR” 2 [95%(ZHAXM] (%) 47.2 [40.9, 53.4] 36.9 [30.8, 43.0]

v R [96%ERIRI] ©
pfE (it -0 0.010
a) FHAMIXIS: : b2a2 XIxb3a2 DS FEY) A 3 % Ph@ M B ML (1 MR B (48761)
b) MMR : ABLOD = E"—$733000Lk AR &, 2> DM i HP OBCR-ABLIE A b AV HE L S e —
AT A AEDO. IS TFIE T
EAEZEN D T RFDSokal A =2 7 K UMtk TR B L L 7=Cochran-Mantel-Haensze l fii7E L ¥ #i
H
A EKHER 0. 025

7o, KHIREO LR S 5126861 0. 250451 (93.3%) (ZBIVEM

(BRI R 25T 2580 bz, ZOXARBWERIL FHi176/4

(65. 7%) . FEL820 (30.6%) . ALT 5764 (28.4%) % Tdh-7-19,
17.1.2 ENE IHEHER

WIFE O OB B A IEEET (6061) 12, AHKI400mgE 1

A1ERE DS Uz, EEEME A TH 5125 HFEROMRY 2 [90%

{EHEX ] 1355. 0% [44.4, 65.6] ThH -7z,

F iz, BRI SE60%5 . 5961 (98.3%) IZRIEA (FRRHRE

EEREEET) BNRD LN, O FEREIER I #5261 (86. 7%) .

ALT 53331 (55.0%), AST L5287 (46.7%) SCTH o717,

a) FFlixI4RI%, b2a2 X ixb3a2 DHEGPEY) % 473 % Ph+ 18P itk 1 i s i3

b) ABLO 71 B —4A33000 LA LA Y & 4u, > > A A 1 H1 OBCR-ABLER 5 & L AT S A7~
— AT A DO, 1%L FIZIE T

1.547 [1.072,2.233]

c

d

17.1.3 ENE I/ THEHER
DT 7 — B FSICHGUESUI AR ORI/ AT/
PRI S BEE (P R E T (O ARHI500mg 2 1 A 1EIRE 0
H LTz, ZEEHEHE Th DA ~ F = 7P SUTRINE D12 M
T Y O M B A B & L7 AR DR G- BilkE) 5241 FTD
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M=A~F=7 DA=FH¥F=7 N==uF=7

MCyR (HRRZ AR TENR) - COyR GRUAEEHR A TE R TIMR) & PCyR GRIRSEHR ¥ 43 A7)
W5 % & e,

CCyR : Ph+4y ¢ A < 1%

PCyR : Ph+4y 2 f 48] 1%~ 35%

T2, MR gHEIe3 s, 6361 (100%) ([CEIVEM (FRRHRE
ERFEZET) BRI, O E2EIVER X TH55 (93. 7%)
F&B304] (47.6%) . ALT L5244 (38.1%) ZThH->7-?,
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M=o ~F =7, DA=FH%F=7 N==nF=7
MCyR (HHRREAR AR R EMR) : COyR GRUFLEAR AR SE R AR & PCyR GRERQIEAR 7 H%h 43 BLfift)
W5 2ET,
CCyR : Ph+4y ¢ A < 1%
PCyR = Ph+4y 2L i1 A 1%~ 35%
OHR (XA MR RO FLAR) « CHR (MR 5ERTAT) . NEL (Ffii OFEL: L) | 18HE~0
[F a7 e OV (i B B i & B o,
Fo, BRMEFHIR G570, 56041 (98.2%) IZEIVER (BRI
EEREFEEZET) BREO b, £ OFE2EIER I T #4534 (79. 5%) |
ELL23TH] (41.6%), WEM:1966] (34.4%) ZThH-7=1%,
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18.2 EBHR
RAF=F1L, in vitroll BT, BCR-ABLEWE &G FED & Mg
P BEME (95 SRR (KUS12, K562, Meg—01, Lama 84} TRKCL22)
DG A HE Uiz, £z, K62HIlakZ L TR L7 X — R~ U &
IZRBWT, RAF =T EEIZ X0 IEEHE B & O o
TEENBD LTz,

19. B AICET SBEIEEMMER

— TR : RATF =T /KFH (Bosutinib Hydrate)

b4+ 4-[(2, 4-Dichloro-5-methoxyphenyl) amino] -6-methoxy-7-
[3-(4-methylpiperazin-1-y1) propyloxy]quinoline—3-
carbonitrile monohydrate

53 F2 ¢ CogllagCloNs05 * Ho0

5yf-H : 548.46
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lictsE (logD) : 3.1 (pH7. 4, 1-F 2 & /2 —/L/K)
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