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1. B
- =R

AL, BRRARICTOMETE SERBHRICE VT, ElaaEE
[BEOARICH L THIRH - BREFOEMDL & T, FF|
DEENET EHHENDEFICOVTOAEETEHI L, F
f=. RENZ &k HBEFARICEKILL . BEERITEZOREICHEDIMER
VRREZ+SICHAL. REERTHLREZRMIET &,

2. B2 (ROBHIZIFEELEWNIE)
2.1 RFIO RSt ViBOE OREERED & % BE
2.2 MR SR LT B ATREMED 3 % 4o [9. 55 7]

3. #ARK - MK
3.1 8/
W5ed Ry =2 U 7 §E100mg
I 15EH
HA RAF =7 KF103. 40mg (R AF =7 & L T100mg)
fEmtL = ZaARN A=A F Y UL RKY FF
TFL (160) HUAFvTrELy (30) 7V a—n® K
WA ERATFT Y VEEY TRV A RY BT b a—)L (5
A | BETFZ .~ v T—04000, FL | RS
U 1S
) PRI LT T F e ey ML U284
3.2 HEIDMEIR
S (mm) Bl
o3 . o775
b | FE | a—F

100 HEDT 4V A

R 2 ) 75100 - s
Ra )7 6100mg Plizer | =—F 2 7%

F3E fRe JEE
#910. 6mm #95. 5mm #93. 1mm

*4, HEEXIETHHR
el e =ik e

5. MENTIHRICEET HTE
5.1 Y AE LB A FRAEIC X 0 IBPEBHEE A MmE & 2l Sz
BEIHEATSZ L,
*5.2 [17. BRIRAAR ) DHOWNEZ I L, REIOF MR OVZ LM%
T U7z BT, SR OBRE(TO Z &,

*6. RERUVA=E
WE. RACIIR A F =7 L LTLH 1E500mg % %% 0% 545,
772 L, I3 OB o ME B A iR O5E X, eS8
400mg & 95, 228, B OIREBIC X 0 B EIEET 5 23, 1H 1[E600mg
TR TE S,

1. AERURAZEICEET 5EE
*7.1 A OREROHEZ, T17. BREEE OEONEREZ R Lz -
T, BREORECHTEFBIIS U CEIRTHZ &,
7.2 L OFEEMEEER & OOFFIZOWT, AR O Ak LT L
'(1,\73:1,\0
*7.3 EEZ (ZL— RP3LLE) BWER 22 < |+ 72 il H%h &
FRRE AR RN R U TR RN R 3 2 & L7 W 5501, 100mg
J 01 H 1EI600mg £ TAAIZ I ET L5 Z LN TE 5L,
*7. 4 AFIB G L0 BITERASRBL L7 5ICIT LT O HEE 23510 |
AN BRI, BRI IET D L,

MZRRDOEMERIZH T 2AFIDHE - KZE - b H#E

RITER ALTE
L AR ERECAS L, 000/mm’ LA _F J OV MBS 7350, 000/mmn” X
FlCEET S E TIRET S,
KSR 20 BILANIZ B8 L7255 A0, [ #4133 &
[ — G- h TG 2 T 5, 20EELARRIC[EE Lo
A%, 1l % 100mgiiit L= ECTHBT %,
IS O MERREAEN I LA, B % LA A&
100mgiiH: L7= ECTHBIT 5,

FMAEROBMERIZHT HAFKIDRE - K - PIERE
R filis

M IEH i PR O2. 55 LU FIC I 5 & TIRET 2,
[E8 %% 131 A 1[m1400mg T 5- % FBE 3 2,
IR AR NI EE L 22w a &G 2 hik3 5,

LFFERER A3, 000/mm’ A i
1/ MR350, 000/mm’ il

F b T A7 IS —E Rk E
LIRS

F T A7 IS —ERMERE
HAE RIRSMELLE, B vl
PR IE B BR2 A B URALP
PN B T PR Rl

BehafiET 5,

7 L— R I FICEE S % £ TR 5, BE%RI
1 H 1[E1400mg TH 5-% HBRT %,

ERR LIS 0 F M e T S S | A S O %, (B 1 1 & 100mg it L 72
HEORIER TG AFERT 5, MBI U TR R~ RIS,
) 7 L— RIINCI-CTCAE verd. 0lZ X %,

7 L— N 33340 T

8. EELEARMIEE

8.1 TFHEREREENH DN D Z BB D DT, BHLER. HAIID2%
AR, 34 H BixlE, 7o, BEORIEIE U CHF¥IER
EEITV, BEOREEZHSCBETDZ &, [11L 1 12H]]

8.2 BHEPIHI NS LoD Z ENHBD T, AAMHE G BAART L OAH
BEPITEHNIC RE5RA%RR D1, HMITZLAERE, £0%iT
1y A4, £, BEOREIOS U Tigha (MERREES) %
T, BEOREEZ+2ICBIET 528, [11. 135 H]

8.3 RIEITENH L bND Z ENHDHD T, AEIFG PILAREZ E
FICHIET 2%, BEOREBE+SICBIET 52 &, [11. 1. 43 H]

8. 4 MEFEICEHEEDNE T I 5 Z L B3 H 5 DT, KA E-BIIEHT KL
A G LB SRER A 21T D e CREOREEZ+OICBIET 5 2
L, [11.1.11B8]

8.5 DEENRHLDLNDZ ENHDHDT, LEMBESCHEERE A
1795, BlEx+m3cdT5 2 &, [11.1.63H]

8.6 MYYE, HMAH HbdZ ENHDHDOT, EHHC MR %
FEiT 5%, BEE+5ICTH 2 &, [11.1.7, 11 1.8 ]

8.7 Ber-AblF 1 v > % F—EEAIOHEGIZ L VBRIFR AV AD
FHEHERNH HbND Z ERH D DT, ARFR G > TR Y
ANVAEROF A TR L, AFE SR EE RN E LTS 2 L,
[9. 1. 4]

8.8 EIEABERIH N H b d Z LR DO T, mMiEHEMRERYE
K OVEBRERA 21T 5%, BBE 01475 2 &, [11. 1 138 M]

8.9 HEWEDE W, 7, HAEEENRHLDONDZ LBHDDT,
O XD AT BB B OEIREER 2 0 O B OB EICE R S
TRV EHITEESEDLZ &,

9. RENERZEZHT HBEICHTHEE

9.1 GHHE - BMEEZFOHHESE

9. 1.1 DREXIZOBEEDHHEE
DRENEET D05 D,

9. 1.2 (THIRERD BTN IFZDREENHHEE
QTFIRIEREAE Z 28200 D D,



9.1.3 D F oL v F—EHEBRICTAMBDEHEHERNRES
ﬁﬁ‘]ﬁ‘fﬁ?%ﬂ)ﬁ HWERONEEZMR L THHEET L8, ARlE#S
T HEICIE, HEICRRBIEZITO. BERRBLICEET 22 L,
ﬁﬁ?ﬁf&éﬁéﬂ)é&fﬁfﬂt@ﬁl K &g o 7-RIVER & D BIER N Z 2
BENWBH D,

9. 14BEFXVAILRE v ) 7DEHITEEFRLEE (HBsulRIZ M.
M DOHBeh A X IEHBsHu ik &)

AFN O 5B a1 3HkfE L TSR AR VA VA~ —H1—D
=4 ‘/7“%??5 72 & BRIRFLE 7 A L A D! iﬂ:mﬁﬁ@fﬁ
DFBUEETH Z & Ber-AblF 1 3 o X F—PHEH OB 512

OBBIATHR U A NV ADTHEHALR S B b Z L3 D, [8. 7’5%]

9.2 BHEEEEEE

9.2.1 WEEXIIEENEHEBETOHLEE
WEEZBETLHL LI, BEOREBE LVEEICHEL, BESF
LOFBU DR T D Ly AROMPREN LRI 5205
5, [16.6.150]

9.3 FHaEEEEE
WEEZBETLHL LI, BEOREBLE LVEEICHEL, BESF
LOFEBN 53 /I:%"s“é J: AFIOMPHEEN L5208 H
5, [16.6.250]

9.4 £REREEHT HE
PENRATRE 72 2 VIS ) U TiE . ARAKIE G- R O B B-1% — E I I
WO A1T ) Lo fET 52 L, [9.68H]

9.5 114
TEd ATIENR LTV D ATHEME D & 5 eI i3 5- L7 o
R (T v b, U¥¥) |

Lo B
’k’b ‘Tﬁ.ﬁfﬂﬂ%ﬁi LAELUT OB T

BB IRB OB, aEEEREO b, [2.2, 9. 45 ]
*9. 6 23R
I LN EREE LY, BER (T ) BT, RAF

=T XIFEORE DA FITBATT D 2 e nEESL TV D, F
7o, BER (Z v b)) IZBWT, BRBEERO2. 55 FORFERE
THAER~ORE LR TORHAIRET, HENDAEKLI E
TOEMFRIET, HAROERE L CEEEINEORD . BEFLEZ O
HARET %) @R bz,

9.7 IMNR
IR A g b LTzl

9.8 EHE
BEOREZBR LN LEBEICRETHZ L,
KFLTWDZ EBZN,

RERBRIE SN LT 7Ruy,

— I A BB RE A

10. #8E{EF
AANLEICCYPIM TRE# SN D, [16. 45 ]
10.2 GHRERE (BHRICSERT A L)
A4 E FRIRIER - HEE 71k B - fa R F
CYP3ABH A AROMAPEEN L7 L, @E | 2 & o A % »
T = VRBEEA] (1 T | O R BUEE K OVERE FE 231 | CYP3A O RS M & BH
aFY = Aty =L | MTABEARL DO T, | ETHD, AHOIM
TnaF Y= RY SV | CYPIALEMEM ORI | PREER L5 2 aTRE
— V) HHR~ORBEEBET DL, | Md D,
~r7nuFA RREME (7 | R E ST T 2BBICEA
ZVra~vA vy, =) A0 | FIOERESETLE L BT,

A ) BHRORELEEICBZEL, #
HIVZ m 77 —EEA (U b | ARSI aEET S 2 L.
FELE)

TN B (DALFT

YA, T IV

i)

PRAR (S ~F =T A n

T %)

TFLER b, b7 g U

A, vTmTOXH %
T =TT N— G
[16.7.1, 16.7.2% 1]

CYP3AFE A

AFNOMPREIMET L, AF | 2 b o A% R

Trx= by, ANRTEE

Y VT V7T

Fo T NS R

A T ELUYE

BT 4=, = hTEY %
A FTA XY Y UGHRMS
[16. 7. 3%:M]

DOHEEP I T D BT
»BHDOT, CYPIANFHHENEM D72
WIIEFIWVEEF A~ DR E
BTnzL,

CYP3A O R 1 M % 3
B 5720, AF oM
TR MR 9 AE
PR DB,

PSR FRPRIER - FEE 71k BT - fERRIA T
T PHIZSE B & B E 454 AFNOMPFREAET L, &K | Zh b OFAERHTN
Tu b RCTHEER (T2 | OBNERBEII T LB END | pHEHIT S0, KA
VT T = V) HHOT, Fu bR FIRE | OWIAET L, g
[16.7. 45 H] Fl & OOF I ATRE AR BR 0 BT | BREE DMK R 5 TREM:
LTk, N b,

1. Bl¥ER
YKUDEIJ{’EFHﬁZ’?)Bth)’kﬁ?%ZD@T“ BeE+oidro, B
RO BNTHAIITHR G 2P IET 5 78 ST R AE 21T Z &,
1.1 EX7I aaIH’FFFI
#1111 BF% (0.5%) . FFHREREE (32. 2%)
JF%&. AST, ALT, y-GTP, BV L E 2D R %05 IFHEREm S
BHLLNDZERH D, [8. 15H]
*11.1.2 EEOTH (8. 4%™)
*11.1.3 BRG] (43.2%)
g (33.9%) . & (17.1%) . F Bk (8. 8%) . 4 ERDE
A (15.2%) . FERIEKIEA (0.2%) FERH DD ENHDH, [8.2
2]
*11.1.4 (K&RETE (5. 0%)
DRI (1.6%) . Mavk (4. 1%) . MiiZKAE (0. 1%) . REEMHFAE (4
JEARH) fr?ﬁ&;%bﬂé’ &ﬁi‘&)éo F8 CASENENR: L)) I SE
frd);ﬁ%ﬁm?@f‘oht T 2 ik U RIRB & 53 5 %,
WY R AUE ZITH 2 &, [8. 35
1M.1.5 2avy, 7HF7453F2— GHERH)
TFH7 4 7% —EERRBIENRS bNEZ L R’H 5,

i1.1.6 DEE (2.3%)

QTHIFRAER: (0. 5%) | LoFEHAHE) (0. 3%)  AHEAR (0. 1%) L LAR4E (0. 3%) .
POLE (0. 3%) , LFFREIE (0.1%) FEDRHLDOND I LNRH D, [8.5
Z ]

*11.1.7 BEREE (9. 7%)

BUHEEZE (2.1%) . %‘ﬂ%& (1.4%) . fifige (1.0%) . PRE&EEY: (0.5%) .
HUMSE (0. 2%) SDEYYENRH b bd Z ENH D, [8.651R]

*11.1.8 W (2. 7%)

P BEREARBR) . FAGHIM (0. 1%) . FEHM (BEEERT) . AR HIm
(0. 1%) . eI (0.5%) EXRHHONDZ ERNH D, [8.65H]

*11.1.9 B2 (0.4%)

*11.1.10 BB MMEE (0. 1%)

1111 BFRE (0.3%)

[8. 4214 ]

*11.1.12 s mEiE (0 2”/)
HENROONTHAICZIEGEPIETHE L DI
K. MfiARESE) L‘@ﬁﬁi}”ﬂw
&,

*11.1.13 Higﬁﬁﬁrﬂiﬁ (0. 3%)

FENRO SN BTG 2 Pk U le) 2 Qv (CEE iR,
E‘?m@ﬁmﬁ(ﬁfﬁfﬁl®?§5\ FTATE) 2170 L L biT, SERAEE T
DETHREOREZ THICBIRTHZ L, [8.88R]

*11.1.14 thEMRFIETRAAE (Toxic Epidermal Necrolysis : TEN)

(BEFEARTH) . KRISHEIEAREIZEE (Stevens-JohnsonfEfEEE) (BEER

). SMHEE (0. 4%)
) 7 b— R3LL EOREIER
*11.2 ZOHOREIER

. fodEE (K
Wiz S L 7= 1T, 1@@]&%@%’?5

5%L4 1~ B%Aii 1A
K B FI5 (25.5%) . FOFEE | M5, BUMHE. S| 5. HALEEMERIE,
(7. 0%) . OFLBE, BLBE, | B EABRE, FRRMEE

RS, BRI | R BERYE, BLRGRIB
W5, HWMEFRS, BR
RZVEWRIS ., BN R
D LA, QB
@ik, FRIEGR, &
HALBE, TV

FEIERD E L, ORI | SEROE, B, VIR, A
S ARIRE GREE, Rifitk=a2—n
PRF = AL R
W= a—mNF— w
PEMS A EUMEREERE, D

k| RRrRRER S (8. 7%)

IR
TEs VI, R




HiE] K O B 55 DPK/ T A — 4

5%LA L 1~5%A 1A
5. RS, BRI,
A
K R R IAEAR R, [FHATED F
M, RS, A =
T/, B PLEET
JE, EUS, MR, R
LRSES IR RIS, ik 1 ENRTER 6 7 R
MR AR AR, FPR, SR
IR P15 TS /1 NN ¢ 3
WIAMIAE, 8RR PSR
AHE
iR U L SERI IFREERIIE, Z7 4 7Y
IR, FEEE
ERBUVE, 7m hrE
URFHER . A EREEIN,
INRJED . INREEAN, 7=
[P At
LRGeS T (T7.1%) . LD | GERL, THIERR. E | WHILER, RER. 0N
(37.3%) . WEm: (28.0%) ., | ¥BMZI . NS AR B | ek, FTE FRGE E
i (22. 8%) &, . Hg. 0| g, nigk. thE %,
% ZUT, PPN EBEEE, TH
BB A, T, @i
1fn.
| FARIBGR (9. 6%) &Y vEmIE, 7Y | Bk, 7T IR,
U LB vy | EA ) T AE, Y
PN 2% BN 7 N O/ SV VN
2N Al VRN Vi
R, IR E, L
DN AR 2
Do EARD, TAT
UM, 2 AT
7 —Bwb. HAREN
ARG 5T
TP U R—EHIM (8. 5%) 73T —EHm 7T —ERE
i 7 LT F =R, | BEERERTE . BUNRIIN, R
PRIEHS M PR M DR SRR
IR S
K AR BIfG . WA, 7 | (IR, 2 LT F ok
VT F R ARF | RRXF LR, B
VRN, M | 3B, AR EE
SR, B A,
K SN R i)
¥ Z oA W (13.4%) . B | RERED. M, K | MR, EYEEUE, KK
(6.2%) . MEJRE (5.3%) |, A 7T | ORIE, EEHK, KE
. ESE LDHHIAN, | H9AN. ZTHE. S,
P45, B T AR, ST, WL,
B v~ T, Mgt
HpAp, BT, B

14, ERALOIE

14.1 ERIZMFEFEOER
PTPELEEDFEANIPTP L — b G HD H LU TIRH T 2 L 28835 2
&o PTPY — R ORERKIC L D | BV S S BRI~ L, T
IFEALEB I U CHRIAREOEE LR GMEL T 283H D,

*16. ZEYEHRE

16.1 MmAiEeE

1&L1$@&U&EF$
H AR NS M8 M B A 5 S 172 A AKI400mg, 500mg, I
600mg % £ &E@&U}ifﬁﬁu BB Uiz & &  RANTHERL AN
S AV AR CCp kT L72g Coan L OPAUC 541 3600mg F Cra H
BEIMT NN U, EHIREE (15H B) 1230 2 BEEHRE ®) |
1L.7~2.5Tdh-7="?,

=N a) b) a)

izi R N (n(;“;;L) T&T) mZU-C W) K
1AA 7 131 (23) 4.0 1503 (21)

100 15H F 5 129 (19) 4.0 2235 (10) 1.7
1AA 7 128 (18) 4.0 1617 (16)

o0 15HH 4 226 (22) 4.0 3690 (26) 2.2
1HHE 3 155 (29) 4.0 1692 (33)

o0 15HH 2 214 (NC) 4.0 3371 (NC) 2.5

NC=Not calculated.

a) M (EBRE)
b) HfE

) AUCH BRI L7 BHREKL

1000
—— FAF =7 400 mg
3 -e- KZF =7 500 mg
£ o RZAF =7 600 mg
>
)
~ 100
i
=
N
1
N
x 10
i+
&
g
1
0.00 4.00 800 12.00 16.00 20.00 2400
IEH] (hr)

A A S 0 B M 1 i B LS AR 2 1 1E1400mg 7> 5 600mg T
Bh Ll &% o 54150 BICHT 5 METREHER Gl
IR )

16.2 IRUR

16.2.1 #ERMNL A TRASEY T«
KFNDHRIEINASA FT _A T YT 41 334% T - 72" GHEAT —
2o

16.2.2 BEDFE
FRERRE AR AN 24 B ARAN400mg & 7 v A F— N —JEIZ X 0 | ZEIER TR
BHEERE ARG LY, BB OC,, L UAUCITZEMERIC i L TR
i, LERCLAETH-1Y GHEAT—%),

16.3 %
H A NS PR IS P B PE B 75 B TS AHII500me % £ 1% FAIENRE O
&Ett&%@E#H@Aﬁ@ﬁiiﬂﬁ%ﬂmﬁ%ot”
AKHID v Mg 2 R FEE I in vitroT4%, K OMEREK A
Dex vivoTIBNTH V) . MEEITIKIE LD o727,

16. 4 {x3
In vitrofe OVin vivoikBR X 0 | AFNIFITFCTR#MEZIT 5, KA
400mg 3 Z500mg & HAA XA 5™ O & b il o FZAHY
IEEALAIRL 7 Uk (M2) ROW-B A F vk (M5) TH v, VA%
P A R (M6) 1 ZDT T oz, MO IR R IAA| D25% T
M2IX19% TH o7z, TN 5 D3 DD DIFIEITIAAI DL T Th
STz, FHITIEEICMS L ORELERFIE LTz, & MFI 7Y —

P X B in vitroidR L 0 . AKFIORFHHIEI G- 5 E 2233

FIFICYPIMTH 57257 GHEAT—4), [10. B]

16.5 HEttt
TR A BIE6 BN CCREER L 7= AR A IR O B E Lz & &
H49H £ T, G HURHED 4. 6% A S v, $ 5 I REDIL. 3%
DSHEHIT, 3. 29%28 R IS HEE S iz, BEERERR IS ARA & BRI O #%
B L&, RPICHEE SRR HREG RO TH - 72Y
HEANT—4),



16.6 BENEREHTHEE

16.6. 1 BiepEfE=EE
EHSREREE (BE 2 LT F =02 U7 5 A (CrCL) 51~80mL/min
AR, HZEE : CrCL 30~50mL/minkk T, BEEE : CrCL 30mL/minASi)
AT D BB 2645 S OMAERE L BR A 8151112 ASF200mg 2 A 14 F[A10% 1
Pl L7, e i e OVER T O RIS 5 2 A B IR DAUCIE 7
NI, BERERRSR A 1T il U35% &% O60%_ B 5 U7z, BRI OB hER
EEATHWERE OACITEL Lo Te, £, BHEREREE 243
BYIRE Dt TR RS & HE LTV GHEAT—4),
[9.2. 121]

16.6.2 FTisaEfE=EE
JFEERERE S (BRI : Child-Pugh/yJHA, H5E¥ : Child-Pugh/y¥EB.
HEE : Child-Pugh/yJHC) % A7 2 B 1861 & OMEREHE B 9B
AF200mg & 1% BAERR A8 5. U712, AHI0DC,, 1 LChild-Pughsy ¥
A, B, RUCO#ERE TENEI, 142%, 99%, KOB2% E5- L, AUC
13125%, 100%&% O91% E5- Uiz, £72. FFEREREL A 2958 ©
1t MERERERE L 0 HIERE L7720 GEAT—%), [9.3%0]

16.7 E¥HEEER

16.7.1 ¥ taFvJy—
FREERR A 24012 A 100mg % 7 vt A A — _R—{EI2 L0 B34 b
2J ) —L400mg 5 H R E R G & OO THREIZE SRS L=,
AANEr ha Tl = EFRRE Li b &, B SRE L N A
FODCoy S RUCHSZ 5. 25 S U8, 65N L 721V (SME AT —
%), [10. 28]

16.7.2 7FLER Y
FREERE A 20012 AF500mg & 7 vt A A — _R—{EIZ L) BT T S
L X M26ng & O THEIRHZES LI, ARlE 7 FLres v
NEQFREE Lz & &, B R L I ARAIOC,, S CAUCH &
NENL SRR OB L 722 (SEAT—%), [10.28]]

16.7.3 U727 YEYY
FREERR A 240512 AF500mg % 7 vt A A — _R—{EIC L0 B RY 7
7T 600mg 6HMKERE L O CHEIRKZES L-, A
FlL V77 B 0P EES Lz b &, HMBER L S AH
D Cop S AUCIA Z N Z 86U K DRA%IT A L 7= SEAT—4),
[10. 22 18]

16.7.4 SoYFS5J—)L
BEHERR A 24012 AH400mg % 27 1 A A — N—RIC XY | BT v
V5 —60mg 2 H RIS & OffH CHREIZEERE S LD,
AHNE T T T VRS Uiz b & BB G L S A
FNDCo S DAUCHN Z 1L ZTLA6% 2 D26%T8D L 7= (SAEAT— ),
[10. 2]

c) MEAEZAEY [HTREDSokal A 2 7 KO TRERIE L 7zCochran-Mantel-Haensze lH7E & ¥ Fi
H

d) AE/KIET0. 025
F 7o, RABEOR MR 5126851 7, 25041 (93.3%) ZEIEM
(BRI 2 5 de) 2330 bz, O ERpIERIZ #1766
(65. 7%) . L8201 (30.6%) . ALT_E5-7641 (28.4%) ZTH-7-19,

*17.1.2 ENE THHRR
YIFEDABPER OB L BENE (1 s EET (6061) 12, AHI400mg %1
AlEREO&S U, FEHHE A TH 5125 A RESLOMRY 2 [90%
{EREX ] 13565. 0% [44.4, 65.6] TH-olz,
£, BRIl GEI60H . 5961 (98.3%) (CRIMEA (HFEMRAE
R 25T DD bz, O EZRFENWEM L FHI524 (86. 7%)
ALT 5335 (55.0%) . AST_E5-28%1 (46.7%) & Tdh-7=1",
a) APflfixi5iE, b2a2 X (Eb3a2DURG EEN) & A T 2 Ph+ 18P E Bk s B
b) ABLO = & —#733000 2% Lt & A, 232 AA i o OBCR-ABLIR G- e L 2R (L S v Fz
— AT A AEDO. 1%L FITIET

17.1.3 ENE 1/ D858
D F 1 2 F - — R IE S EHME IR A ORI/ BATH/
APERRA IR S BE M (O P R (2. ARHI500mg A 1 A LI 1
B LT, FEMMEER Th DA ~F =7 ITHHE TR O
BB O MR R & L ARKI DR BRIAD 524 E TD
RERE R AR TR (MCYR) M OS5 RIR M B H D pRAR L LA T
DEBY THoT,

i ﬁﬁ;i; HITAIE D BUEPE i %Tﬂggg
1B ™ HEHUME I RIA | 24308 % TORFMCYR (13 05/'27;
zgzig il HHMESUIARIRE | 2438 £ T o RFMCyR (432/ 79)%

M=A~F =7, DA=FH¥F=7 N==nF=7

MCyR (HERE R AR R FLAR) : COyR GRISEHRERISE R TIMR) & PCyR GRIRRIEHR 2 H0 43 FLAR)
W5 & ET,

CCyR : Ph+4yZr I << 1%

PCyR : Ph+4yZ4rb 1w 1%~ 35%

F7, ARl gEIes . 63651 (100%) \CEITEM (R
R 25T 38D BTz, O ERFIWEM X FRISHE (93. 7%) .
FB30M5 (47.6%) . ALT L5244 (38.1%) ZEThH->7-7,
17.1.4 58 1/ THERR

DT v oo % F—BRHESI B UE SO IR OB/ AT H/
VRIS L HB IS BEE B s BT 12, AHKI500mg 21 H 1[EIRE O
5 LT, FEFHMEER TH DA ~F =7 HEhitE @ MR B
PGP BT & kPG & U 7o AR 0 P - Br AR 2418 R 45 O AT BB F ) R
FifE (MCyR) M OE-RIVREHMIEEE H ORAHIELL T O L B0 Th o7z,

16.7.5 20t P I b,
_ R o AT VAT A R
KANEP-HE5 2 37 (P-gp) . SLERTHIES > /<2 (BCRP) DILE T ekl fitaR | HERORIGHE
0 Pgp, ATHEN F A | T AH—F — (0CT) 1L OTLAF DBCRP Epitt zaowR | 50
ZFE L (in vitrosklR) ', b 30. 0%
VE) A OAR S R OSBRI A 1EI500mg 31 H LEl400mg (§156 AP A R 24X OMCYR (24/80)
ffivE A M OBE) OREROKRETH D,
ehit 243 TORADCKR (f;sg
17, BERRAAE | RO o
17.1 MRS HCET 2HE o ENEA 2438 % T D BFEMCYR (11/‘43)
*17.1.1 @5 FE MAARER — . S — 26. 9%
. 36 (1 i E TOREM
HIFE DI R B 11 T R (5361) (0. AHI400mg X o - R
A ~ F =7 400mg % 1 A LIRS N8 5 L7, EBFEE A T 5125 RO riE | amEcormon |
A BSOS TRABFHIORER OMR) RIZLTFOLEY THY, A~ ;M&iji BBIPESULRTRE | 24l E CORBMGR | (/)
F = TR T D ARAIRE O ERE S RFE S U7z (2016458 H 11 H 7 —
By hFT). W | mEEEREE | sEEcoRmoR | o
AR A~ F=T R B ED
RO | . I 13,3
e 246 241 iy | VRIS | ASHETORMOR g g
Rb) s 5
VR ) L16 89 I HEHME RTINS | ASEE TORROIR 36. 4%
MMR” =R [95%(ZHEIXH] (%) 47.2 [40.9, 53.4] 36.9 [30.8, 43.0] L (12/33)
Iy R [95%F K] .547 [1.072,2. 233 Mg T 5 Nie WETORH 18. 5%
o R [95%{EHEIX 4] 1 [ ] (NI HDA) HEHUMESUIARMIZ | 4838 % TORRIOHR (5/27)

pfE (A @ 0.010
a) FHIxI%: : b2a2 X 1Tb3a2 DG PE A A7 % Ph+ M B0 1 fp iR (48741)
b) MMR : ABLOD =t E"—4$4/33000 L4 HARH &A1, A RA if - (OBCR-ABLEA G- Bk AMEHE b X L 7= —
AT A B0 1B TFIAL T

M=A~F =7, DA=FH¥F=7 N==nF=7

MCYR GRtHBARE0 KBLAR) « COyR (AR M52 R RMR) & PCYR GRRARIEHR 0 53 v %)
W5 % e,

CCyR : Ph+4yZr I << 1%

PCyR : Ph+4yZ4rb 1w 1%~ 35%



OHR (&MY MR IR AR) « CHR (ML FHI5E %M . NEL (MR OFEL7: L) | 18 M~
17 B ON LI - OB FE i i e o T,
F o, MM SEI5706 . 56001 (98. 2%) (CEIER (EEAR
BIERE 2 ET0) B bz, ZOE2RIER I T 1453641 (79. 5%) |

L2376 (41, 6%) . WRH19661 (34.4%) “&THo7-9,

E) BRRRRBR CIE, ST oh BT OCHUIT & 0 M 1EBRAL Stz

18.

EE

18.1 fERA%E
RAF =71, AblRUSreF v ¥ F—PiEEHET L LI
X U | BCR-ABLENG BABF 5 VE DG O ¥FE 2 I35 L B 2 b LD,
18.2 HMEBHR
RAF=FVL, in vitroll BT, BOR-ABLEVE B InFI5ED B ME
PEEBEME A L9 FSRAMERK (KUS12, K562, Meg—01, Lama 84 2 TXKCL22)
O ALE LTz, F7o. Ks62Milatks K TR L7 X — K~ A

Iz

BWT, RAF =T EEIC LV IEEHEFEMEERN X OCAEFEHHE O

IER DT b,

19.

AR ICEAT HELFEHMR

— RN FR : RAF =7 KFH (Bosutinib Hydrate)
k54 4-[ (2, 4-Dichloro—-5-methoxyphenyl) amino] -6-methoxy-7-
[3-(4-methylpiperazin-1-y1)propyloxy]quinoline-3-

carbonitrile monohydrate

23 F 2 1 CogHagCLN;05 + Hy0

57 : 548. 46

PEIK - RSIT R A~ EBEOM K TH D,
AEEY A F VA NVEF Y RIZHETT <, =& 7 —b (99.5) I
RRETIELL, TE =PRI, AZ 7 —MZEFIZ< L, KT
FE A EET R,

b

H4C.

N

&N\/\/O Ny
H3C\omCN “H,0
(0}

Sy EC (logD) : 3.1 (pH7. 4. 1-F 27 & ) —//K)

*21.

22.

*23.
iy
2)
3)
4)
5)
6)
7)

8)

9)

BN
EI Y X7 B AR ED b, WUNIEET A Z &,
a%
504 [106& (PTP) X5]

FEH

Nakaseko C,et al. : Int J Hematol.2015; 101 (2) : 154-164

FEPNERE - BN T/ TAHRER (B187100775%) (2014459 A 26 H

KFR, CTD2.7.6.17) [L20140908169]

FENEEL : A AT AT U7 38R (B1871044735R)
[L20150903011]

FENERE + B BiA & 7o B o AR (2014489 A 26 A 7k

%, CTD2.7.6.2.1) [L20140908174]

FENERE - A 28y FEGEER (2014429 H 26 A 7KGE,

CTD2. 6. 4. 4. 2) [L20140908179]

FENEEL - in vitrofRHEER (20144F9 H 26 H 7GR,

CTD2.6.2.2.2, 2.6.4.5.2, 2.7.2.3.5.1) [L20140908183]

NG : in vivofCHRRER (2014429 H 26 H 7&KFR,

CTD2.6.2.2.2, 2.6.4.5.1, 2.7.2.2.2.1) [L20140908184]

FENEERL : [MC] AR TF =7 il 53U (2014489 A 26 A 7k

8, CTD2.7.2.2.2.6, 2.7.6.6) [L20140908185]

FENE R BB RERE AR I 3R (2014429 H 26 H 7K

%, CTD2.7.6.10) [L20140908173]

TR - BT RERE R I T 23R (20144F9 A 26 H 7k

10)

7. CTD2.7.6.9) [1.20140908172]

1)

12)

13)

14)

15)

16)

17
18)

~

24.

FERNEEE 7 b)Yy =L E ORI RER (2014489 H 26

HAGE, CTD2.7.6.11) [L20140908175]
HNEE : 7L E X v k& O EAEH R
[L20150526227]
ENEE V77 B e ORI AR (201449 H 26
H7AGE, CTD2.7.6.12) [L20140908176]

HWNER : T2 7T — v ORMBEAERRR (2014459 H
26 H7&38, CTD2. 7. 6. 13) [L20140908177]
FENER : in vitrolEFEmEER (2014479 H 26 H #GE,
CTD2.6.4.3.1) [L20140908178]
TR VESNEIAEERER  (B1871053/AV0017KR)

TR ENE THERER (B187104835h)

FENER VMBS T/ TAEERER (B187100636k) (201449 H 26 H
FA&FR, CTD2.7.6.18)

XEERERVBLEDE L

7 7 A PRt

Pfizer Connect/ AT 4 H)b« f T F A—T 3
T151-8589  HUEHEBIEA KA & AR3-22-7

TEL 0120-664-467

26.

HERFTREF

26.1 BLEERSETT
7 7 A4 P—EAatt

H

AR KA 2 R3-22-T7

®FRGRAE



