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ADM Adriamycin : 7 PV 7~ 4 PV

ALL acute lymphoblastic leukemia : ZPEY ¥ 7 SPEE IR

Al-P alkaline phosphatase : 7L A VKA T 7 4 —¥

ALT alanine aminotransferase : 77 =73/ N7V AT 27 —¥

APDso action potential duration at 50% of repolarization : 50% T3 B 0D 3% Bl &6 v F5Agc BE 5]

APDw action potential duration at 90% of repolarization : 90% P53 B 0D 3if B B v $5f5e B

APTT activated partial thromboplastin time : WGPELER b2 v K75 2 F VKRR

AST aspartate aminotransferase : 7 A/ 3FF¥ VBT I ) VTV AT 2T —F

ATP adenosine triphosphate : 77 / ¥~ =V Vg

AUC area under the concentration-time curve : I A i BRERS AR T ok

AUC 0o area under the concentratiqn—time curve from time zero extrapolated to infinity : 0 B[
7 & MERRIER & ¢ oD IR g Bl T v ok

AUC o area under the plasma c.onceintrationavs \time curve from timqizerjo to last time of
measurable concentration : 0 WF[iH] 4> & FA%HIE AT BEIF [ F T D MG H iR g T ik

AUCns area under the concentratiqn—time curve from time zero extrapolated to infinity : 0 FFfH
7 & MERRIER & ¢ oD IMUE R ph T i ok

AUC area under the concentration-time curve in 1 dosing interval : 1 #5124 72 O DI AEH
P AR T IR

BCR-ABL |a protein tyrosine kinase : #2 ¥ v ¥+ —YEHD

BID twice aday : 1 H 2 [nl

BMI body mass index : KA REFEEL

BNP brain natriuretic peptide : 5 b ) 7 AFJRRT F §

BSA body surface area : {&Z i f&

c¢CCyR confirmed complete cytogenetic response : MEE U 7=l a3z F 0 58 42 6 i

CCDS Company Core Data Sheet : 8EHET -4 — |

CCyR complete cytogenetic response : MHEELF 1) 58 4 E i

CHR complete hematologic response : IMLAEZZRY5E 4T fif

CHO Chinese hamster ovary cell : F v f =— X4 2 & =PI

CK creatine kinase : 7L 7F U FF— ¥

CL/F apparent clearance of orally administered doses : AT D2 ) 75 v 2

Crax maximal concentration @ Ffs LA IRIE

CML Chronic Myelogenous Leukemia : &5 4 1 15

CNS central nervous system : FPAXAIREE R

CPK creatine phosphokinase : 7L 7F Y - R AFxFF -+

CRP C-reactive protein : C IeMEH

CTCAE common terminology criteria for adverse events : 45 29+ 5 M3 FH B L UE

CYP cytochrome P450 : 5+t 7 17 — 4 P450

CyR cytogenetic response : Ml & {5520 fiF

ECG electrocardiogram : ‘L7E[X

ECOG Eastern Cooperative Oncology Group : KIE B ¥R HERE R akER 7' L — 7

EU European Union : MRMNHES

FDA Food and Drug Administration : JKE 5 [Z3E 5 a

G-CSF granulocyte colony-stimulating factor : JERER 2 v = — il 4 A 1

GLP good laboratory practice : RIS O L2 1Z B $ 5 JERG R AR 0O F2hiE 0D FEHE

v -GTP v -Glutamyl TransPeptidase : # VY7L X IN TV ARTF 4 —¥

hERG human ether-a-go-go related gene : IKr D% 7 2= 3T %232 — F4 3851

ICa drug concentration needed to inhibit cell growth by 50% versus control : MM % X HH

FEDL A D 50% FHE 92 D12 B 2 YIRS
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ICH International Conference on Harmonization : HK EU [ 3 il B AIE R 23

Ky %g;ﬁrapid component of the cardiac delayed rectifier potassium current : ‘D@D K

ILS increasing lifespan : A AR ZE R

Lck log cell kill : BHlla B # RSBl (U RO F5HE)

LDH Lactate Dehydrogenase : FLIRIK/KREE SR

MaHR major hematologic response : Il¥E2#M) major FLfF

MCyR major cytogenetic response : MIEEILFM major i

MDR1 multidrug resistance gene 1 : ZHIMMEEET 1

MedDRA Medical Dictionary for Regulatory Activities Terminology : [EIFR[ESEHEE

MiHR minor hematologic response : L% /) minor T fi#

MMR major molecular response : 73 - EIRH) major E i

MTD maximum tolerated dose : H KM &

NCLCTC %ational Cancer Institute — Common Toxicity Criteria : JKEIENIEMFZEAT - Bk

ND not detectable : A fRH

NEL no evidence of leukemia @ IMLIE=Z )50 53 B 17

NR non-remission : JEELfR

OECD Organization of Economic Cooperation and Development : #5317 1 FH FEHEHE

OHR overall hematological response : L&~ Ta %

(ON) overall survival : 2417

PCyR partial cytogenetic response : MIFEEZ I 7) F fif

PDGFp platelet-derived growth factor : Ifil./JN EH K38 hf X+

P-gp P-glycoprotein : P & H

Ph+ALL Philadelphia chroemosome positive acute lymphoblastic leukemia : 7 4 T FIL 7 4 7 Y4
IRBERE ) V7 SR I

PPK population pharmacokinetics : RHERIHRYH)RE

QD once aday : 1 H 1[H]

QT the interva'l between\ the beginnir}g of the Q—wa\{e and the end of the T-wave on an
electrocardiogram : ‘DEX| LD Q IEDORMEL? & T DK H D F TOMIME

QTec corrected Q to T wave interval on electrocardiogram : ffiil. QT [k

QTCcF cor{'ected QtoT wave#interval on electrocardiogram Fridericia's formula : Fridericia
DORATHIIE L 72 QT [k

RH Relative Humidity : M E

RQ-PCR real time quantitative PCR : V) 7)1 % {4 4% & PCR

SCID severe combined immunodeficiency (pertaining to mice) : EHIEAS RIZEARIE (w7 2)

SRC a protein tyrosine kinase : F 2 ¥ VFF —HEEHDOOED

Tz plasma elimination half life : YHZe3- Ik

TID 3 times a day : 1 H 3 [n]

TKIs tyrosine kinase inhibitors : 1 ¥ ¥ & ) — FRHEIE

T maximum drug concentration time : ¢ 5 L H IR 215 B R

UGT Uridine‘ diphoiphate—glucgrono\;y]transferase enzymes : V) VUV VKRAT z— b=
s )NV ENT VAT 2T -

VEGF vascular endothelial growth factor : I N K EIX T

Vz/F apparent volume of distribution at elimination phase : W72} D53 A &
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LY F =T ARKHYNISHEHOEE L Fus vy FF—¥/FF—+¥ 773 — (BCR-
ABL. SRC7 73V —%J—+, ¢-KIT. EPH (7)) A2% &K UPDGF (Ifilz)\
MRHSRBERER 1) B2 HK) 1S BATPOMS S &5 S S HE T A EHEA LT
370y —YHERTH S, KFIZHNTE, FHF= T KN EH IR TEL
TEHEETHA7) LI 8E20mg. [AFES0mgA 2009412 Ei &, B TITEME
BEVE R . FERSULHEEEMED 7 4 5 T 7 4 7R 2 ) v SYEE U DA
FEEE LTI TS,

£ F=7§E20mg [BMSH] | [A§E50mg [BMSH] (—f%% : £9F =7 KH#)
3 TVAML -4V =X 274 THRASH P EGERFELTOBE 2T ) L IL g
20mg. 50mg JFHE, WRIIAI R OBUE /5 i - BOES 25, 2 N hE]—DA —I 74 X
FePx )zl LT TVAMNL - 2AY =2 274 TGRSt B 264-11H
21HSE AT 1121 5525 1 2 D ZORGEHEE A 17T, 2023F-8 I KGR A HUF L 7=,

11 27 £ )LiEBristol Myers Squibb Holdings Ireland Unlimited Company D $kRGHE T4,



I. BIZEICATSHIEE

2. Bmo
i 2

&4 F = 73S PEEREE A (CML) RO 747 70 74 7 Je@ Rty oo

PEAIE (Ph+ALL) OWREIK &2 3 BCR-ABLF 2y V& > — ¥ % [HE § 3 By i

W 7% 5y FRERRIEIRSE T H 5 .

(1) #4%F=713EBCR-ABLO A %564, SRC773IV—FF—+¥ (SRC, LCK,
YES, FYN) . ¢-KIT. EPH(=7VY) A2 EAR KO PDGE (Il Kk 345
K+) B 25 %EHET 3 (1C=0.2~28nM. in vitro) . (45E )

(2) &4 F = TIZABLF F— X AL O ARFEVER (BASEAY) ST ARGE IS+ 5L
Zzoh, 72, W (BN ARG IZE A TAZEREIN TS (in
vitro) . (45. 46 ELZHY)

B) A Y F =TI HDOA v F = TIHEABLF F— Y FAA VERD B,
T315IF D 18FHFHDOZE R ICx U, MlefEEEH 246 LT\ 3 (in vitro) . (49
HZH)

(4) ¥ D EFIC M LIZ K 92 [EIB L R RR RS AR S ¢, F2EEHliEE T
b 5125 HEIANOHEE U 7= e B8 758 2% (cCCyR [confirmed
complete cytogenetic response] : 28HLL EDEIBE T 20 %i L TCCyR & fifi7d)
KIZL Y F=TREGHETT76.8% (199%1/259%1) THO ., A v F =T R 5HD66.2%

(172151/7260%1) IZ R L . SEHFRNCH RISEWERTH 72 (p=0.0067,
Hasford 227 TR H|L7-2Cochran-Mantel-Haenszelih & W THE) . (27~29
HZH)

(5) #13E DA PEIAC M LI 4% Bl B [RI R AR S8 MAHRABR I Fo T $25- HM AtR o
BRI Majoréfif (MMR) I3 44 F =7 e 58 52.1% (135151725931
THD., A7 F =T He5#£033.8% (88111/26011) (ZHbi L. #iatFHICHEICE
WIESRTH 572 (p=0.000023, Hasford 227 ThEHIL72Cochran-Mantel-
Haenszeliix FHOTHE) o (27~29EHZ )

(6) #7115 D& EHA C M LISk -3 % 5] B3 [ B PR 28 A RABR I W1 T e CCyR XKUY
MMRIZEE T2 TOMMIL, 49 F =TGR TA~vF =T GRS MG
EINCAH B2 (p<0.0001. Hasford 22 7 TR BIL7zlog rank test. &E
{5% 6 BAZI#HT) o 7 ds. c CCyRENE B M O rhYLfEid &4 5 = 7 #5485 (199151)
TIsH A F =TGR (1776) T5.6 %5 H Th -7z, HIZMMRENE B O
JLfEi3 s =7 Be5-f (13501) T6.35H. A~ F =7 ¢ 5.4 (88f5l) TI.2»HT
b7z, (27~29EHZH)

(7) Y F =7 D1IH1EI100mgf% 512 k0., 4~ F =TI IEMIHCMLESE 12
UT, HHERRDENT-, (24~26. 35. 36EHZH)
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I. #IRICRITSHIEE

(8) #4F =7 D1H70mg 1H2[MEHE512kD, 4~ F = TP OBITHI X IX 2k
HACMILAE O R ST B EOPh+ALLEFZ I/ LT, AR N,
(15~18.20~24. 33. 34, 36 Z:H)

(O FEAZEIWE & U, AREIIHI, i O - SRR T il dARAs i) |
PR (k. TiKIE, (O, A, ESMPESE) . RGYE, WHE
PEATERE, S AR fe I . D REIXIQT LR, DA A, DFMZE, SPEHE R
By IEIIRPEAG  IMLHEAE A 8 T B, (T2~7THZS )

3. "HmoD AU E R L
HENZRFE
4. BEERAIC BRI 39, i
Bx EHLRZ1 >
88 L T BEER 51 %

RMP

TRERE o) 2o mIMUEDE Ll 2 cu B vk
SO HEAEE A A F 5 £

R R A

BB EE

5. BFREHRU (1) EERFRMA
sl - ERED  &AELAV
HlPRER1E
(2)7nE-EH LOFIREIR
A% LW

6. RMP Ol &% L aw

6. HERUHE
(8B A MmwR)
(1) 181458
SE R AICIZE S F =T EUTIHLEIL00mg A& 1 543,
2k JBEOIRIEIZ L0 T4 3 550 1H1M140meE CHE R T3,
Q) BATHAN IS 2 MHA
R AIZIZE B F =7 U TLI70me % L H 2[R £ 545,
¥, BEOIRIEIZXDE T RN 52, 11H190mgZ 1 H2[RlE THET& 5,
(BREIHBEDT1ST IV T« T L BRGNS E M)
RIS F =TT 70mgZ 1 H2[E 1% 5975,
7k, B OIREIZ XD B ISk 4525, 110190mg% 1 H2ME TH & T3,
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I. JAICEETSDIEHE

1. BR5ER
2. — iz

3. BEIX &
T

4. HFRRU
HTR

5. {t%#%

(8%i%) X

PN =]

(1)#0%&
A F =7 §E20mg [BMSH]
& F =7 §50mg [ BMSH]

(2)3F%

Dasatinib Tablets 20mg [BMSH |
Dasatinib Tablets 50mg [BMSH ]

(3) BAFDER

AT [PFR17H9 H 22 H SR A 85709220015 | (25

(1)#0%& (8a%i%)
&4 F = 7K (JAN)

(2)7F4 (fnfE)
Dasatinib Hydrate (JAN)

() AT L
FaLvFF—EA YL — tinib

CH _~_-OH
Wi T -
ey

!
Cl NYN

CHs

PFI: CHaCIN-0:S - H:0
SFE:488.01 (A )
506.02 (—AKF1%)

A LTz,

{EZ44: N-(2-Chloro-6-methylphenyl)-2- ({6-[4-(2-hydroxyethyl) piperazin-1-yl]-

2-methylpyrimidin-4-ylfamino)-1,3-thiazole-5-carboxamide monohydrate

(IUPAC)



0. JAICEETSIER

6. BA&. fl&. &ULaw

iS. 5E5&S



. B3HTICEITDIEE

1. 2R ()58 - 1K

2. BT D
BERMGTIC
HBIIBREME

HE~ M EHEORR
(2)75fF %

BIRVEIR O AF L2 FF T FNENN-VAFILTE T IR >200mg/mL &
W9 <, &=L (99.5) 12132.2mg/mL & AT 12<<, A&i2130.06mg/mL
EIREAETRET W,

(3) %
25°C/95%RH/2415#]. 40°C/75%RH/6 » H DS M T, Wttt %R
S,

(ADER (DFER) . HR. BER
HI125°C THlmAKL BRE L A & 2%, BAYIIKI285C TR 2.

(5) BRI E FREETELN
254+ 4C CHEBNMEMEEIZED KD 724 7 = 7 KM O 1 5EE BE3.1
(pKai). 6.8 (pKaz) % 1°10.9 (pKas) TH -~ 7=,

(6) D EFREN
1- 7 27 = )V /EMHEIZ F6 1 B UE 25 £4C TO R Z R 7z L |
pH1.2, pH6.0 X U'pHI.0 TOIFHLEREL (Do/w) %, ZNZN5.41 X107, 215K
U1698THh -7z,

(7) ZDDEFRIMEE
L
HERIEH RIESEHE RIFREE RTFEAR HER
fégﬁﬁ 25°C/60%RH QEEE | 1.3.6.9.12.18. 2451
IESEE | 40°C/75%RH K | 1.3.62)

/uEzllfg 50C 7?’:‘}@%& 1. 377H \ V@J‘ﬂ@%ﬁ‘f‘é
. e Sy—L BEALATRD A=
EE% EEE | 40°C/75%RH i 1.3.6x = °
gﬁ ;‘;* vy—l

w|IEAT/ | 25°C BT 4H

L2518 "

WiEmEH IR, &R JHRWE. Koy, Barbr. BERXERT
FRREETA P74V TORENZEEERICHYE T2 BIREE LT120/71x - he RORESEA RS = AL F -2 LT
200 W * hr/m2) .



M. B3IICETSIEHE

3. BT D fEsRElBRIE
FEEREHERE. SN Z X P VIER XA o~ b 7T T 4 =12k SRR & OfR
EEE FiiFE O o

T=E
Whhkrva~s25 7 4 —



V. RAICETSHIEE

1. #lIfZ (1 EIFZDXA
T4 LT — MR
(2)HENDOHER XU MK
CT MR | eh s | Ba 5 8
59 7 = 75 20mg [BMSH] | |12~ PR iz s 5 6mm | 250 (1) =

b = I~ O | 1 5 10.9mm| 3.6
#9727 50mg (BMSH ™ i 5 | 207 omg| 2 (T2

(3)&RII— K~
& EnlmEl
&4 F = 7§ 20mg [BMSH]| BIN{H
A4 F =7 §E 50mg [BMSH | BlNéH

(4)&F DYt
AR L

(5)ZDfth
BA= AR

2. EAEIDFER (B3RS CEERMD) DEERTRIME

k744 &4 F = 7§E 20mg [BMSH]| &Y F = 7§ 50mg [BMSH]
1 g2+ 1829
EE 2 %) A4 F =7 20mg ZHF =7 50mg
(#4F =7 KA E LT 20.7mg) (4 F =7 KM E LT 51.8mg)

FUHERAP, Sl a—2, sazx s ixa—2F ) oA eRaFr7TabL
WAl | krae—2, A7 7 ) VBTS2 oL, vyaxa—2, BLkFxy, R)TFL
V7)) a—=)L 400

(RQ)EREEFDERE
AR E L

(#E
AR AR



V. ®RAICEITSHIEH

3. AMITBEERD  ZALAw
HRUEE

4. 1 OB AL

5. BATHAIEEMD 0.2% 2# A 2 Atz &
HDIHE

6. HEIDHE FHF =7 320m e BMSH] ., #F=7%¢50m g BMSHJ &, &3 M ATV &L 3
FETICBIFD 20mgl OATVELVES0MgD T —V FAL ARV 2372 DT, et ikihize KL

TEM TRV Z R ERBRIE. FMORI RZ il kL 72,
REBREE | RESRHE | REVE RTFHARE fER
. 1.2.3.6.9.12.15, L SpEs
# 25C/ TV ZH— FUAIE 253 ~67H (RIAGR ek BR) 3x14H
SR T 18,20 U3 ) TSP L 5%RAIL 2 LI L
; AT L C300H | DI FARD LA, LU, 2O Ik
] - C S SIMES (e otz
PSERE | Joobn | e 1.2.3.65f A5 % 8705
mE | soc | 20T 112340 3T o=,
ES
e | 20/ [sar (123060, A3 5%BEMIL , Z AU RO OIS F 2532
& phird; 3 60%RH B ik 124A DOENIZLITHIZLISRRD O N 5T,
| smgE | 40T/ =L | 1.3 641 LyHE TR A 2% ML, ZAUFOBEE O
B2 | 7T5%RH | PRIk T THFEDSNI=DATH =,
A S
BKAT/ | 25T b |48 FUTHL TR Tz,
LRI "

WiEEH : MEIR. &R SERWE. Ko, BOrir,. BRXHR AT
FRBEVEAA N T4 Y TRENEDERITHY T2 (REE & UT120 5]x - he R OHSEEMH = 3 v ¥ - L LT
200 W - hr/m2) .

7. REERUEE ROBERRANC D=, 58 L Au

BOREM
8. A DESE(L MEHERANCD =, BE L aw
(WBE{E2HE L)
9. Attt VBN IRE S YAE NIRRTV, R ko e = SN R = g A8

RERE © Triton X-100% 7RH0 U 72 pH4. OB R a5 /e 1000mL. 4543600z

1088 88 (DIRILELSE - 98, NELEREEE - SECHT DR
AR L




V. RAICETSHIEH

(2) 8%
(Z#HF=7§20mg [BMSH] )
308¢ [108¢ (PTP) X3]
(#4F=7§50mg [BMSH] )
308 (1088 (PTP) X3]

() FlREE
L s

(4)82:zDE
AVIE =L/ KRG =) F Yy AHWEZT ) 24 — 4k

T1RBRIREE  KNVPRE L
ENBHEME

12. Z0fth AUk E L
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V. BAEICETSIAR

1. ZHEXFZDR

2. FHEEN [EFERIC
FhEYDFER

3. BiERUHAE

4. TEEX 3R
OlgtE& A mm
OBRNIBEAMEDT«IT IV I« T R EHBIERIEY >/ R MR

5. RPEEX ISR ICEHET 238

(%hEESL@)

5.1 [17. BRI | OEDONE ZZFIL  AAN DA 0 e O 2t &+ CFRfR L 72 1T ot
IBBFHDOBEIREITHTE,

(e B B A mR)

2 FE AR UTEIE TR I BB REVE AR E B - B I 3528,

5.3 A~ F =T PO M B P B AR A4 A BRIZ A F =T IR A

F5y RO RNBEEEEINT 528,

(BZ3%)

(%haEEH@)

5.1 KFNDONEE AT RIF[V-5. IR | OIHIZELERL T 247 3 D18 1% 1]
CML A~ F=7HW,HiEDCML K UPh+ALLEFZ ARG RLEL -4 Y F =T D
PRERER A A FE SRR B S T B Zen 5 I B E DR IROBEOTEZELTEE
#HL7z,

(B MERMR)

5.2 KFNOHERIZH7z->TE, HENHERRE ISEZ T REICK->TCMLOZ
Wit EL COBZENMEEEZ R E L,

5.3 AvF TP EDOCMLEFIZHENTUI AT F =TI RA 127 U EENE
DIsWVEFE N R LUK BN T 40 F =T DR 5IZK2H RO
REMENARDEN TNBIENSHELI=,

() AENRUREDEES

6. AERUHE
(BB REMER MR)
(1) 181458
WL R AZIZE Y F =T LU TIHLEI100mg& #2114 545,
Bk, BEOREBIZXOE T 52, 1H110140mgF TH & TE 5,
(2) B ITHA (S 24
LR AITIEE S F =T ELTLRI70mgA 1 H2 R % 5975,
ks, BEOIRREIZ LD T 53, 110190mg# 1 H2[0 E T & T& 5,
(BRXIIHEARMEDT1 TV T1T7EEHGERME) /A MR)
JHHE L ANIIZE Y F =7 LU 70mgE 1H2[EER 8 5975,
Lk, BEOIREIZKDE T 525, 1[E90mg% 1 H2[E E THE TX S,
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V.

aEICRAd SIEH

4. BiENUHREIIC
BhEYT SR

(R)FENURAZDRTERE - Rl

(IBMEE8EMEAMLR)

(1) 1814 HB

FEl A RS AR AR (C A180-0315A%k) D2 THIIZ &5 =750, 70 X U'90m g1 H2[0] #%
GBI 70mg 1 H2[M % 5-CHEAES N THD S HICMLIZ R 2 [E A H 5
P EIE50mgl H2M% 5 B B 90mg 1 H2[M 4% G- L% S Qv — )5 i/ ©
L WD EE RSB A FH R 70m g1 H201#% 5., B EE90m g1 H2 [0 #¢ 5-CTh 7225, i
S} B TAHEABR (C A180-034545%) DAERICHE DL FHEDOZE HEHEEA 2T, K
FHY:- s AG & 100mg 1 H1 M 5, B S F140mg1H1 B 5 AL H I 722
& EI B RERER (CA180-1385RER) K& USHA A% & b 7= 18 M M IS P 8 1 1 L s
BFEE N REL7-EBE R E ST RRER (CA180-056:858) 25 &b, [@H . R AIZIZS
YF =T LU TIHIH100mgZ #1595, k. BE OWREICXDEH IR TS
23 1H10140mgE CTH{E T& 5, | L ELT,

(IBMEEEEMEAILR)

(2)BATHA IS 21 1A

(BREXIHAEMD T STV I T L EHBEaM )/ MEEIR)

WA B 58 W K OV A3 S R R AR TRt E N 7270mg 1 H2 Bl ¢ 5-
THLNTHD, HANEFI T, ENCA180-03 13 ERIZFH Wy TI90megl H2[m % 5%
TORBEMENEONTNBZE, 72, 1/ TlE100mg 1 H2$% 5-F TO R B A KR
NTCNB2, HAR AN TIRIH2[EHE 5321230 T 1E90m g8 7 5 H it O FH R Bk A S
BN TNENIE,S I EIFOR KEELTI0mgl H2M% 54 8% E L7,

7. BERVHEICEET 238

7.1 AFIOM - FRIL, [17. IR OEONEEIHIL | T, BHOIRRER L B m
IS GEIRT AL,

7.2 DB LGS I O DF N DO T AR RO M T LT,

7.3 BERIC KD AFIARIE, P U3 b3 23558023 BITEFHOSRER ., EEE FI2nUT

LITOR#aAE R §THILE,
7.31 MBEROREIEALIRS BRI OEE81.11.1.158]
PREE I OYR AR B/ 1R % P
PSSR BEME S | AP ERE<1,000/mm? | O&FHERE,000/mm3 L _E K O IME 50,000/ mm3 L, _FiZ[m]
I (CML) XiZ (G RAEAQ N SN
(®ImHE1IHL R I/ $2<50,000/mm? | @1H1[E1100mg TR %R 5.
100mg) O/ EA25,000/mm3% T 8155, FF O AP R 7H B A48
Z7C1,000/mm3% T\l 5723540 ONERD, 2/ HO R Bk
1H1M180mg CiEE % FHHH 3 5. 3 E D FEIR L, #1176 D1E M
CMLHEE TIZ1H1I150mg CHARA ML A~ F =7 IS8 AR
+ 03 AR BENEO I MEVHHCMLE S gk 549145,
BATIHCML, 2 | i ERE<500/mm3 | @ MLERIE A A3 MR B L QOB A fifERR (R RfEE I 334 4)

CMLXIZ747 7 )74

Xix

BN

TREREEEE) Y | v E<10,000/mm? | @A IUEIZ B L 22035 A& AFFEREL,000/mm3 A & UL/
7 S I H%20,000/mm3 LA LI Al{E 42 TR 3,

(Ph+ALL) ®@11A170mgZ 1H2[0 CiEERE R4 5.,

(F1ml & 1A 70mg% OFEFBILZGAITE. ONFED, 2BIHOFEBIREIE1[RI50mg%
1H2[a]) 1H2[8], 3EI O FEBHE1A40mgk 1 H 20 CERAE BB 5.,

G®HIFIZBEE S 255513, 1I0190me4 1H 2[RI & TO %5 jE
5,

1 AU T BH OB IRIEIC O3 ERL D 28 5-5illi GR1H) 255 14HE TR E kG 7= R OB ALl
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V. BAEICETSIAR

5. BRARRE

7.3.2 FMARRDEIERAE RS B DERE

CML X745 774
T ARG R
2 SR AL

PR K O A B O ERE 55

1S E A | VR334 OZV—F1LL N UZNR=ZFA N 0{E 5 TIREE S 3,

17 (CML) @1H11RI80mg CiEFA B35,

(F1al 1 H LA @M ORICENEM (F'L—F33X134) AR LIZEA X IO

100mg) PEHICMLIEH TIZOANRD, TH1F50mg TR & H L. A~
F = TNBRA A3 G BAEED MM CMLIEE TR
HjeL T G544 5,

FATHICML, 2EH | 21—F3334 OZL—F1EL T UIR—2ZF74 N [O{E$ 2 TR#ES 5,

@1M150mg7 1H2[ETIHEFAE 1B 5.
O URCREIER (7L—R3Xid4) BFRBIL35A12E, FHlE LT
#5925,

(Ph+ALL)
(WM& 1M 70me%
1H2[m)

Z'L—RIENCI-CTCIZHEL B,
7.4 BEOREMWEZEMAFZEL C TSRS T25 481, [6. B AU E ITE->T 18
P AP G PP T 11 140mgE C. FE AT IS M 6 1 1 IA0RS L S0 O 1 e
PR XA T 477 747 G ARG E ) > WA IR T 1 MI90meE THE 3528
MTES,
FRIRAESTL 35S
A1 AL S U TR, e g E R R AR S O A

(BZ3H)

7.1 KAOME KO EIX[V-5. FERBAE | OBIZECEL T2 RO HICML,
A2 F =T ESHIMEDOCML K U'Ph+ALL R H &5t R & U7 iR AR BRI A A S 23
INTBZEnE, HE K OHERIROEEOREZEL TRELTZ,

7.2 PR L ORI DWW TR AR K ORI S oz
WEXELZ,

7.3 RMERNCRD ABIEIRIE . b3 5155 0 5k

7.3.1 MBERDEIER

iR R L2 30 C LB BEPI NI E USRI KO PR BE Ch 722 en 5,
EERFRBRIZ W T BRE L 72K SE IR OIS AR E LU MIRR O RIE
ZBHL T BIRISAT S MR A (AP EREL I/ M) 2 S E ISR B D #E S
HAFET AR E LT,

7.3.2 EMABERDEIEA

BRR AR ER O I N 7= 5 HEA 2812 - OIR RIS K00 B ik & U C HH i 3
EATOTENTELIIIIREL,

7.4 RIRDHEATU 72355 M OAKR RO P 507 ThneHB LN AL B
ERRMAZEL ETAEMHICMLTIZ1R140mgE T, BATHICML. 21
CMLIIPh+ALL T, 1M90mgZ CHIE gL L 7=,

FHF=7§E20mg BMSH ], ¥4 F=7§¢50mg | BMSH | IZER IR AERZ L TV
2w, BER SABRIC B S At dkid, e 38 (A7) L 8E20mg B Y A7) L $E50me) D
AVFE1—T+—2%5E LT,
(DERRT—9 v —

YL W

13



V. BEICETDIEH

x MARFH. MIEEFHRV S FEEFRFHMEEAE

MR HY B AR
MARFHERILTOIRBICEELHFZREZABRBL LU 5E ICHZBREEETE S 5,
TEHEHCML
M&Fa5ELER (CHR) FRERE A S e o> _EFRAELL T

M/ N E A3 450,000/ mm3 A i

AR S HFER UL R B BEER A G2 2

AR OB ik & % B BEER D35 % A i
AN LA D AT HEFEERH320 % A it

JHFIEE R R O 2 o, AT L & 5B 2R

BT 24 EICMLE U'Ph+ALL

Overall &= HE#E (OHR) MR ML FHMERE R S UEE oD _FRRAELL T
Major & fi% TOA T i IHAEREH31,000/mms3EL_F
(MaHR) (CHR) I/ MR EA3100,000/mms3 Bl
ARG I TR AT BEER A SR 20
HREPOLUFERAB%LL T

AR O AlER & 5 BEERD A H35 %A i
RAH MO UFHEFEERHI20% A i
I K B O 2 2500 | 57 LA 2 AR 72

I I IMERE) i s SEUEAE oD RRAELL T

B4y i RA LA ZDFER AT Rl E BEERZ RR 2

(NEL) B OFERAS5% LT

AR O iR &% B HEER DR H35 % A i

ARG I H D 4 KR FEERH320 % A i

FFHE A S UM A & 6D 7 L 2 5R D 2

B ERLL T OV A7
MR EA320,000/mms3 A _E. 100,000/ mm3 A
JFPEREAY500/mms3 L F. 1,000/ mm3 i

M2 FIMinor SEf# (MiHR) | ik M ORI D 2FERAR15% A i

F R B ORFH I O ZFERE AT i HEERDH1A330% A
AR UL P ORFSFIEERAI20 %A i

FF Tk B Ok LA S AT T L & R 78

OHR =MaHR-+MiHR,MaHR=CHR+NEL

SR E R
BBER DD P EIIEIC 5D BPhEE KB IHERIEDEI S ICEDWTITO®R)RET 3,
b ilipbe =l AR E A0 |5 ZArh ER T (2080 Eoa s 4) D PhG @Gk TE o
MajorZ fZ (MCyR) e R HEH0%
(CCyR)
MBS 2R |85 ZAeh B (202 Eoas ) O PhG Gk SR Ta o
5y e HBH>0%HD=35%
(PCyR)
RS FRIMinorZ #% (Minor CyR) b o 24 Rarh O Phi ARG RO BIEH>35% 4D =<65%
Minimal CyR il 24 HRa s O PhL ARG MR O BIEH>65% 4 2=<95%
JEERR (NR) EHE 7 2P b O Phi IR BRI DO BIEH7>95% 4 D=<100%
MCyR=CCyR+PCyR
DFEEFHTR
AFEEZHIMajorE#Z (MMR) RGOV T L2425 2 JPCR (RQ-PCR) #i# Ik > TCBCR-ABL#R S
FEMIDSEAEAL R—Z T4V H 63 logD I (0.1%LL )
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V. BAEICETSIAR

(2) R PRFIHE 5%
1) BEMHER
< ENERAREER (Study CA180-031) >7

[V-3HERUHE] [V-4AHEROCHEICBEES 208 21

HIHBO LY F =7 55 %1050mg, 70mg K U'90mg1 H2[ml&U (ZKEESHFH % H
i) AV F =T YOI C M L1814 % 512 28 H i o> FH 2 il B3 M & M e
U720 50mg K U7 0mg T 1D FH B Hil PR a1 A R U7 5E ] (Grade 41/ I%
DNE) RSN 720N, 90me i G- CIIH EHIFREMEIZRD 53, 90mg/ M1 H2H]
5 TOREMED RSN 7=,

* HEFRSEME (Y FTERMEDEMEICML)

1P 5L~ 5515 JFH SRR AR5 | FH IR e S B 5 JH S ] B
115150mg (1H2[11) 7 6 1 Grade 4D IR &AM E
1[E]70mg (1H2[H]) 7 6 1 Grade 4D M/INRIFAME
110190mg (1H2[1]) 4 3 0 5L

Maflid [V-5. (3) MMISHFRRER | M

<B4 EEPRtER (Study CA180-002) >?

[V-3 AR OHE] V-4 HEROCHRICBEET 2738 21
WS THERER (Study CA180-002) 1285\ T A~ F =7 ITHHUE UZ RN D
1 ECML & OPh+ALLEF9 145 (18PEHICML: 4561, #1T FACML: 1245, & £k
PESPEHICML:23%1, )2 SSFERPE S ERICML ) O'Ph+ALL:115) Zxf R L LT,
S F=715~180mg/ [l 1H1IMSHEE 5-2HIKEE, 21 325~120mg/[0l41H2
M5 H£5-2HIREE T H P 512 &0 e KN & (MTD) e KEFA & MO H &
HIBR M 2 B U e AR CM T DGR3 2 ZLld TR A o728, 3T H & il
FREEVED RS- (1SMEICML 2651:35mg/MI1H2[E%5-TGrade 4D Ifil/Mi
WPRE, 90mg/MI1H2[A % 5-TGrade 4D I/ IRAME | B 86 2FER M S 1
CML 15:120mg/mI1H2[01#% 5 TGrade 3DM7K K UGrade 4D.LFEHEITHT) .
ZO3MFNIMTDOEFIZIZZE Y U 72, £, FAaAFERERIIMA T THD,
HEOHFHRLIIRE G ISR IS KDE P E Th -7z, XBIS 4 F=
TIZBBEL A B RHRUCE 5Pk e r 72,

1R FZTERMROTHEDESR

IR HE EMEHACMLERZ TSN /=BE T 1 F 27 1H400mgl LD 5 %35 ARTT > THCHRY
B/BohgWgE,

BTSN RMEICMLERZ TSN =B E T A F T3 AR RS L THMEF
BRI BONEVSEE,

-BMHICMLEZ RIS /-8 & T CHRER B MEREH 10,000/mm3l L& B >735 8,
BITHHZVESMHIACMLEZKISN B E T A F 2T ARICEV MR F W ERZRE
BIELI35E,

SEMABMHICENIYF T DS EFRIELESZE,

B

IRFZTAME

2) BHFHHER
ZAE R EL
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V. BEICETDIEH

3) QT/QTcEFHili st B

FEEGRIREAB AR 2> 6. &3 F = TR S QT MRIER DRI 2 b 5 L& A
SNT=7=8. WHMEIRSS TREASR. FEIREE DAHEERO 7 — & & vy, DAEXD Y
7 A =48 FHZQTcMENOREZBET L. ANEIRD 2\ 3O X 1 B
U720, MFREFEIZOWTER L, ZO/R, £4F =732 MH0QTH
PREZE R DIERAIZ W E2VRIE S 7z, BRI 0 TIQT cF ke (e
fitD) 23R GHNZ I LAY3~6msecZER L, Z DI5%EFAX[H D R IZ8msecHA:
i Cdh -7z,

(3) HERILRREER
<E N ERREHER>"
- ARFZITEFIEDOCMLIEUICPh+ALLICK I HERPRES]/ IAE R
(Study CA180-031)"
[V-3HBERUHE] [VARHBRCHRIZBEY 2138 S
1~ F = 7 I HEHUHE USRI A OMIER SUSAE I - HE O CMLIE O
PhtALL% X5 & U7 1/ TGRSR (Study CA180-031) & J2hE L 72,

Hiy (EETHEER) M PEIACMLEZITH L, 445 =7 % 1[50, 70 K 090mg (1H 2[0]) 0> F & i PH 4508 R 55 11
Ay DY o d i = R
(EEMAEHER) : 1EMEHICMLIEZ A5 R EL T AHF =T OFINEIZ DO CHIIE(E 1 & 4 T e E e
LChaEd3,
RERT A B SS T/ IUEA — 7 7~ ik R
P A2 F =AY IR BEOIEMEHICMLES  SSTHI18H. SR 1245

FRPULUE

205 2L 75 LI T OCML® AW FPh+ALL &

1.

BMEHEACML (LU FOFEHEDOWNT IS4 §5)

ORI O RE-POHFERASL5% A i

QARFHIML K OV P O ZFERE il HEER D HIAY30% A
ORI D UFIFFEERA320% A i

O] i £42100,000/mm’ BL_E (RITAFROREIEFH O EIC L5552 FR<)
GOty (- 1A FRS)

. BATEICML (DL T DIEHEDVF ALY §5)

OAAN ML O HEFP O ERA 5% L 1 30%A i

QOARFEIMH DUFIFEFEERA20% L)

AN ML K OV i D 2R & il B BEEROFNHI30% LL_E 2 DG ERAI30% A i
@i E OB, M EA3100,000/ mm* A i

. BMEICMLYIZPh+ALL (ML FOFEHEDONF A 3449 5)

OARM M SUIFAEHO2FERA30% LA
ONF- IS ORISR

CARFZIICMABFRCD DBV EEERAME THIPRHEDEE (UL MER)

OEMHICMLEZ XN 7= T A~ F =7 1H400g 2L LD #5435 HE Bl 147 > TECHRAMG S s
ity (RIHHIRHUE)

O¥ATH BN EMEBICMLEZ SN2 T A~ F =T %35 AR LU L5 U CR IR N T i3 35
s E (WIS

OMEPEHICMLE Z M7= T CHRIE % 1 ILERE4310,000/mm* A _E& 257357 (EFFHEHUE)

OATHH 2 NEEMEHICMLEZ W SN =8 E T A~ F =7 B KD IR A 1 S B AL L =555
(RELHIRPUIE)

OFIEMEFVEC LD~ F =T O Gt L 726

5
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V. BAEICETSIAR

FabroMEUE

—_

. BEHIRIC W T B W BED DA AL TS

2. WBERBA L7 HAT S8 T 3n HER E COWIM. MU ST 4 L4 573 amnh, VT Ei§52L
DI O] BEZAT AR ] REPE A3 B & P

SR T FE N o

VR RE 5 PG R AT S 7 AR O AE R TH S Kk

. 2 S=MF DR B2 T H - CLOIRBRIH R A R ONRERFS T8 D e &8 3 A W U) 2 BT 14 FV 5
BEDBAD, HBNIHNBZEASTERN T

LAY F =T OP G fEEL S OA DHIERCIEGYED B 5 B H

L 2VME )L E S DR

. CMLIZ B U 2ew S Y I 5 FR O B A

. CMLEIAY D65 K] i 2 TE M i 055

10. ZhETICRIT I XIZ2HEICMLEZ SN =2 L3 5 8 E

O~ w

© o0o~NO

Al Tk

BUAENEE Y+ =711150mg. 70mg Xi390mg (1H2[R1*') O & T4E G I 5- L 7=, 5 Z i RIC 24
5x A (203 1) TR 5L, A6 HM (243H[) O 5247 572, SBIHIAIC VLTI 70mg (1H2[H*) 2L
DO G EL L TEREUDROON /2720 S IAHENE PG FH =4 100 70mg (TH2M*) &L 65 71 (2438 /) 3
MR 5217 572 A FRHHOIEEOIEEAOKIREL T, E O EBE IO, [/ — BT
DO wifffiz L7z,

L

B (EE) - MIGBE AR, (BIR) © CHR¥E, CHREGEHIHE AL

LEES

BTHBIEL T AR MEBICML18MI% W 51244 F =71[0150~90mg1 H2[016 5 H [ (2458 [H) £ 5-L7-L 24, &4
B~ CHREH71.4~100% MCyR=%$342.9~57.1% CTh 770

73, CHREE AR rp Y fifi129H (HiPH3-44H) TH-7=,

SBIAHE X EICML1 261, #6471 2UHHCML1 151 % OFPh+ AL L 136 x4 82 18P -ACMLIZ6» H L 75
1TH- 2P CML X OFPh+ALLIE3» AR, #9F=7 11 70mgl H 204 BRI S L U TR 5Lz, &R DK
1H# 58O ILE1399.05mg/ H Th -7 B HEHICMLIZH51F3CHR#1391.7% (11/125) . MCyR#1358.3%
(7/12f6) Je O'CCyR#1341.7% (5/1245) 12388 6 M 72 CHREE W rh i3 13 H (#iPH6-25H) Th -7,
FAT A S OV MEIICMLIC 3513 AMaHR %1363.6% (7/11141) . MCyR#13.27.3% (3/111§) )2 T"CCyR#139.1%
(1/111) 125857z, MaHR £33 B Ml h e i3 34 H (FEPH8-68H) TH -7z, Ph+ALLIZ¥KF2MaHR ¥
38.5% (5/13ffl) . MCyR213.53.8% (7/135l) KO CCyR=Z1346.2% (6/135l) TrR®S 72, MaHR I 1[4
JUEIX57H (FEPHI-68H) Th -7z,

* EANERAKREER (Study CA180-031) SBIHHHA (v F =T EMMEDEMEICML) ICH T35 ELNIVE
OFEZNE (3% 5 EARE24:185)

FEGIEL (%)
50mg 1H2[A| 70mg 1H2[A] 90mg 1H2[A|

(n=7) (n=7) (n=4)
ML= R I % 2 1) 52 4 6 i

[P ATE ] (CHR) 5(71.4) 7(100) 4(100)
HNEEEERIR | e & 5 % W

(3 T 2 ] Major % (MCyR) 4(57.1) 3(42.9) 2(50.0)
#2058 4

i (CCyR) 3(42.9) 3(42.9) 2(50.0)

)

AR 14 B
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NV AX -
V. BEICEATHIER
R ATFZTEREDCMLIE CICPh+ALLICX 2 EAREER S ER (Study CA180-031) ICHT 2B 3
TEBIEL (%)
EEErL FEIEER B1THe-
@MEACML | ABfEmICML | oML | L
(n=18) (n=12) (n=11)
e 55 GHE) 24.0 23.5 11.0 11.0
JINEAIIES Overall IfiL &2 ) &
# (OHR) — - 8(72.7) 9(69.2)
L&~ Major Tifi _ _
(MaHR) 7(63.6) 5(38.5)
I8 2 1) 58 4 6 f
(CHR) 16(88.9) 11(91.7) 2(18.2) 1(7.7)
[EI e EH]
MR MRh R [ e 58 (5 % W
3 % ] Major i (MCyR) 9(50.0) 7(58.3) 3(27.3) 7(53.8)
e 3 2 1 52 4
S (CCyR) 8(44.4) 5(41.7) 1( 9.1) 6(46.2)
a Hhulfi SR 1A E S
b HIHHNIE50me. 70mg & U"90mg 1H2[M¥% 5-0F —4%A51L TRL =,

*1 : ZREEASHHIL - 4

<iBHHERPRBE >0

[V-3HEROHE] V-4 HEROCHEICBEE T 238 2R
A~ F =TI IR A EFCML, #47 ICML., 2EHCML (5 #E
LEERVE XUV SFFEER M) O Ph+ALLANREL T 2 Y F =T OH I RO
ARG LIRS IERER 4385% (Study CA180-013, CA180-005, CA180-
006, CA180-015) At 7z, Zh H4aklii Tid. BUEIHR 23245 H e 272
CHIRBITL 727 — 22 LB il A 17 572, ZORER &4 F =T P 512D
M BT, 2 BICML L OPh+ALLOWT BN TS S5/ F =7
HEHUER B ORI A IO FU R U TR IR 22 0 B OS85 5 0 B R

57z,
A F =T PR ORI A O EFKIL15EHB

A IFZTIEFAMEOIEMHEICML (Study CA180-013:START-C)?

iy A5 F =T I BEHAEO AL CML AR R2UT MCyRE AN T 5.
WA BRI —7 > 7Lk
1% {2 F =T AR BRI GO L8 L 074770747 Fe kBRI CMLAE 38761 (ISP

288151, AN 5199151)

TR AL 1. IBMEACML (LU F O HEUEDOWF TGN T 5)

QAL B OV Bl D HERAYL5 % A i

@AM Ko OV Blrh O LEER & Fi 8 BEER D H1 330 % A i

QRRY ML O A4 FEERHI20% A

OM IR EA100,000/mm* A _E (FHEEROBIEHOREN K558 %RL)
GOSN A O (T IRA L)
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V. BAEICETSIAR

2. 1Y FZTHEMMEIITMBEDEE (KL TOFUEONFTINITFEYT5)
MO1H600mMg&EBAZIYF 7S h(ZHEL /- TSR (LU TITESR)
i)EFERMY - A~V F =T 5H BT OWT NADEE T TMCyR IZCHRAME Sz LL T DAE
« MCyRMD3ES : MCyRE ., MCyRODFEUEA 72X 750 A~V F =T e 5-AiZ 48 L _E ORIk
B THEFEL722M OMBE 22 MR T Ph+ /2y 24 s A A330% L. _EXG L 7=
- CHRMDIE : CHREK % A~ F =T GO 3 52 R YL EOFT RTOBIERIZIHBWTCHR
DIEUEAi 72X e Te -7
- BMEREDIEM : A ~vF =T E KN EE TG LU TECHRBE SN > 7E T, AL ER
nadirfE 25215 L EREIL 720,000/ mm®LL &7, 23 LL EORIFEO 212 15 50,000/mm?
DI Lo RSN
i) EBIE I - A~ F =T OHEZEDHTMCyR, CHRB—E3E6NTHS T, KL MIZEEYS 3 BAER]
< ARG 2 Pl _E ORI A B2 200 1 R T A LR A SE R AL il B R CE I
kB psnadirfiliAn 6245 L EIMLT20,000/mm*EL &b, 4~ F =7 1R 5FMG % O RAKEA S
50,000/mm*LL_EOIEMAREN=55E
AV F =T RGHME%3HHLL LRGEL TECHRAME S
AV F =T RGHMA%65HLL_ERGEL TECCyRAME SN
- AV F =T RGHER 125 H L ERGEL TEMCyRAME S0
@600mg/BLLT DA< F =7 (23U TR M T, 38 VEI % ICBIEL 2.BCR-ABLEZ FE £ (L248V.
G250E. Q252H/R. Y253H/F.E255K/V.T315I/D.F317L.H369P/R)%4& 4 5CML
QOHEEEMHTAIFZIIIAME : AvF =T DIHS00mgi¥ 5 I2RMA (LU FIZER) OLAIZi. 1H
600mg L FOE-EIZ KO HE D NI B ZF= W B RN NI 2L T3
A F =TI L7=Grade 324 _EDIEINWE T
AV F = TIBEL-THR DL _EH 5t 95 Grade 42 Lo #ENE

e
F bt LU 1. BRI Z W T BIEA A RE D DA 2L CB
2. RERBARA L » AR 588 T 35 Ak £ COMAR., i ) 28 14 i 352 Wm0, HHVidFhi§32L
DIRAT e ATARD T BELE A B Lo
3. I RO ALk
4. YRR 5 BARE AT AT S TR AR D45 A PE T B Lot
5. 73— —HMTR W BE 2 T H - CLOIREBRIA R R ONRERFS T8 D e &8 3 H I W U) 2 BT 14 V5
FEIRAROD, BBV AZEN TRV
6. XY F =T OPr B EL R AT DA BHER YLD B B
7. VML AR B U EE B DR
8. CMLIZE 20w M I ER DA
9. CML LA i I e M i 955
10. ZhETICBT I B CMLE 2 X 72 e n3dh B8
AR T R BAAA 32 F =7 110 70mg. 1H2[01#% 5 L L=, OB RSN 72554131 R190mg. 1H2[H1F% 5~ DB
e AU A R RA RSN 2B (150mg K U'40mg, W B TH2[IE 5) Ot i Lz, %5
BHEFAH T a—L TERWVERBROMNEL I EERPALNDIET, HH NI I US55 T
11577
ST EE B3 (EE) : MCyRE, (BIR) : MIBEIEAIRIR, 71 E W2 05 5% O ML= 9 R SR SIE ON il
1R G LR 2 0 8 AR 25 & o HA RS S O A 2 8
AIERNC 51 B MERE A A AR (PFS) M OV A7 (OS) DREMiR difif i 23Xz,
FER A< F =TI IR A OIS EHICMLI87HIA M R LT, 44 F =7 1070mgl H2[0#3 5.4 1T ~7=L 2 A,

FHEHMHEE TH2MCyR#1362.0% (240/387#1]) X O'CCyR#1353.5% (207/387H) Trldd S 7=, FIRGE
i H T 2HCHRI391.0% (352/3874) TRMEMN Iz, 44 F =7 OV 1HEEL G- R OHILEI397.0mg/HTH
0, $ 5 O LA 324.15 H (#EH ¢ 0.03-30.627H) T -7, E7=, CHREE ] JefiEii3.0.5 H (95%
S - 0.5-0.64H) . MCyREE B rh JeE132.84 H (95% S HEHIX A : 2.8-2.94H) . CCyRE =2 H [ e
fit133.20H (95%IS R[] © 2.9-5.5%H) Th o7z, RN R (24, HOBIEL ) T CHRAMS 5472352/
DH53000, 4 NZMCyRAMF5 7224041005521 95l ZI3HE - IIFE CARRDS LA 57,

® 1 RGESMHUA -
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V. BEICETDIEH

A X F ZTIRINEDRITEACML (Study CA180-005:START-A)?

Elif] A2 F =T USRI E ORI T HICMLE &2 W R &L T, MaHR 2} C'OHRZ A2 § .,

RERT YA W R S A AR ER A — 7V T~ OL kR

*5 A2 F = TR USRI EOFEAT HICMLIE & 1741

FrE P 1. Ph+3|3BCR-ABL+DIZFTHACML (L FOHEHEDWFT ALY T3)

OARY ML K OB BEROHERA315% LL_E30% A i
Q@AY M DIFEFEERA20% L 1
QAR ML K OB B Ok & B B BEERDFNA330% LL_E A2 DIEERAY30% Al
OB OB AL, /MR EA3100,000/mm?* A i
2. IR FZTHIMEIEAME (ML FISE %)
OmFRFH LA ~F =T iRH4
D1 HEICMLEZ M rEh, 1H400mg A EDA~F =7 VRFRIICRS AT BN B L 72354 (1 SO
k) o
i) BATHICMLEZ W2, 1H600mglh FA~F =72 4EM L | (Sl mAAS A3 25 M
Pl E) % 5-UCR I 2= M R oG S e (FIHAHE) o 245, 1H600mgll DA~ F =T IR A
DFA1E. 1H400mg~600mg TH L5 3,
i) AT HIUE B EHICMLERZ I E . 1H600mg L EDA~F =T D 512kD — HLILR IR S
% BATHIE 72358 35, 1H600mg Ll D47 F =T IZ AR DB A3, 1H400mg~600mg TG
] Pt
QOIYFZITAMHE
1) 1H400mglL F A~ F =71 5B L - S 212k Br 5 b e 72384
i) 47 F =7 D1HEE 5-R400mg A CUAM A T4 . TH400met%: 52t A A B . 1H400me%
A B G RTRIMEDH A AT F =T RINEELE,
5E
F bRt SEE 1. BBz C, BHEA TRE» DAL QB
2. BB HHT A S8 T35 A L TO MM, M) i kA i 3 B A0, HHVNTFE§ 2L
DA e ATARD AT REVEA &5 1ot
3. Ik B Oz 3L
4. RIS BIA T AT S 7N A D RS RS ETH B Lotk
5. 78—t =R AT RE i VT CL IR R IR R ONRBRAE T #7335 A E Y] b il kA v s
BN HENITHNBZENTEEWE
6. ¥ F =T DGl EL 55 HIE DA IIERIEYYEN DD EE
7. VM= )UR R SIS E ORI
8. CMLIZBFL 20w MY I R D RE 1
9. CML LS D17 [ 2 T e 5
10. ZNETIZRITHIUIBMEHICMLEZ s 722 e 03 b b

AR T 1A170mgl H2[E £ 5L, MERhD A 121310 100mgE TR R AR fEE L7z, £72, BB H R0 2B RS (110
50mg M F40mg) DIEA T REE L7,

EEfIEEE| B (EE) : A~ F =7 E,HHHNZ B AMaHR %, OHR X, (I)R) : A~ F =7 P Hhz i 25
{Z2F ) Ef#, MaHR -OHRE2 HRE . MiHR 3R, 4~ 7= 7 A A 2 34T A8 {227 00 . 136 5 1Y 49
MaHR-OHRZEHIR 7%

A~ F =TGN 3617 BCHRZE -NEL R, 2 HllZ F517 5MaHR -MCyR = MM, A~ F = 7B TMEH- R
M2 - AE BN S Fot ) 5 MR AR AR IR (PFS) OV L AR (0S) OFHilid A Fiic /e,
TR A2 F =T EPE IR B O HICML174f61& 3 R L LT, £ 9 F =711 70mgl H2[0 % 5417 572L 2

A, LEESHBEE Th A~ F = 7PN 3517 AMaHR 213:64.0% (103/16115) . OHR#:13.78.9% (127/161
) Th-72. BIREHNIEH Th B4~ F = 7T HH MBI 351 BMCyR#1340.4% (65/16115) . CCyR#13:32.9%
(53/1614) TH -7z,
FIREHAIEE Ch A~ F =T R EFNZ I 5 MaHR#1369.2% (9/13%1) . OHR#1392.3% (12/13f) .
MCyR# K UNCCyR213.38.5% (5/13f4l) Th-7=,

(£ZH)
S F =T DOIN-H 1 A5 O YLEIX107mg/ HTHY ., $5- M Orh e f#1313.475H (FEPH : 0.13-29.44%
H) THo77, £77, MaHR 233 I R b e fit1365.0H (95 % Z T X [ : 57.0-83.0H) . MCyR FI58& Wi [ rp e fili 12
62.0H (95% 5 FEIX []: : 57.0-85.0H) Tdh -7z, FRMIFHTIE A (245 A OBEHAM) Tl MaHRAMS 54172112
D557 341, A CVZMCyRAMES 727015100 H B 5051 21388 H S AIFE AR S -7z,

%1 TRGRSHHE - HE,
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V. BAEICETSIAR

ARFZTIEGTEDOREHACML (B85 ER4) (Study CA180-006:START-B)®

Hity

A~ F =T IRBIE OB BEFERME S EIICMLEE S 20 R &L T MaHR =¥ L 'OHRH & HEE 975,

Y ol

W R SE I ERBR A — 7"V 5~ UL ik BR

ISR

A~ F ZZHRPUE XS A O B ERVE 2 ICMLEE# 109/

FRPULUE

1. Ph+XI3BCR-ABL+DEBEHFERME S MEACML (LU T ORHEDWT AT ST 3 2 ICML)
QA I P OFERH30% LA E
QI LA ORtiS T

2. A7 F TN IEAHE (A FIZE %)
OmMBEZRICA ~F =T

< IBMEACMLEZ I, 1H400mgll EDA~F = 7B E fESFERVE S N L 72358 A~ F
ZTHRELENYIIHH I RO BRI 728D D, Z D% BETEER M S Pk B 8 TR 7-RE ST
MErEGENS,

- BITHICMLE 2 W&, 1H600mgl F(f~F=71H600mgll EARMAEDEA1E. 1H400mg~
600mg) DA~ F =7 {EEEI B ERYE 20 BN RT3 A A~ F =T BRI e W IS BT &%
U —HBRIL 728D D, Z DB B ERE QLI LAY A & h 5,

- BBEFERMESMEACMLEZ X, 1H600mgl) I ({~F=71H600mgll FARIMEDE A1, 1H
400mg~600mg) DA~V F =7 A4 ERB LI F (Bod e EAAL NS5 32 M YL E) %503, A
PERPEHICMLO W L UEIC A 30T B8 o A~ F = 7 DU WU R OV HBERIL 7280
D, F D% OE B ERE 2 MEHCMLE A7 IS B E NS,

OI~YF=TAME

- TH400mgll FOA~7F =T P 5B L - R R kD f 5h ke 7284

A F =T DIHPFEE-FA00mg AT CLM A TEAW ;A . 1TH400meg R 52 A EAHD. 1H400me%
AL 5 TARMAEDLGAIZIZ AT F I RIEELEN,

KE

F bRyt UE

1. BIBHBIZ BT B i REA DA T B CB R

2. IBERBIA L2 AR 688 T 30 HE £ CO M. MY 8T 4 R4 2 535 W mnh, AT EE 52
DARTTREZATARD AT BEVED 5 B &k

T R O 3L

VR PE S B RATT AT > 7R O R T B & Mk

2 S= N —=HER AT BE 2 VT H o CL HRER IR h R ONRERFE T8 D 2e 83 AN T Y) 2o 014 V5
BRPRAD, HENIHNBZ LA TERN M

LAY F =T OG- REEL R B EE DA HHERRGYEN B 5 B H

s 07 Nu B W N = VA G XA DT DY 375

. CMLIZ B L 200 s HY Ik 2 FR D BE A

. CMLEAY D65 K] i 2 T M M55

10. ZhE T 2 ICMLE Z IS 7= 03 h A 8

[S20F S eV)

©oo~NO®

AR )T vk

1B170mgl H2[O ¥ 5L, M D5 41213 1I0100meE CTH R A I REE L7z, F7=, A H FRICKD 2B RS (110]
50mg % U'40mg) DI A AT HEE L 72,

Al H

B (EE)  A~vF =T IWPERNZ T 2MaHR %, OHR 3R, (BIUR) : A~ F =T HPTHEHNZ 613 B M
{Z2E M) 2R MaHR -OHREE AR, MiHR 2R, 4~ F =7 AR 2 350F B M08 5 22 0 B 7 LI 0 5 1
MaHR-OHRZIEM] &

A~ F = TWPIERNZI517 5CHRZE -NEL ., &5EfllZ 31 5MaHR - MCyRFE HIR . 4~ F = TP M- A
Mt 2505 AERN 2 300 5 MRS AL AR (PFS) M OV42E R (OS) OFHilid s s Tz,

LEE

A= F = TEHME IR E O AR 2 EHICML109 A W R L LT, £+ =7 1[[70mgl H2[E % 5.
T -72225, FEMIIBEH Th R4~ F = TIP3 BMaHR 213.34.3% (34/99%1) . OHRZ13.50.5%
(50/99%1) TH -7, BIKEHIIEH TH 54~ F =T HEPPERN I BMCyR21335.4% (35/99f4) . CCyR=E 1%
27.3% (27/99) TH -7,

BIREHIEH TH 54~ F =7 R EHIZ 3617 2MaHR#1320.0% (2/10f4) . OHR#1340.0% (4/10%) . MCyR
LR/ OCCyR#1320.0% (2/10ff) ThH-7=,

&4 F =T O AP G- RO YL liZ136mg/HTHY, F-5- WM o itz 3.5, H (FEF : 0.03-29.44H)
Th -7z, F72, MaHR EE AR b JL61363.5H (95%f5 FHIX [ : 40.0-85.0H) . MCyR £33 AR -h YLfi357.0H
(95% S HEHIX ] : 40.0-57.0H) TH -7z, Fh BTG 1 (245 HOBIZIAR) TiZMaHRA R 572365055
20051, S NZMCyRDBMEF SN 723 7HI D5 B 21N IF G S UIIE AR S 577,

*1 : JRGRA VA R,

21




V. BEICETDIEH

A FZTIEIAEONEEACML (V) \FER ) (Study CA180-015:START-L)®

=i A F =T IPUED) ) STEERPE B HICMLER F 25 R LU C. MaHR ¥ e 0'OHR KA HEE T3,

RERT A IR BT R A — 7V F 0L 2R R

o= A2 F = TIPSR A OV 7 SSEERPE 2 FIC ML 3% 48151

AR UE 1. Ph+3X|3BCR-ABL+D > /R 2 M EACML (LU F OIEHEDWFT AN EE Y3 2 2 CML)

OARRY ML OFERH30% L L
ONF- IR LIA O =T
2. ARF TN IEAME (B FI2ER)
O FZTEA N BRI DU NI 2 EICML
AMEHICMLEZW SN, 1H600mgll F D4~ F =T D512 kD — H LG 1) 5 i B 1% . B 1T B e
B2 . 1H600mgll_EDA~F =T IR EDEA1E. 1H400mg~600mg TEA[ &35,
QI F=TAME
- 1H400mgl TOAF =7 P G B L - A EH RIS KD Fe G e o730
- A7 F =T DO1AE 5 R A00mg A LA TRV S . 1H400mgft 52 A PEA B . 1H400mga
A G R TAMADLGIIZ AT F T ARMELLLN,
e

Tkt Skt 1. BRI BT B e DA T LEL QBB H

2. RERBARA Ly AHT 588 T 3» A £ TO MR, 5 U b k4 924 5 B m v, HHVIEFEM§32L
ASANT] BE RO AT BEVE A B B 2t

3. i K ORI

4. YRR 5. BAIA T AT ST AT IR AR D s A E T h B otk

5. 7 8—=bF—HMEAR AT BE i T > CL R S ONABRAE T # A E 837 AT e U) b e 4 iV 5
BREPZAD, HENIHNBZENTERN T

6. X4 F =T O HIZfiEL 5 A EE DA PHEREGYTE A BB E

7. 3= R XISEE OOEER

8. CMLIZB L 20\ MY LM 52 FE DR A

9. CML LAV 177 IR e 2 S e

10. ZNECITHT AT 2MIHCMLE s -2 03 b b

FRIBR 13 1E70mgl H2[ME % 5L, fE5h DA 12131 100mgE TR R A AT BEE L7z, 77, AR KD 2B RS (11H]
50mg M F40mg) DIEA T HEE L7,

ST H B3 (EE) : A~ F =7 IEPEBNIZ B3 5MaHR %, OHR ., (BIR) 1 A~ F =7 IEHUHEHNIC 13 55158
{E2A M EE R MaHR-OHREE IR MiHR 2, 4~ 5= 7 AN A2 35T B 52 0 50 ., L7622 1 21 4.
MaHR-OHRZEEIAM &L
A2 F = TEPIMERNZ 13 BCHRFE-NELE, 2E 23513 AMaHR-MCyREIE M 4~ F = TR MER- A
M2 ERN 2 o0 ) % MRS AL F AR (PFS) e OV A A (0S) DEHEid i F sz,

EEL R A= F = TP IR A DOV STEERME 2 M CMLASHI A W R L LT, # 4 =710 70mgl H2[0 §% 5.

Eff o7z ZAFEFHIEE TH A4~ F =7 PN 2 51 5MaHR #1335.7% (15/42f]) . OHR%1340.5%
(17/4261) Th -7z, BIKEHMEH Th b4~ F =T HWPEFNZ 551 5MCyR#1350.0% (21/4261) . CCyR#1%
42.9% (18/42f5) TH 7=,
BIREHMEE THh B4~ F =T A EHIZ i AMaHR, OHRIZ2/6f, MCyR X U'CCyRIZ4/60TiRDHEN
726

(£2H)
Y F =T OFYITHE G- E O IHEIZ140me/HTHY, £ 5HAR O JLfEii32.904 A (@GP : 0.10-27.53%H)
Tdh -7z, F72. MaHREE AR H9Lfii336.0H (95%5 $HX M : 29.0-58.0H) . MCyR 2133 HA R hJe41330.0H
(95% S HEIX [ : 29.0-41.0H) ThH -7z, FREIFEHTIE R (24 AOBEHR) TIZMaHRAMF SN 217110555
Bl S ONEMCyRAME SN 72251 D> B7HN IR HE AL CIIRED S s 572,

%1 TRGRSHHE - HE,
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V. BAEICETSIAR

-ALAEICEITEDPh+ALL (Study CA180-015:START-L)®

Hity

A7 F =T IHRPUEOPh+ALLIEH A R EL T MaHR¥E K OCOHR ¥ AT § 5.

Y ol

W R SE I ERBR A — 7"V 5~ UL ik BR

ISR

BRI S SOIATN A DOPh+ALLE & 4615

FRPULUE

1. Ph+ALL

S0 AU PR R AR SR [ D A 52 T 722823 B D 2D 1TH600mgA F (f~F=71H600mg

LI EOREDLA X, 1H400mg~600mg) DA~ F =T VHEFIZ KD E 38 AR S U Ph+ALL
2. IR FZTAME

D1H400mgll FOA~vF =T GBIl L - A FEH G LD R GH e 72058

O~ F =T D1HEE-FE400mg K CLM A TE WA, 1H400mg 52t A H 0. 1H400mg%#

A5G E TAIMNEDBR A AT F 2T AMEELEN,
5E

Fabro e

1. BISHIEICB W TL B [ BED DA T Bl CB R

2. IBERBIA L2 HRT 2684 T 3n HEE X CO /I MU s T4 4 575 Ao mnh, A WIEEi§52L
DI A BEZATARD ] GEMEA D B & P

iR EEN

VBB 5 BRAE BT AT ST MR DS AT B Mk

2 S=I I —HMEHRE A B2 LV T o CL IRER IR R ONRERFR T 1% <& 834 AR M Y) 2bE Tk 4 v %
BEEDBAD, HBNIHNBZESTERN T

LAY F T O G LB EE O HHERCIRGYED B 5 B H

L 2V hE— )L AT E S DR R

. CMLIZ B U200 Y Ik 5 ER O B A

. CML US98 D] 3 e S e 5

10. ZRETITBATIA ST 2 MEIHCML &gl h =2 b5 EFH

s~ W

© o0o~NO

Al /i

1\ 70mgl H2[ % 5-L . #Eh DA 1A 100meE T E A e & L7z, £72, A FHHRICKD 2B RS (110
50mg M U*40mg) DR EA M REE L=,

STE

B (ER) A7 F =T PRI 5MaHR =, OHRZE, (&IR) © 4~ F =T PRI T 15 S i
(R EE MR MaHR - OHREE W] MiHR R, 4~ F =7 AN A Bl 2 615 Bl {2 B T 1003 1 S8 %
MaHR-OHREZEIME A&

A~ F =T IWIEGNIZ 51 SCHR=E-NELHE, A REfliZ 517 2MaHR -MCyRE 3 B[], A~ 7~ =7 P45 - A
M2 ARE R Fot ) 2 S8 R AR (PES) ROV (71T (OS) DRFAMig F Al Zi T iz T,

LEES

BIAERIERDIME AT A OPh+ALL4A6HIA R R EL T, £ F =71 0170mgl H2[RI#E 547 5= 24, F 5
SHMEE Th B4~ F = 7PN 51 AMaHR %1338.6% (17/44151) . OHR#1345.5% (20/441) Th -7,
BIREHEE Th B4~ F = T IPERIZF51F BMCyR#1354.5% (24/44%) . CCyR#1352.3% (23/4415) T
%’)7}:0
BIREHME EH CTh 24~ F =7 R B2 351 2MaHR. OHRIZ2/2f5]. MCyR K U'CCyRIZ2/ 26 CiRM 51
77

(Fezl)
ZYF =T OFHIHE 5 BOh IH1iEiZ140me/HTHY ., & 5- M O dufili33.0 5 H (FPH : 0.03-27.64F)
TdHo>72, £72. MaHRFI 3% B A Y13 45.0H (95% S HEIX [#] : 29.0-60.0H) . MCyRE1 3 HA i v Jefigi1%29.0H
(95%1EHEIX [ : 29.0-32.0H) TH-7=, FHEIFEMTEE N (245 HOBIE M) TldMaHRAHE N =1961DH 57
51, A NEMCyRAME 57226151 DH B 8 I3 SUIFE L IXi S e h ~ 72,

*1  JRREAH YL - FI s
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V.

aEICRAd SIEH

R AXFTEMMEDCMLIE L ICPh+ALLICX T 2B/ BRIR B AR ERICH 234
(Study CA180-013.CA180-005,. CA180-006 % U*'CA180-015)

HEBRES m%&w Study CA180-005 | Study CA180-006 Study CA180-015
ZITHICML BSEESFERME MR | U/ NTERRE S HR Ph+ALL
1814 HA (n=174) CML(n=109) CML(n=48) (h=46)
RER - TREE CML | A~F=F | (~F=F | 1=F =T | M(vF=F | (~F=F | (~F=F | (~F =T | (<F=7
(n=387) | &M | NREG | HIER | RMEG | HiInisl | FRHEG | ERIEF | NS5
(n=161) | (n=13) | (n=99) | (n=10) | (n=42) (n=6) (n=44) (n=2)
ﬁﬁﬁ?ﬁj—‘?% 70mg1H2[H]
Egggjﬂfﬁm 24.15 13.47 35 2.9 3.0
oy g OHREE — 789 | 923 | 505 | 400 | 405 | 2/6B | 455 | 2/2f
[(n;(;@am% MaHR% | - 64.0 69.2 34.3 20.0 35.7 2/6/4 38.6 2/215
° CHR% | 910 | 497 | 538 | 263 i 200 : 286 . 2/6fl | 341 ! 1/2ffl
M8 (Z = MCyR%= [ 620 | 404 38.5 35.4 20.0 50.0 4/641 545 2/245l
(FhR (%) |CCyR# i 535 1 . 329 1. 385 1. 273 1. 200 i 429 1 4/6f 1 523 i . 2/2f5
ok AR Sk R H Al I 14 E B
a i
(4) RV ER
1) B3 HEAREEER
< /FHVERPREE I 4EEER >
A I F ZTJIEIEDEMEEICMLICH 9 28M GRS IEE/E A b5
(Study CA180-034)” (;@947—%)
(V-3 IR ORI (V-4 R O I B 2055 210
Y F =T O HEEZRE 5720, B R 28 I H4E % LR ER (Study
CA180-034) IZH\W\ A~ F =7 HPIME SIIAM A DO CMLIC X 3544
F=TOHNNEEZ100mgI H1 I 5. 140mgl H1 % 5-. 50mgl H2[0 % 5+ K&
O70mglH201$% 5-* D 4> D H i H & THMR G U7z (k KGESNHIEH ) .
Hiy A2 F =T WIS CMLE S 2561 51 HL R GO 1H 2[R 51 23 T AMCyRED JIEH 2 M
i3,
AERT A FRR S A R ER  EVE A L A — 7V 5OV ik Bk, Wil i) ik,
x5 42 F =TI SUEARIEOEVMEIHCMLEE 6701 (100mgl H1[E4% 58616715, 140mgl H 1=l 5.7
16751, 50mg1 H2[E14% 51168141, 70mg] H2I014% 5116 814)
T RILUE 1. [2MHAICML (LI F O RHEOWF A Z552Y)

ORI S OB REH D EfkA315% A

@AM I S OV Fr B OBk Fif B BEER DO FN 330 % A it

QAR I D I FEERAI20% A it

O EA3100,000/mm® L _E (FREROEIE A O BR - L5554 <)

OfETHZ A (- PiABRL)

2. A F T (LT ORHEOWFT AITFEY)

ORI
- A7 F=71H400mg~800mgD ¢ 5 4H B LL_LAT > TR A MERDIRAD AL,
- A~ F =T 1H400mgld LD 5-%35H L LT > TECHRBMFS Ly,
- A~ F =T 1H400mgl LD 5-%65HREILL LT > TEMCyRBMFEZNN,
- AV F =T 1H400mgd LD 54125 HE YA LT > TECCyRBGFE NN,
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V. BAEICETSIAR

@R
- AV F =TT LOMCyRAFG SN 728 Ph+D 73 24 I A330% LA LGN TMCyR D HE#E A i 7=
S5z,

- 10%LL_EDOPh+D 53 24 R O B8 A1 73 1A R S RO 5
AT F BRI LOMCYyRAMESN 725, BCR-ABLE(ZE TS Hi 72528 B s D n -7,
- A F T ERFRIZ KD CHRAME S =14, 2 B BL_E O R A Fo\ 37— D L A D4R C T ML ER
$5310,000/mm*A5EE A THEMIL . CHROD HeHEA-jii 7= X 25 5 577,
@IYFZTAMAE (KL NIZEsH%)
- AV F=7400mg/H LA F O 5 HIZ KRB B E TEL\\ Grade 3L LORERRBL AVF=T
DG AEHIELZ,
- A2 F=7400mg/H TIZEF UL RDSNI2EDD ., CCyRAELNT . 600mg/HEL OB EHN W T
KOS F =TI § 3,
3. FHEEED + D RIFINTVBZE
ORI AE A hERIE F A _ERRO2f5 AN TH DL,
@ALT KU ASTH AR EHAE _ERRD2.5f5 INTHEZ L,
4, +HBHEEEEL. MBI 7F ZABD EEE_EED1.5ELUT THBIE
5. MiEAIT LRSI X I LN IEEEEA T, MiEHIL I L EEETRUETHEE
6. 125ALI EDETFRIRETHY . ECOGDPSHO~2THBZ &

Vg
kbR 1. B BT B AT RED DA A HL TOB
2. IRBRBIGE 1 Hili 2 688 T 34 At £ TO AR Wi ) 2 kAT vA 4 25 3 27 B2V 0 H AT 5L
AT REIT RO AT REVE BB 4k
3. Il e O P25
4. IR PEG- BN CAT S 7L R A DS R DG TH S Lot
5. 7 3= —HMEAR T REZ LM T TR R R ONABRFE T #% A 72e< &8 37 AT W U) 20k dE 14 V5
FRAROD HENFHNBZENTERN T,
6. FYF =T DGR EELIEE OSIHERCIEYYE,RH S E
7. aba—)L AR I EH OO,
8. CMLIZBE# L2y i o B FE,
9. CMLEISY D1 K] i 25 R S
10. ZNETICBATIIXIZ B IHCMLE B2 E M 7= b 518 H

Al 7 v 1M150mg Xi270mgD1H2[A % 5-, H B N1 [H100me Xi3140mgD1H1 [ 5% Fht FH L L RO A
SNTA . HHNTEIERNRBBIL 2546, 100mg1 H1E4% 5-Tid1Ml180~140mg. 140mgl H1MI# 5-¢id1 1]
80~180mg**F . 50mgl H2[0l#%5-Tix1m140~70mg* £ T, 70mg1 H2[B ¢ 5-Tld 1[40 ~90mg* & TDFiH
TR AT & L7z HUAR 5 MO A H I3 Th Ak 72, % 513, FHEFAEICEBE LS T ERBOHES AT
FFATELRWENEHO BN AL NEE T, XU G-k JEHEIZR Y 3 5% Tkl L 72,

Al B (EE) A~ F =T IRPWEGN BT 51559065 HEOMCyR#%, (BIR) : fA~vF=7,Prflics
RIS SR OMCyRE A~ F =7 PRI 1 5 53 - 1HE 5= - 5-HF I OCHR 2,
MCyR-CHRZI3# [, ey A 7 (PEFS) . 24 A (0S) A~ F =T A AEBNZ 51 5MCyR #,
CHR# Xk&

A~ F =T IWHER- A ARIZ U I BCCyREBDFHIN, 4 E BTt AMCyR - CHR ZI & . 4 hEHKi
1B B 58RI O g AL TR (PES) A4 AEIE (0S) RS 3 AiiZ 5 & T vz,

fiF AT S B R A NC FE R FE B L Clopper-Pearson® S EICHENI5 %5 FHIX B L & B ICH AL 72, & I

Kaplan-Meieri&iz IO CTHEEL . P UMED95%F JHIX [HiZBrookmeyer-CrowleyiAlZ KD EH L7z A7 F =T
HEBNZ 3 21H1 AR 5-L1H2EE 5-OMCyR#ZE O ZEDOEEX D FFRAEA—15% L L4, 1H1M]
P51 A2 BT U CIER M Th DL L7,
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V.

aEICEY HIRE

[EEHMIEE]

A2 F =T WPHEBNC BT A1IHIEE 5 F L TH2BE 532 oW ¢ FEFEMEE THAMCyR#1351.8%
(128724714l . 49.0% (123/2514l) Td-72, MCyRZE D3 (95% (3 HHX ) 13.2.8% (—6.0+£11.6%) THD.95%
1{%%;&[2%1@? %1@61—15%7&}:@@‘ 1H1[EF5EE D 1A2EEE 5 BRI 3 IR M MREEE 7=,
BIREHmIER

A~ F =T AR EHIN

BB SR 1H2EE 5 FH BT MCyR#1372.4% (63/8711) . 70.6%
(60/85f) . CHRZ:13.93.1% (81/8711) . 89.4% (76/85{4l) T -7,

xr AYFZTIERREDOEMICMLICN § 5B ERAFNEEE AL ER (Study CA180-034)IZH175F
100mg1H1[E | 140mg1H1[E | 50mg1H2E*" | 70mg1H2[E*
(n=167) (n=167) (n=168) (n=168)
SHF TSRS (B) 8.28 8.18 8.28 7.85
(1.02-12.91) (0.16-13.80) (0.16-14.52) (0.07-14.00)
MEFHER n SBHEFAOEGIE (%) : FEERER(B) (95%E5EX[E)
MRS | SEH 150/167 143/167 154/168 146/168
BfF (89.8) (85.6) (91.7) (86.9)
(CHR) 0.5(0.5-0.5) 0.5(0.5-0.7) 0.5(0.5-0.8) 0.5(0.5-0.8)
A~ F =7 P 107/124 105/123 113/124 111/127
(Bl aFiE H] (86.3) (85.4) (91.1) (87.4)
A2 F =7 R E A 43/43 38/44 41/44 35/41
NV GREEE) (100) (86.4) (93.2) (85.4)
MRECFINER n/ BREDIEFE (%) - THEHAR(A) (95%EFEXE)
HRE(RFRY | AE 98/167 93/167 90/168 93/168
Major & 2 (58.7) (55.7) (53.6) (55.4)
(MCyR) 2.8(2.8-3.0) 2.8(2.8-2.9) 2.8(2.8-2.9) 2.8(2.8-2.9)
A~ F =7 RE A 66/124 62/123 58/124 65/126
GV GEEEE) (53.2) (50.4) (46.8) (51.2)
A~ F =T Rt E451 32/43 31/44 32/44 28/41
GV GIEEE) (74.4) (70.5) (72.7) (68.3)
RS R | 69/167 74/167 70/168 75/168
LB (41.3) (44.3) (41.7) (44.6)
(CCyR) A~ F =T BT 42/124 44/123 43/124 50/126
(33.9) (35.8) (34.7) (39.4)
A2 F =T R E451 27/43 30/44 27/44 25/41
(62.8) (68.2) (61.4) (61.0)
a il AR LRI 14 E B R
(2]

BIfERNZ, TH1 I 5D 84%. 1H2[01# 5 #£D88% Trld b7z, 1HFE G- & Tld, 100mgfk 5-#£D84%.
140mgfE 5 D88 % Trbd b7z, G- HEM TIE. 100mg 1 H1 M4 5-#£D80.7%. D3 DD G- TlE86~
90% Tl o7z, EaIEME R EOBIER (2H T20% L, E) X T (22~24%) M OVENE (19~20%) ThH-
72 KD FEBLIEIZ100mg 1 H1 [FIH5-8£7.2%. 140mg1 H1 B #¢ 5-#£14.7%. 50mg1 H2[0* #£11.4%. 70mg1H
20018 5 15.6% Cdh 72, Grade 3L EOFIER DO F B 13100mgl H1E$% 51 30.1% T D3 DD
L5 TI336~48% Th 77,

AGABRIZ B TRIEIZ KA FET L. 50mg1 H2MI5¢ 543 Tl X e R o Hh I J SR FED 251451 70mg
1H2IA$ 5B TR e B IRAN A KRIFESE . BUIE > 292 - BEGU: KN 2% FERME I A B E L 2 K B R
MFED K IFNZ GRS,

HEAAERERIZ100mgl H1 58 T340, 140mgl H 1Bl 58 T135201, 50mgl H2 %5 #E ik
545, 70mg1 H2[RI4% 5 # TIE57HIFRD 5N, T 45D (W FhhORET3%LL L) 137K (100mg1 H1[m ¢ 5-
B2, 140mg1 H1 I HE 5867651, 50mgl H2[0 £ 5189651, 70mg1 H2[01 ¥ 51312051, LT [RIIE) | 05k (K] 5
(351, 6151, 451, 7H51) . Wi 2& (1151, 5451, 6451, 6451) | M (2{51., 551, 201, 1151) . 78 &k b ek e (2451, 24,
3151, 6451) | it/ INBi A TE (1451, 31511, 61511, 8131]) . &k (1451, 95l 2051, 541) TH -7z,

Pe5-rbIZ R S8 HERIZ100mg I H1 MR G- HETIE7H, 140mg1 H1 R #¢ 53 Tid 1441, 50mg1 H2ml #5131
TIE7H, 70mg1 H2 [R5 FETIZ21HIZFRD 5, Tt D (W DR T2% LA ) 14, BEE (100mg1 H1[A]
P 51105, 70mgl H2[a14% 5-13:415) Th -7z,

Mg FEEIZ DWW T, Grade 3PA_EOM/IMIER AR 1HLER 5-8£0D31%. 1H2[% 5 F£0034% Tl 5
L IHZR S5 TlE. 100mg P 58 D27%. 140mg & 51D 38% Tabd b7z, £72. 100mg1 H1 Mm% 54 Tl
22%. 140mg1 H11a1 % 51 Ti340%. 50mg1 H2[RI 5 511 T1332%. 70mg1 H2[A14% 54 Tld37% Th 7=,

*1 TRERS - T
D IRERAV R R S EHICML T, 1R1140me 2@ A 5 T EOHA N COMARRERIIFO N TOENZEN S, AR T
FH i Gl R RO i K 13 140mgk > T05,
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V. BAEICETSIAR

< B FEERAR R >
-FEDIEMERCMLICH I 2 EFRHEER KRS IHH5 5% (Study CA180-056:
DASISION)®
[V-3HERUHE] [V-4AHEROCHEICBEE T 208 21
PIFOEMHCMLA N REL T, #9F=711100mgl H1RE 54~ F =7
1101400mg1 H110$ 5- DA w4 i3 2 A H3 A &0 [ 5 [T B PR 25 TAH Ak
(Study CA180-056) & il 7=,

Hity

VIFROEMEHICMLEFHZNREL T 4 F =T D125 AR LINO IR RO E L72cCCyRF 2 A~ F =7 L ik
ECE

FRERT A

S ] B A 28 IO a5, A 23 U o — 77 7O Gl Bl iR

SES

FIFEONEVEIHCMLEE 51961 (595 =7 ¢ 5-8£25901, A~ F =7 £ 5126 05

FARPUEUE

33 AN OB BED DB MR KD 74T T I 747 Jeta ik XU3t(9;22)Hi i ftE 23 il d 5 Tl 18
PEHICMLEZ W N 7=, 185 L Fook,
1. [BMEHACML (LI T DI EDOWLFIZE%Y)
OARRYIML K O BEH O TFERA31 5% A i
@ARRYIL K OV BEH O LFEERE AT BEER D HA330% A i
@AAY ML D IFHEFEERHY20% A
@I/ M AY100,000/mm* L F
GBI N (T 1AL
2. FrEgEN + D RIFINTWB L
ORI AGA s 1 F Al _ERRO2f5 AN ThBZE,
@ALTRUCASTH R E R _LRRD2 55 INTH BT &,
3. +HLBHAEEEEL. MiBETL 7 F = ABN EEE LBROIELI T THEIE
4. ECOGMOPSHO~2THBE
BE

Fabrot ke

1. VBRI AA B R F A 58 T A DAL S Y 208 T84 4 52 B AN D, HBVNEFER AN
BEZAL RO T REE A B B Pk

T A FE N o

2 S=M = AMTIR VT BE s T - T Y kT A OB B A0, HAVIFHNBZ ENTE AWM

LAY F T OREICEEL L EE DA HHEREGYEN B S EH

. N=2FA4 VIR D B R

L VMU R A E R O

. CMLIZ B L 200 s {5 FR D BE A

NOoOOob~WwWN

e

AR 1

Hasford 227 Clgpl{btt. £+ =758 (100mg. 1H1[A]) XidA~vF =758 (400mg. 1H1[E]) D\ h
TIEAEZHZEIDA T H3 125 AR 5-U 7z, TR BREE O e 3% 5-1% D < &E 30H M, U3 R ToR M M{E
T HETONT RIS OHIM. BT EE T 72,

ATE

B (EE)  125ABLINDOCCyR* K, (BIR) : MMRZ, cCCyREE I, MMRZ 53 HAR ., e s Ji A4 17
W (PFS) . &AM (0S)  &&
CCyR#OFHIE FHiZFH SN Tz,

%28HLL LRk T2l L T CCyRA i

T

BN N H R FBIEIL Clopper-Pearson® 5 I ZHEWN 95 % E FHIX & L IZ R L7z, EIREDIEIZD
T, Cochran-Mantel-Haenszel 3% FV T, Hasford 22 712 &2 & Bl L itg {0 & & 41 -7,

K AR 5 EZ L 12K aplan-Meier product-limitiha FIWTHEREL . P ILE DI5%fZ HH X [l iZBrookmeyer-
CrowleytAIZIDF L7z, SR F TORFMO i3 Ml {blog-rank 7€ (M) % F T 72 B K #EIE T
SR H C120.05. B EHE H Ti%0.0001&L 7=,

F72. HARANHEF], Hasford 22 7 DY 7 27 —T i@t 47572,
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V.

aEICRAd SIEH

PG O IUEIX, £ F =T 51 T14.014H (§il#:0.03-24.08%H) A~ F =T &5 T14.28» H (i
[:0.26-25.79% H) . F¥H1HZ S mOP I EIX, #9F =71399mg/H. A v F =713400mg/HTH 7=, HEK A
ERRELZNA BGOSR, £ F =T 5115115 7 (§#i[H:0.03-23.694H) A7 F =7 %5
T T14.69%H (#EPH:5.78-23.52%H) . FH1HE S-S OhYilix, 49 F=71394mg/H, 4~ F=713394mg/H
ThH-7z,

[EE:HER]

FEFMEATH 5125 AR LN DCCyRFIL, 49 F =T 5 T76.8% (199/2590%1) TH) A~ F =T 5-
F£066.2% (172/26001) 12 LI L 3T A INCH BIZEWZEPMGEE N7z (p=0.0067. Hasford 22 7 TlEHIL
7zCochran-Mantel-Haenszeli%) .

[BIxEHEIER]

125 A PINOCCyR#EIZZ 127185.3% (221/2594) . 73.5% (191/260f) THD, HA N R EL=554
125 AR LAINDcCCyR#Z K U CCyREIXZNZ N5 F =T P 5-#£96.2% (25/26) . 96.2% (25/26f) . 4~ F
=7 5-169.6% (16/23f51) . 78.3% (18/26f) TH -7z,

F7- S WIS OMMRZEIZ A F =T 5 #52.1% (135/259) THD A~V F =T H5#D33.8%
(88/260) 1Z ol L, SR AT 2RI T2 E 72 (p=0.000023. Hasford 22 7 TR HIL7=Cochran-Mantel-
Haenszeli%) . AR NEXN R ELZGA  MMRZEIZL Y F =T P 5-8£73.1% (19/266) A~ F =7 1 58£47.8%
(11723%1) Tdh -7z,

cCCyREUMMRIZEE 3 2F COMMIL, 44 F =T H 5T~ F =7 & 5 L0 MG 2 MG ISk
L7z (p<0.0001, Hasford 227 Chg L 7=log rank test. &AEMHIZ R RIZINT) , o35, cCCyRFI5 HA R rp Jefisi
3 A F =TGR T3 I H AT =T R 5HET5.65HTHD . HRAZRRELIZGA . ZNEN3.14H.3.0%
HTHh -7z EHICMMREBE AR OHpYLiE, 43 F =T ¥ 55 T6.35H A~ F =T 58 T9.25HTHD. HA
NEWNRELESGE TN ENS.94H.9.00 A Th 72,

[Z214]

HA N491% & T AREF O BIME NI Z ¥+ =7 B 58 Tld79.8% (206/258%1) . A~ F =7 & 58 Tix85.2%
(220/258%) 1258 ENT=, 10% L, EORWERIE, £ % F =T 5 TIE T HI17.4% (45/2581) . 5EIR11.6%
(30/258%) 1 7K10.1% (26/258%5) TH 72, A~ F =T P G5HETIXM19.8% (51/2581) . T il Fme s
%17.4% (45/2581) . ARMGE VI, 7892 2513.2% (34/258%4) . A9 11.6% (30/258%) . BEIRE10.5% (27/258
f3l) L WEH10.1% (26/258(5) TH -7z, AE TR D F =7 B 58#Ti1319.4% (50/258%1) A~ F =7 & 584
TI1342.2% (109/258%) 125D SNz, F ARk 34 F =7 5B Cldlig 4K 10.1% (26/25811) M 0V%
TEVEIFIES.9% (23/258%) ThH o7z, A7 F =T e 5RETII ALV IFIES5.7% (92/258f) J U4 G Mi7)#6.2%
(16/258%) TdH 72, Grade 3LA_LEDEERMR BN T 135 F =T REGRE/A~F =T G5BT MR RE
19.1% (49/2561) /10.5% (27/25711) . kFhERIEAE20.7% (53/256151) /20.2% (52/25711) . 1A ML ER gk A i
8.6% (22/25615l) /9.7% (25/2574) . £ 1(1.10.2% (26/256141) /6.6% (17/2571) | Z5RD 5 7=,

— 77 BRANFERIOEIE I Z S F =T 58 T1392.3% (24/266) . A~ F =T P51 T12100% (23/234)
IZERDENT2, 10% A EORIERIZ, £ 9F =7 5 RETIEH9526.9% (7/2615) 7K 23.1% (6/2641) | BRI
JiE19.2% (5/26) . Tl 9% 97 %515.4% (4/26451) . T TN I RRYHEFEIE11.5% (3/2615) THh -7z 4~ F
=T BRI, F8E55543.5% (10/2301) . TH134.8% (8/23M51) . 57 VEIER26.1% (6/23451) | ARG v ek
21.7% (5/23151) . BRI AR MR, P08 DU T3 2517.4% (4/23151) L Mam:, e &k BRI PEIE
BIHGEZS B 2513.0% (3/7231]) Th 72, Grade 3L, FOERMRERE B Iy F TR 5/ /A~F =7
58T IR ET . 7% (2/2601) /8.7% (2/23M1) . AT BRI AME26.9% (7/2611) /39.1% (9/2351) | 1ML
BRIAMIEL1.5% (3/26M1) /21.7% (5/2311) . £01fi17.7% (2/2611) /4.3% (1/23%1) I=780 6 7=,
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V.

aEICRAd SRR

x DEROEMHECMLICH T 2EE L FEERRFER (Study CA180-056) &3 BRI
SR (BARAN495E D) HAA
AYF TG AF TG . . _n n
(n=259:B& A | (n=260:BA& A G’#Tn_: Zggﬁ 4752;7235%
2661&T) 236F1&T)

49104258 (me/B) KA 25801 | xR BIE258% | g EIE26H] | xt 55 B2 315
o iyt 99 400 94 394
PRAE (B -BA) (21.0-136.0) | (125.0-657.0) | (60.0-100.0) | (260.0-429.0)

s35 8805 (5) KR BIE 2580 | xR l%5258%5 | st BIE26051 | xR G1E 23451

Y e () 14.01 14.28 15.11 14.69

BRI (0.03-24.08) | (0.26-25.79) | (0.03-23.69) | (5.78-23.52)
124 AR BIAD 199 (76.8) 172(66.2) 25(96.2) 16 (69.6)

MELEEFE | cCCyR® 0.0067"

HE (3 3gap il =

(G [%]) é%yi’aﬁw'j‘m 221(85.3) 191 (73.5) 25(96.2) 18(78.3)

AFEEFH (54K | 135(52.1) 88(33.8) 19(73.1) 11(47.8)

R MMR =0.000023""

GEBIE[%)) | [EIXGEHtiEH] P

cCCyR INHE—REH 1.55(1.03-2.32) 2.42(1.25-4.70)*

I ZHARE

MMR NF—FIE 2.01(1.18-3.44) 2.64(1.22-5.72)*

= HARS

Té@zg;zmxaa) i p<0.0001"

% 28HLL o RIFEC2Iml L TCCyRA R SIS 14 E B

%1 Hasford 227 ThgH|L7zCochran-Mantel-Haenszeli% %2 99.99%f5Hi[X [#] %3 Hasford 237 Th#B|L7-log rank test

4 95% (S HEIX
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V. BEICETDIEH

<BHEREKREER >0
A IFZ TR DIEMHICMLICK 92BN RRFEIERI/EA{ LA R
(Study CA180-017)?
[V-3HEROHE] V-4 HERCHREICBEE T 238 2R
A~ F=7400Xi3600mg/ HIZHSTME T H 218 MECML150%1 2 xR &L
T, ¥ F=71E70mg 1H2M#5-& 4 ~F =711H400mg 1H2BE#%5-OF
S % PO g % BRI SR TAH A 23 1L ARBR (Study CA180-017) % FEhaL 7=,

iy

400~600mg/HDA~ F =7 I MEDOIE M CMLEF (245 =7 1[0]70mg, 1H2[1]*, Xi34f~F=71[]
400mg. 1H2[u]**% 123 M #¢ 5-L 7= 2DMCyRZ el § .,

FRERT A

WG SB IR AR AR A3 (U A — 77 F 0L kIR

R

400~600mg/HDA~ F =71 KHMED 18 LA EDOIEPEHICMLEF 15001 (54 F =7 £ 5HE101051, & &
A~ F =7 B 5E4901)

FARFAEUE

1. HEBEEFHIICPh+A FEERIN/ZIEMEACML (LU N DFE#EDWF A ZH4Y)
OARY UMLK O B O HFER AN 5% A i
@ZARRY ML OB BEH OTFERE BT B BEER O A330% A i
@AM PO AFHFFLERHY20% A i
OI/ MR EAY100,000/mm*LL_E (RTEFEORIE OB L5565 R<)
GRES A (- IREERQ)
2. BIABAYFZTICHU AT OREELET
D600mg/ HAEEA TR G-IN/2Z e
@1H400~600mg/HDOA~F =7 1B iED
NEPEHHCMLERZ I SN2 E T A~F =T 1H400g L EO #5535 AR E1T > TECHR™ S5 N7
WA (W)
BT ENEBMEHICMLEZ S 2B E T A~ F =T 435 HBI YL ERE-U TR IR A S 5
WG A (WIS
- BHERICMLE 22 W N 7= % ¢ CHRIERK # M EREA310,000/mm* B &2 ~7-83 8 EASHEHTE)
- BATHI B AT R PEHICMLE 2 SN 7= T A~ F =7 VRIS K0 L2 1) B8 iR 1 T AL L 7= 35
A ESIPTE)
e

FEakropEdE

1. 22) ==V W REREDS AT BE T 2 DA 2T AR B H A8 E

2. WGERBHIA 1 ARS8 T 3% Hik T B @ U) 2 b i 154 FE i3 278 A e H AT FENE 5208
AT BEZLATARD W BE A B 21

3. Wl S OB b

4. ¥ 5-BAUAHT O NRAR A OSSR A5

5. 78— —DMEURDO AT REME A BB A VE T IR BRI b B OB ERAE T #2 3% H L i U] 720 BERT 744 O A 78
RO HANIHNRZENTERO BN

6. 600mg/HAMEABA~YF =T o 53N =2EhH5

7. A F =T ITRUTHOIERIME4R T BCR-ABLER T4 £ (1L248V.G250E. Q252H/R. Y253H/F.
E255K/V.T3151/D.F317L.H369P/R) 6§ AZ N TObA > TS EH

8. WMFITHAT I B MEFCMLE R W N /=2 3% 5

9. U TIZEFHZT AV F =T RIMEDEH
s AV F =T IZBHL7=Grade 3LA_EOIEMTE
A F=TIZBEEL. SHLL FHi%id 5Grade 4D IENMAEH M
AV F TR U KO B G XU 4E A EZ TR G AL =28 BB

Al 7 1

REIILYF =T PG (10]70mg. 1H2[E#25:) . i34~ F =7 55 (1[01400mg. 1H2[E# 5.) O h
MZ2: 1D LR THEAE BB T STz, R DT A RSN BA (BATIH XU 2 A~ HAk, CHR X
WEMCyRM1ME SN <-4 . AMERB OB AR 672354 ) 12 B & 5% MCyRAF LN
B NIFRBETEENVEHEERNRBILGAIE. 8 HDORIREND a2 — =Lz 4 F =71
1H80mg~180mgDHiH THEFEHI TELEDEL . i KIZ600mgDA v F =T R B EN LB E TI3AvF =7
600mg DY EA T L L7z,

PEATEH

BIE(EE) 4 F =TGR ROCEHEAYF =7 G R B 512080 £ 5- L7222 OMCyR ., (&l
R) : CCyR#, CHR#*, MCyR X U'CHR £ H[H], S84/ A7 (PFS) %58

it

MCyR# K U'CHR#IZ95%E FHX & &3 IZFH 95, MCyR=E D 2RI D 2213 ba 227 74 712 Agresti-Min
IETERE R EIZ KO RNT I 5, MCyRO Fpfe AR, B g 213 FA R 2 BIL Tid, Kaplan-Meierik& F T yefil
M URO5% 15 T X [ HEE 55,
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V.

aEICRAd SRR

LEES

R EREMI150(%2: 10 EIA THYF =T 510141, B A~ = 71 534905 2 S 21 2 B0 7=,
Z oD O IHEIZ595H THD IFEAEDIEFINA~ F = AN KB1ELL EOWEIRIED & 72, 7T A —
IN—HDOE 5 MR OhYLiEix, #9F =7 P 58 T22.55 H (§#ilH:0.2-29.44H) . B EAYF =7 58T
3.17H (#iPH:0.2-26.3»H) . F¥H1HIE S EOhJuflilx, 44 F=713105mg/H. A~ F=7132796mg/H TH -
77

[EEHEER]

FHEEHMEHEE TH S 5128 (razxir—s—hi) OMCyRZEZ, £ F =7 5 835.6% X O EmHEAvF =7
PE5128.6% THD. 24137.1% (95% (S HHIX 1 —9.8-22.2. p=0.4025) TH 7E 2413 7RD SN 77,

(G EaliEEE))

BB M EE CHACCYyRLIZ R EE21.8% K UB8.2% ThN . ¥ F =T BRI W TH IS E 1 H 7=
(p=0.0409) , CCyRZI|3% HA M h Je it (95% 12 HEX (M) 13544 F =T 5.544.1 1 (2.8-5.8% ) . i E A~ F
=ZTHE55.35 1 (2.8-6.95H) Th-o770 F72. 70 AF —\—Fii D EMCyRZIZ & HE53.5% [ 1832.7% TH D).
41321% (95% S TH[X [#13.6~36.8.p=0.0169) THHF =T # NS HEA v F = T SR L0 A IS E o
720 %72 MCyRF1 3 HA i A g i (95% S FEIX ) 135 F =7 % 5-72.8 H (2.8-2.95H) . G EAYF =T 1%
512.8% 1 (2.8-2.8%F) Th-7= i BCHRZKIIZ B = T 5.1£93. 1%KL, i EA v F = 71 55Tl
81.6% Cd 7=, 7=, CHRE|3E HAM] b Y fili (95% 12 JH X [B]) 13549 F =7 % 58£0.5 7 (0.5-0.6 H) . & FH A
v F =T H5H20.55%H (0.5-0.7%H) TH-7=,

WIEED AR ER T 2 HT M U AR A I LD a2 — S — U253 591 0 . ZDONEFRIZ L3 F =7
WS RSB HEA~YF = TR 5 8EN20/10115 (19.8%) X OE I BA~F =T 5805484 F =7 5~
3974941 (79.6%) TdH-7=,

HUAF— N~ DEE I B SR O ULEL, #95F = 7 589 N NS R A~ F = T 512858
TH 72, 72K = —HZDMCyRFEIZZ Y F = T 548, 7% T Uid A~ F = 7 1% 58£15.0%. CCyR%
1338.5% V0% & Y F =T RGBTSR ThHEZEfEgR Sz, CHREIZZ Y F =T 1% 5
94.9%I=5L. B EA~F =T 584365.0% Th-7=,

[ZeE]

JUAF—IN—FiTlE, ZHF =TGR R O EHRA~F =72 5T B3 B 1293% (94/10145) K ¥
90% (44/491) TH-7=, Grade 3XIFADFENERIE, 4 F =T P 58#D61% (62/1014) . mHEA~F =T 1%
H5RED39% (19/49%1) TG I N7,

ZHF =T NTEHEA~VF =T O EaBWEHEL T, BIEkEE GRO, G, TR %) | 25k &K OS5 [T
FRAE (I 57 . B M JRE AR MEVFAE, B PRIESF) | RS M OV T RRRRR S (R ) Al s hz,
MK K OGrade 3. 4D K #1344 5 = 7 T 58£25% (25/101451) K O5% (5/10145)) . EHEA~F =T 1%
HIIENZTh0% Th-7=,

MR HEPEIZ DWW TEGrade 334D /IR IRME , I hERIFAE , A IILER I AME ., 2O FEBSHE 3 7h 7
W F =T 58E58%. 63%. 24%. 20%. FaH HA~F =7 P 58£14%. 39%. 16%. 8% TdH -7,

— 7 7aZF == FRIZBO TR IZEAEDORER CRER A HE ST BHEAYF =T RG5>y F =7 1%
SRS F =TS S BEA~YF T SRR BT B R B 1395% (37/394) K 1'85% (17/20f4) T
Ho7z,

MK IF 24 F =TV IBREEZEH L REM D5 521% (8/39%) | &5 A~ F = T IBRAE LB LRERD5H5%
(17204 THits &=, MikFEMEARRE . K ORI1EHIZGrade 1132 TH 7z,

Grade 3XUZ4DIIMIRAE , IFHHERIFGADAE , I IIERAME  F MO R BUHE I T heEmH B F =7 1%
B g F =T R G TED 72,
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V. BEICETDIEH

® AYFTERAMOREICMUCKH T 385 RR B IEEE R LLLEEER (Study CA180-017)ICH1H

¢ 35l (54 F =T B G HELB A~ F =T Be G- RE200) 23R PNO7=bFHII AN BE T -7

BEM
- - SHFTHREE SHENFTHRER
A7 R (n=101) (n=49)
JOXF—/N—1 (1238)
BEREIG S HAR (B) 22.5 3.1
BEMRGEROWHERE  EGE(%) 51(50.5) 9(18.4)
N st (o, |CHR (R RZHH)
MRFZIR  EFE (%) FEH ] 94(93.1) 40(81.6)
MCyR (12;E[H)
(3 ] 36(35.6) 14(28.6)
B EENE CCyR (12 H) 22(21.8) 4 (82)
EBIE(%) CRAGAIE )
MCyR (R E#1E) 54 (53.5) 16(32.7)
CCyR (R E#h%)
(A ] 44 (43.6) 9(18.4)
TOXF—IN—UI=FEBIE (%) 20(19.8) 39(79.6)
IOXF—IN—1%
RERERIL 5 HARS° GB) 89 28
MEFSIE  EHIE (%) |CHR 37/39(94.9) 13/20(65.0)
R E =R R MCyR 19/39(48.7) 3/20(15.0)
FEGIEL (%) CCyR 15/39(38.5) 0
a el S 1A E B
b H T I

*1 : JRERSMH - =

2 1 AV F T ARG OEIN THRGREN TS RIZOWTUILL FAZ S T a0, filli3 A~ F =7 A VBRI IR

AT BT,

<&E>

1M600mgZ T & TE5,

PP PR BT IS LA TRGRE N 7oA 2 F =T XL IRIE D - ﬁii(i‘}i*’")
W RAIIZA7F =7 LU TIHL400m g% AR ISR 595, s, MLHEAT . AR REIRI S kD A3 %75 1H
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V. BAEICETSIAR

2) ReMER - REIREHER

<BEAERFRFER>" "

A F =T WHIEDO CMLAE I Ph+A LLIZX 9 2 EINER IR GRS Tl 5%,
3 PEHICMLIS KT L TI36 5 AR (58 THBNC I i, A i BRE MEAm H
128 H ] & AR A% 5115 AR - AT RO R PEICMLAE NZPh+ALLIZ DU
TII3» AMDOHR G E LY | Z Dk, ki 55k (Study CA180-036)" X
(JAERH] (Study CA180-138) MIZF VTR G- 292/ L 72,

AR FZTEFEDCMLAL T [CPh+ALLICH T Dkt 55k

(Study CA180-036) "
[V-3JHEKOM ] (V-4 RO R B 3 1% ) 24

E1ib]

A~ F =T WEHEDCMLAE IZPh+ ALLIZH § BERR S5 1/ IHEASR (Study CA180-031) 125 THUE D%
LA T U ke 53 i B Dl ge L i S 72CML&H S NIPh+ALL B 2 6 R & L7k ¢ 53kl
(Study CA180-036) ZJzhiL . % 4= tEaME ¥ %,

RERT A

F =7 T O G- iR

Xt R

A~ F =7 WEHIED CMLIE I Ph+ALLIZ W9 2 FRIR 551/ TSR (Study CA180-031) 123\ THUE D5
WA T U fke e 523 B D alBEL HI & 1 72CML & 5\ \E Ph+ AL L 44051 (1 EICML29%1, #2417
- SEHICMLINI, Ph+ALL6)

FARPIEUE

1. RIGERFARGEE (JefT 589 7= 7 DRSS 1/IHERER (Study CA180-031) DFE T ) IZHB W T IREDE
1t (PD) 233805 0 h, Mk Pt 512 KO PD AL DBGEN A B

2. AIBERFAMGHE (GLAT$ 249 F =7 OREIK BT/ ISR (Study CA180-031) DAL T IZHBNT, 1795
FREROOFR [ REUEI 25 0L TGS

Fabro e

1. BT 5589 F =T DR B/ IR BN T, 3 F =T 5L O R RN G 2 T JE M #1:
(BB X UNEF 2 B5L) Nl o, 1B E T > TEGrade 1L FHANIN=ZFA/FTRIIEL TOARWER
4

2. HAT A5V F =T ORER B/ IHERER (Study CA180-031) IZBWTAIR 54 (F L2/ E

Al /i

1[FI50mg. 70mg & U*90mg (1H2[A[*) SHAR I 52175 iR IIAFBIZ TN TEH F =T HIREESNSE T
LU ZDOR%IZELENRFEZ RGBS L Ca F =T h G IR Fe s A% Tilli A ik 975, SIEfICo & 5aL
AU, AT T B89 F =T DGR BT/ IAHRER (Study CA180-031) DF% T G L ~NIL Ak 358D &4
5. BEHERRHHNIFEOHEENDIREL T, FrE ORI HE IO [ — S O R HRAHiZ &
35,

OFEFITHIEE

HEREBROPRG LY, BT 583 F =7 OEEREL/IHHERER (Study CA180-031) 128\ COEE AT 5-
(43EM) #88 TU, 205 8L~ TOREMEMMER SN TOBEZE (YR 5 HL L TODL TR B 0HIF
7231/60BILLT) ZRifREl . et 3 2R S 1/ I GRER L AR D FEUE Z 3D 2 5-mL L 1ERRE D179,
QBE - FUWIARE

AT AR BT/ IHRRER (Study CA180-031) E[RIARDILUET, iz - HWrA175,

ETE

ANYE S O A PEIZBIL TR SBAT 9 B RE IR ST/ AR (Study CA180-031) LIRIBRDFEHE TR 45,
By (ER) - MIGBZ 2R, (RIR) © CHR=, CHREGEHIN 4L
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V.

aEICRAd SIEH

LN

RIS PEHICML30A, #4711 - BPEHAC ML 15 % CO"Ph+ALL 13, &4 5 =7 £ 5- Wi vb Jefili 1 209 1]
CML142.038 (i : 2-19138) . #4711 2 EHICML38.038 (i : 2-1313) . X U'Ph+ALL11.7:38 (i
2-1198) TH -7z,

[EE:HEER]

1S PEHICMLIZ I AMCyR%1376.7% (23/30f) 2 U'CCyR#%1363.3% (19/30%) 12788 5 7=, AT HA RO
APEHCMLIZIIFAMCyR#13.27.3% (3/114l) 2 O'CCyR#1318.2% (2/111) 12588954172, Ph+ALLIZHT
BMCyR#%1353.8% (7/131) KO CCyR#:1346.2% (6/13f}) TRDENT=,

GV GaibEE)

P PEHICMLIZ 317 5CHR #1393.3% (28/30%1) . 47 M1 R OV EFACMLIZ I AMaHR #1372.7% (8/11
) . Ph+ALLIZI1F 5MaHR %1346.2% (6/13f4) TR SN 7=,

R AYFZTEAMEDOCMLIEPICPh+ALLICRE § #6145 518k (Study CA180-036) (- 515 H %1%

fﬁ_ﬁm(%)
wigggom, | PURERER L pnay
(n=30) (n=1 1 ) (n=1 3)
5 HARS (GA) 142.0 38.0 11.7
MRFAITIR Overall IlL3& 22 1) B fi
IML7E=E A Major & fiF _
(MaHR) 8(72.7) 6(46.2)
Mk 5 2 i (CHR)
MRREEFINR HIRGE{RF I Major Ffi#
[+ =:9mEe] (MCyR) 23(76.7) 3(27.3) 7(53.8)
M B2 1 52 42
(CCyR) 19(63.3) 2(18.2) 6(46.2)
Ll IR 14 E S

[Lei4]

BIERASMERICML, BT 1] - S HICML, Ph+ALL 454 4l ciRd o, 55324 (59%) #3Grade 324
ETHhHo7m,

T AR EIER (EBLEE20% 2L 1) 13, FH#i2561 (46%) . 523151 (43%) . F8 #2201 (41%) . 1121151
(39%) . & 12201 (37%) . 78951911 (35%) . yZME1 8 (33%) My ZK 1745 (31%) « 0y K USIE Ik 16451 (30%)
TR M OMAREERE N1 515 (28%) « T2 12001 (22%) K OVERRAEL L] (20%) TH-7=, Grade 3BL EDFEAH
R A EIE T (GEBIER20% A1) 132 it 14451 (26%) TdH 7=,

i PRAR AT P s 25 0 (RIE ) (3254050 h ARl A, 55474 (87%) H3Grade 3LL FTH 7=,

20 G R R A B2 5 28 B (RIE D) 13 A e BR B0 44151 (81%) « ML/ N K0 43151 (80%)  FHIMILER B A
3961 (72%) V> 7 SERBORK A 34151 (63%) - ASTHEIN33M (61%) . LDHEEIN3211 (59%) . ALTHS 3141 (57%)
ATy MRS B ONEZ T VA 2501 (46%) . CKE8 I K O il ER B k> 24151 (44%) . i) > kb 22451
(41%) . y-GTPHIII19% (35%)  ALPESII R O Mlih 7L 730384 1711 (31%) . CDAV Y SERIR A T OYR Hh
MREPE1 4151 (26%) K OIfiL AR PR BRI & OSPR & 114511 (20%) Tdh 72, Grade 3L O F 2 BE R It 224
28 (RIFER) (FBLE20% LA 1347/ ER B 35151 (65%) « ML/ MK Bk 4> 32151 (59%) « A I ER Bk 4> 24151
(44%) V)27 SER Bk 18151 (33%) K UV 2w K UANEZ T VA 111 (20%) THY NS MK
= Tho7,

TR S7-FIEAIZPh+ALLOM & 15T ~72,

HELA TR RIIAMIEEIR K ORI 5 A 8% &, 25451Fh 2761 (50%) (I2ALh, ZONFRIE
1EVEHICMLTIZ30Mr 91 (30%) #4647 A B EHHC ML i1 145 7451 (64%) J O"Ph+ALLTIZ134rh 11441
(85%) Th o7, LHEELA HFHR (REEL10%LL ) 13 18V CML TIN5 B A 30451 341 (10%)
AT S ICML Tt Je 1 14517R 3451 (27%) . FE & A rh BRI AME 1 115172151 (18%) . Ph+ALL TR TSV
Vo SR 13651445 (31%) . F8 & 3521 (15%) Th -7z,

PG E S 2RIE RN 1S PEFACML C2051 (i g M OMRifE 1 MU - B ) B2 17 HA- Sopd FHC ML 2451 (7
PEA AR b S P HA A UG - O SR PR MGG - O AS 42 0B X QT il 1 [ B 2 B e ON VPR HiiZe 7)) & OFPh+ALL
T (Wi %) TH -7z,

*1 : FRRESM -
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V. BAEICETSIAR

AT Z TR DIEMHICMLICH T DERARSEI1EEER (Study CA180-138) ™
[V-3JHEB IR V-4 B KORGS5 LR ) 20

Hi

A~ F = TR PUEIA M A O MHHCMLEE 250 REL T &4 F =7 OFRPEC DO TRINEE(Z 21T
fif e TR EHH S LTG5,

AR T A

WG SR T A RRAMR, JE1E 25 (o — 7 T~ OL iR

ISR

A F =7 IR USRI A OV C ML 2311 (100mg1 H1 M #5711, 50mg1H2[H ¢ 5 %F12
1) .

FARFIEE

A F =TI UIRIHES M SUIANM B O M
1. IBMEHCML (L F O R HEDWL T AIZEEY)
OARRYIML B O BEH O TFERA1 5% A< i
@AA IS OV b D SR R HEER DA H330% A i
@AY ML D IFHEREERHY20% A
O MREA100,000/mm® B (RiEROEIEFH O #2280 - L5564 1<)
GRESMEE AR (- 1A R)
2. IXFZTICMEZ BN H DV IS B BB S THIPAMBDEE (ML FIZEH)
OEHHCMLEZWR NI HEE T AV F =T 1H400gL, FOFE 5435 AL FAT - TR MK 52 4 E iR
(LIF, CHREBS MRS IGA (WIHHERHTME:)
@MEPEICMLE 2 X 7= ¢ CHRER % L EREA310,000/ mm* BL_E & e 572304 (RS
®FEMIEHE KA~V F =T D GAH IEL7- 854

TabroMEUE

1. BRI\ T B T RE 2 DR M2 A L TV B

2. GERBHIE 1 Huli 588 T 3 A £ Co M. ) o BT A FhE 4 2 B B0, HAVNTER T 5ZEH
A BELATHRD W BEVEA BB Ik

TR R O 3L

VBB 5 PR RN AT S 70 R OSSR A TH B Mt

28— = DR RE 2 & T - CL TR R MR AR R ONRIERRE T 8D e & 8.3 A1, T V) Zbe i 24 N B
BB, HENITHNBRZENTERN M

LAY F T O G CfEEL B O DHIERCRGYED H 5 B

L 2L AR R ST E S DR

. CMLIZ B U 20w S Y Ik 5 ER D B A

. CML LS 3928 D] 8 72 S e 55

abhw

© 0o~NO

Al T vk

1[A150mg®1H2[8[*, i1 [E100mgD1H1MIFES-L U, 65 HBDOFE 54175, A FR DD TR BOHEE
DXIEEL T, i E DI ISP, [F]— 5 TO M R iz v e Uz SERNII S BRI HID 1 72,
60 LA | Mkitse 1% 5708 Bap Dl BEE P X 72345 L 15 5- ke T BE T 4% 5-Fil a0 56 H B D43 511 [
SR AR AR ke 15 5 A 2 R e L 7z,

AT

B (ER) - lBOMIGEZ =5, (BIPR) © CHRE, CHREE B MCyRE# I, MR 17
I (PFS) i+ E RS OMIGBE 2 2 g 28

LEES

[EE:HEER]

RERN BT EMEBICMLISE§ 343+ = 7 2 512 KBMCyR %131 1H100mg 1 H 1 [EI£ 53 & UF1[H]50mg1
H2lEl £ 522 N45.5% (5/1111) . 91.7% (11/12f6) . CCyR=£13.27.3% (3/11451]) K 1%58.3% (7/12{4l)
Th-72,

(EPEZiEE)

ARERH BT S HEACMLIS 544+ = 7 # 5.2 L ACHRZIZ1H100mgl H1 B4 53 K O°1[H]50mgl
H2l % 582 2490.9% (10/1141) K& 1°83.3% (10/124) T -7,

F72 AR SR 5O T ASMEICMLISN 544+ = 7 $¢ 512 KB CHR %121 [01100mg1 H1 [E14% 58 K&
U'1H150mg1 H2mI# 57 T2 24190.9% (10/1141) K& 1°83.3% (10/12f5l) Tdh -7z, MCyRZiX1111100mgl
H1[E# 5.5 K O1E50mgl H2[E1 2 5 TZ N2 4154.5% (6/1111) . 91.7% (11/12f) . CCyR#%:1336.4%
(4/11101) }21%66.7% (8/12f5) TH 7=,
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V.

aEICEY HIRE

x" AYFZTERAMEDOEMEIACMLICKH ¢ EANERRFER (Study CA180-138)ICH11 5H 1%

TEBIE(%)
1[E100mg 1[E50mg
1B1 A58 1H2[EI%5 8
(h=11) (n=12)
. SHEREA+ o ERHR+
S ERER 44 A ERER 3£ 4
L% 2 1 i
%ﬂ%@gﬁ’gﬁﬁ* (CHR) 10(90.9) 10(90.9) 10(83.3) 10(83.3)
A B B2 & [ EETHEH ]
ANGETZ2H Major FE % (MCyR) 5(45.5) 6(54.5) 11(91.7) 11(91.7)
BRI 5 2 SR (CCyR) 3(27.3) 4(36.4) 7(58.3) 8(66.7)
LS4 E B
(€ExED

BRI, 100mgl H1 R3Sl 114507110451 (91%) 1=, 50mgl H2[al -5 #1105 F1 915 (90%) (2725
. 95Grade 3LLEIZZHZ 0261 (18%) K U211 (20%) IZiBd 67z,

FaE R RIER GEB20% L) 1) 13, 100mgl H1 2 5B TIIE 57 (45%) . 895301 (27%) TH 7=,
50mgl 2/l #5113 FEIE 6151 (60%) « Z LA (40%) . T i, ELMFETEZS . ITHSREM A FL 0 | A . B8 e O
Jfg A 2051 (20%) Td -7,

R A 2 20 8 (BIFE ) 13, 100mg 1 H1 M 5.3 Tl 1 14rh 9% (82%) 1Z#2d 641, 9B Grade 3L L1
137151 (64%) 1278572, 50mgl H2[A1 % 5 BETIX 1065 4l =785 H., 5BGrade 3L EIZ6H1 (60%) 12788
57z,

TR Al S 20 B (B ) (BERZE50%L) F) 12100mel H1 A2 534l MREQR D 751 (64%) | I
rhER B 6101 (55%) Td 77, 50mgl H2[a 538 i i IR B> 7151 (70%) i ER B | 1 il ER %
WK OTI=0 - TINT VAT 27— HNH] (50%) Th-77, Grade 3LL O EEIR M2l T3 25 8 (RI1EH)
T100mglH1 a1 ¥ 58, 50mgl H2 M 54 ML T E 8D, /MR KD (2266 (55%) K O3
(30%) ) M OMFHERBUR A (224l (36%) 10311 (30%) ) THD . T h IR I Th -7,
EELAMBE M EER13100mel HTHE 51 15IFR 215 (18%) . 28 i 2 & 15338 541, 50megl1H
210 P 5B 10M7h 2051 (20%) Ml g% . b SOE R, B S BORE R E, 7K 25 151255860 5 4, B B A B PR
RAHE AN T OB TCRRDONLE -7,

FECIZ R S8R, 5 bic B S>7-RITEHIEEED S s 77,

* 5HE

%1 JRGRSHHE - FE,

<BHERPREAER >27 0 12

4 < F = TEPEO CMLAE CNZPh+ALLIZ A9 2 WS G IR iR ER Tld. 69%
(1,509) 736 » A D5 %52 F. 11% (2500%) 12, 3~6 »HDOFE G- %3213
720 19% (42301) 133 5 HLL T D5 Th 7z, 72720 WHMESIKEE TAHER

B3 CRBRZ LICRYE L7z T — 2O HIC B D S RGE T b 5. RIIF 512
B ReEMOBENIFEPTHS,

EER PR BR
ﬁ/}’iﬁﬁﬁgﬁ (Studi%]ICTAEfig%ﬁJ 58) I3 ER (Study CA180-036)

n=2,182 IBHEEICML BMIICML | BTH-SMEICML Ph+ALL
“5HAME n=23 n=30 n=11 n=13
hakfE 7 20.50)1 142.03 38.04 11.7:4
BN—8&K 0—31 5.2-22.8%H 2-1914 2-13:#4 2-1194
3HAT n(%) | 423(19) 0 1(3) 2(18) 7(54)
3~65A n(%) | 250(11) 23(100) 29(97) 9(82) 6(46)
6»B#B n(%) | 1,509(69) 21(91) 29(97) 7(64) 3(23)
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V.

aEICEY HIRE

(B)EFE -

JRAERIEHER
O FZTEHRMES R ORMEBNS T 2E M7

[V-3HE KR OHE] V-4 HEROCHRICBEET 2738 21
[E] Y B R 55 1/ TAH AR (Study CA180-031). [EPEGIRSBIAIARER (Study
CA180-036 % U*CA180-138) . A ERIRZEIAH (Study CA180-013.CA180-
017.CA180-005, CA180-006 2 TU'C A180-015) . 5 i oA 575 TAH e A 25 b Ak Bk
(Study CA180-034) iZ354) %, A7 F =7 WHMEGI K O AEFN R 555 F =
7 ORISR MEMEBICMLIZCHR. 2Dt - if&ldMaHR) & U'MCyR
EREILIZE A Y F =T34 v F =T P R ORI B OV UL T
&, M1 K OHIRE R 2 RBE S 72 A8 EICMLOA v 5 = 7 ik
Bl B ORI A BN 3 2CHRFZEIFN T E83~100% MCyR#EIZNFh$29~
100% CTdH -7z, BT - BVEHICML X U'Ph+ALLOA~F = 7P PERI L T
IMaHR#FIZN TN E20~100%0MF 5N 72, BT - S EHHCML X U'Ph+ALLIC

DNTUIA Y F =T A BEBFIORE G BRE N TS 70 PRI & 53 2 i3

TR 72,

R A XFZTEAMGRURMELICE T 2FE

e se.o AYF=TD | TEGIE (%)
BRES #5%% | O | mme | AEE it
'Ié%l%'ﬁﬁccA'\qéo138('*t5§HH) 1[M100mg | CHR 6/7 (86)| 4/4 (100) | 10/11 (91)
- AT b=’ JU
(ENE THEE) S Tyor | 27 (29)] 34 (75) | 5/11 (45)
@%’H‘Hgﬂsmss 1[M100mg | CHR 6/7 (86)| 4/4 (100) | 10/11 (91)
u - Ju
(ﬁgﬁ%{.ﬁgﬁlﬁﬁ)(w’%ﬂﬁgﬁgﬁ) LTH1IE % 5 MCyR 3/7 (43)| 374 (75) | 6/11 (55)
’Ié%ﬁd'ﬁﬁg/'\xﬂ*so 034 1[A100mg | CHR 110/124(89) | 43/43 (100) |153/167(92)
- 217
B S e ks | T IMCyR | 73/124(59) [33/43 (77) 106/167 (63)
i2 5‘%’3‘”82”#80 031 50.70.90mg | CHR 10/12 (83)| 6/6 (100) | 16/18 (89)
1 U - T
% | (@ws e WH2EEES Pyieyr | 412 (33)] 576 (83) | 9/18 (50)
|\C/;| 'Ié%'léd,ﬂﬁgmLBO 031 119]70mg CHR 5/6 (83)| 6/6 (100) | 11/12 (92)
u - U
L | (et WH2EEES Tieyr | 26 (33)] 576 (83) | 7/12 (58)
'Ié%ﬁd,ﬁﬂgmLSO 036 170mg | CHR | 16/18 (89)|12/12(100) | 28/30 (93)
- L
CE 5 58 2B Tyior | 11718 (61)]12/12 (100) | 23/30 (77)
E’lﬁdﬁﬂgmLSO 013 1lE70mg | CHR | 259/288(90) |93/99 (94) (352/387(91)
(START-CEtE8) LH2EEG ThicyR 1507288 (55) (81/99 (82) |240/387 (62)
'Ié%ﬁd,ﬁ}ig%LSO 017 1[H70mg CHR 94/101(93) — 94/101(93)
- 217
(START-RELER) TR2EEET Tyeyr | 54/10163)] — | 54/101(53)
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V. aEICRITSIAH
= SYHFZTD TEGIE (%)
HERES " s % L -
&S wesnk | PR pmw | Fwe =t
%Sz??iﬂé%;l%%ﬂg% 1[5170mg MaHR 5/8 (63)| 2/3 (67) | 7/11 (64)
tu - s
(E M TSR HH2EEES Tyior | a8 39)] o3 (00| 3/11 (20)
% %S%ﬁd,ﬁﬂfi'gésﬁg%lgﬂé 1[170mg MaHR 6/8 (75)| 2/3 (67) | 8/11 (73)
= - U
F (kI 5 5188) 2B Tyor | a8 39)] o3 (0| 3/11 (20)
< fsw;ﬁﬂg/'\x/lhao 005 1i70mg | MaHR |103/161(64)| 9/13 (69) |112/174(64)
i | St - s
I | (START-ABE) LH2EHET ey | 65/161(40)| 5/13 (39) | 70/174(40)
C | BEmmt 1el70mg | MaHR | 34/99 (34)| 2/10 (20) | 36/109(33)
L 2HEHCML 1H2[B$% 5.
Study CA180-006 MCyR 35/99 (35)| 2/10 (20) | 37/109(34)
I SEE R 1[H]70mg MaHR | 15/42 (36)| 2/6 (33) | 17/48 (35)
SUEHICML 1H2[E 5
Study CA180-015 MCyR | 21/42 (50)| 4/6 (67) | 25/48 (52)
PheALL oot 1i70mg | MaHR | 3/9 (33)| 2/4 (50) | 5/13 (38)
t -
(E 2 e ER) H2EHEES Tyior | 30 (33)] 44 (100) | 7/13 (54)
P g?tjALIéMSO 036 170mg | MaHR | 3/9 (33)| 3/4 (75) | 6/13 (46)
- 217
L | e s s 2R Tyioyr | 30 (33)] 44 (100) | 7/13 (54)
ghBALémso 015 1[1170mg MaHR | 17/44 (39)| 2/2 (100) | 19/46 (41)
t -
(START-LERE) 2T Tyicyr | 24744 (55)] 272 (100) | 26/46 (57)
FPAIT A 3 14 ET B

(@BCR-ABLEZRAZR#HIZEFICHTI2ENME (A~ FZTEAMRUR
B -7~

[V-3HEROHE] [V-4AHEROHEICBE S 58] &M
A~ F = TP IMEOBCR-ABLRARAZ Ra A HRERIC N TE, 44 F = 712K
DIMLHE A 1) K OSBRI R MR 6 7z, £ 9 F =7 K 5-AiIZBCR-ABLA
IR B A 3 BIEFIN RS 3 A I 2 1) K& OB R AR R RIS DV TRETL
722 ZA NEEHCML (Study CA180-138.CA180-034, CA180-031.CA180-
036, CA180-013 X U*CA180-017) 1246t} ACHR#F I N £36~100%. MCyR
LN TNE0~63% TH o7z 1571,
X512, AT - BEICML X O'Ph+ALL (Study CA180-031.CA180-036.
CA180-005.CA180-006 % U'CA180-015) IZ3\ Y CEMaHRZA325~73% DA %)
PARIRUTZ, L2 C 43 F =T IEBCR-ABL S ERE ROH 25T,
B THHZ DRI 1610
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V. BEICETHIER
& BCR-ABLARARZTRAHTAEMCHIZEIMNE (v FZTIEIMERORHEF])
HERES %5 H* R FEGIE (%)
T2MEAICML 116100 CHR
Study CA180-138 (&E%H) 1E|1[EHZ% e
(EINEIHEFER) MCyR 0/1 (0)
TEMEICML 1[[100 CHR
Study CA180-138 151@?@% VL (00
(AEBRIHILRE) (BAEIERER) MCyR 0/1 (0)
TEMHEHEICML 1[1100 CHR
Study CA180-0 151@;@% 39/107 (36)
(,ﬂs'wmr‘%mffﬁm’ﬁﬂé'a{tufc%ﬁ) MCyR 23/66  (35)
E'&d'ﬁﬁgkﬂ*so 051 118150, 70, 90mg CHR 3/5 (60)
= uay - U
ARECE Y 1H2EES MCyR 275 (@0)
A CCyR 2/5  (40)
¥ gEmomL 111170mg CHR 3/5  (60)
u - m
Sl fyaleoe 1B2[ 5 MCyR 25 (40)
CCyR 2/5 (40)
'rs%'réd,ﬁﬁgm%o 013 1[E]70mg CHR 136/147 (93)
- U
(SL'JI'XRT-CEEEEQ) 1H2[A1#%5- MCyR 92/147 (63)
CCyR —
’lfﬁd'ﬁﬁgkﬂ*so 017 1[5170mg CHR 36/41  (88)
1 -
(START R&tE) 1H2EES MCyR 19/41  (46)
CCyR 14741  (34)
BA1TH - 2MECML 1[8170mg MaHR 1/2 (50)
Study CA180-031 1H2MEH 5.
(A SEIEEER) MCyR 1/2 (50)
fz | BITH- 2MHCML 10170 MaHR
# | Study CA180-036 1Rl ; vz b0
2 | (s 5 aE8) MCyR 1/2 (50)
= | BiTHCML 1[E70mg MaHR 66/90  (73)
% | Study CA180-005 1H2[E 25
#9 | (START-ARER) MCyR 36/90  (40)
,\9' SBEEF R S MEICML 118170mg MaHR 13742 (31)
L | Study CA180-006 1H2MEE 5.
(START-BiER) MCyR 12/42  (29)
o INEFIRME S MEEICML 1[6]70
Study CA180-015 T MaliR 529 (31)
(START-L:%E®) MCyR 14/29  (48)
Ph+ALL 119170 MaHR
Study CA180-031 152151?&%5 - v 25)
ot (BRI ERER) MCyR 1/4 (25)
Ph+ALL 19170 MaHR
f* | Study CA180-036 12l 5 ve
[ | (5 i) MCyR 1/4 (25)
Ph+ALL 1[A170mg MaHR 14/31  (45)
Study CA180-015 1[2MmEE 5.
(START-LE) MCyR 17/31  (55)
SR 1A E
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V. BEICEITHIEH
(B6);AErIEA
1DN{FEARERESFEERARBERE (R E) RSRT R AR (TR
FR R EBR) ¥
UEREL
(%] CERMATVEILEE20meg K U50mg DTG )
a) BUEREEEEREER - 74T V77 LB ABHEMEEEAMK RV
2 /MRS I SR 5B (18 T)
(CA180-036, F—&Auht7 + FR214E9H15H)
Hir T4TTIVT AT FCR PGPS B B 1 I e OV > SHE IS 2 4 B B AR SRR T/ HAH R 5% (CA180-
3DICHITBEHF TP GARL T U TR ET R Al KOG 525 b B A D Al BEL | S 7=k BR L SL
S F =T Tk 5L, B ARG 5.
RER T A % ik A —7 iR
NREE B R ZRERT/ T AR (CA180-31) IZBMNL ., X4 F =7 Dk G b fl i < h 7= He
F2ite 200547 A~20094-6H*
FHVE-FH ZHF =7 (20mg & U'50mg) . 110150mg. 70mg. 90mg (1 H2[0]) i L1 5-
kA il BEINE 4 BE T
TERERTE 54151
AT H Lo HEER
BRI« AN (A0 G I I
P 5ER 5415
LAV S | 54451
REBI
BRIEMERT S | 5441
REBI
Tk R A R Erae ks
REREH RN AN 7= B E R B #EA13100% (CML-CP 30f4]. CML-AP & O'CML-BC 1114, Ph+ALL131)
ThH o7z, FHF =T34V F =T ITERFEED T SUIAT A O ME, $2147 1 % O B PEHICMLE, RGBSR
PO AR B OPh+ALLEF TS L T T O FE RSB IS oW TR 5l g e RA AR L=,
PR FRERT/IL (CA180-31) DA & &b 7= E 2 BIE T GEARFE TR ILHIE250%LL ) i T #1280 (51.9%) .
HFrhER IR A 44191 (81.5%) « I/ K IR 43171 (79.6%) « FAIMLER B39 (72.2%) . ) > SER B I A 37 15
(68.5%) . IMHPFLIR K K% 834151 (62.9%) . ASTHEM33 (61.1%) . AL TEENN325 (59.3%) 2 ETh -
776
Pl EOFERIE, KGRI ETOIRRE KEL B BEDTIIEN -7,
B - VBB SYIO B A CRIEX N7 BE IR R BRI AR ER (CA180-036) 13, BU5E HRHE 14 MG R Ak B 4y
EUIOBEL -8 EHIT - TES T, R ARIRL-,
BIEBTOARHEA (BEE) 1IZCHR : CML-CP 63%(19/30f) .CML-AP,/-BC 55% (6/111) .
Ph+ALL 15% (2/13fl) . CCyR : CML-CP 77% (23/30ffl) TH 1, KB DFEREZE DS ENED TH 72,
i 4 1 1 YRR D BLEIRFE BRI R N O 53R bR

AFRBR I ERE U THAA L7203, BUEHRSE /KGR & IR f S BOE IR TS B BRI SRR IS5 17 L, FEEIR AR T D& =7 D s
Al RE& e % IR 1S CHkGEL 72 (RS IRGE 2 B IR iR I IR < 20094F-1H~20094F-6H)
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V. BAEICETSIAR

b) 8LEIRFEREERRER - 7177V 7174 EHBEXIIBCR-ABLEG g
g B A IMRIC X ARSI OG5 (18 7)

(CA180-138, F—& A4 7 : Pk 214F-9H5H)

E[:f] A2 F =T EHNE AT OIS CMLEZ IS/L T 49 =7 % 1H10 X1 H 2064 H G i 5-
LB H I DN THREN T 5,

RERTF A W R S5 TR 20 it g% 2 [ A — 7" ikl
- TH1M 58 © TH1E (FHAEEE1H A 5100mg)
- 1H20EFE58¢ - 10200 (BAAR1HH & 100mg)

KRB A2 F =T IR U GBBIEH DB 50 RN ED 74577 N 747 Gt R X 3BCR-ABLB IS HICML &
#

it H 5 20074E5F~20094E57

FH: R A4F =7 (20mg L U50mg) . 1H1 B 5-8EE. 10100me (1H1M]) . 1H2[E1H% 58131 0150me (1H2[0]) D%
BRITTR S ERIET 2, WO 5 8RR B UCer A (248 ) B 1% 545,

k=St | BEIRSE 9 2F T

T RERI R 24151 (LHL B #E53 - 1246, 1H 2032 5701 2(51)

ST H el FEER
BRI MR 0 RS

P 5RERI R 2315

WAV TS | 2345

SE IR

HRDVEMRAT TS | 2345

RE I

TR R A Ere
FRER N A5 7 E 3 0 &I 1E F FE B #161396.0% (22/2311) THD. 100mgZ 1H1[H1% 5.3 (100mgQD
) T1391.0% (10/11451) . 50mgk 1 H2[0#2 5.8 (50mg BIDEE) TIE100% (12/12M) Th-7=, 1H1EHE5. e O
1TH2EH - DO T IO 5 F BTN TER AT e 572 EAFIER GEARZE TR BHESH50%L
)13, 100mgQD#E. 50mgBID#EZ N2 CE MML615] (54.5%) . 644 (50.0%) Mg Ak 4151 (36.4%) . 7151 (58.3%)
F95 4151 (36.4%) . 8151 (66.7%) i ER IR 7151 (63.6%) - 6471 (50.0%) . IfiL /N Bk A 8151 (72.7%) . 715l
(58.3%) . FAIMER 1> 5151 (45.5%) . 6451 (50.0%) - AL THEE 2151 (18.2%) . 6411 (50.0%) 7L TH -7z,
Pl EofERT, KGR E TOIRME REL B BED TR BN 572,
B - BB SUIDEA CTHRAEX N - BOE IR R AR (CA180-138) 1., BUE IR e #4 i R Ak ER B 23 D A
ZUIDEEL7-Mahi3 T > THES T, R A RIRL~,
BIEDCCyRIF100mgQDHE27% (3/1141) . 50mgBID#ES8% (7/125) THY . KGRI DAL R EZEHSHENEDT
Ho77,

ez 2 ¢ VRERAD B IRTE P R SRR O 2 5.2 B

AFRBRIZIERE U CHIARL 723, BOE IR AR GRS &[] IRt < BOE e e B PR AR SRS AT L BRI BH T 474 - = T Dl il
] REL 22 % IR S CHikEL 72 (DG IS B MRPRERIBRIZ I+ 20094F-1H~20094F-5H) .
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V. BEICEITHIEH
c) BLEEREEEEREER - 74TV 77 EFABHEMEHEMEANKESE
ERREVFYFZTEATFZTOEEER (87T)
(CA180-056, F—& Ay + R 264-3[21H)
Hiy H B WEN =745 7N T 47 Ge ARG AS M B 56 PE A MR B A R EL 7285 F = T LU R DA~ F
=7 (400mg) DA MEA IR § 5L
FRER T A JEE MG IR SR 2 it a L [a) A — 7 ikl
pOE-Ie 128 A LIS BT 7202 28 Wi S22 T AT T T 4 7 Je AR B e 1 B e 1 L5 e 3
St R 20074-9H~20144-27 %
Fk-H= - HHF=TR5HE - 1TH1A100mg
- A7 F =T 5E © 1H1MI400mg
a3 il SAE [ (BEIRTE 5 T)
TR IEGIRL 5185
ST E H Tetk  AHEHER
BIOME ¢ I 0B AR S OS2 2 ) i | St S A BT L 4 A J
P 5EmIE 5166 (#9F=7F : 2580, A~F =7 : 258f4) *
LAVEMT R | 51601 (#3-F=T8E : 2580, A~F=7Hf : 258f4) *
FEIE
BRIV S | 51601 (24 F =7 HE : 25806, A~ F =78 = 25814]) *
FEI%L
e AL R Zet
FRER I A N 72 BIE I R BLEI A 34 F =T 179.5% (205/22804) . A~ F =T 1£82.9% (214/258(4l) ¢
Horeo MHERNIZA~F =T LR OEEMETHD . Jkim L, 723 R KD E PR HETh -7,
BHFZTEECL0% L, FRBIL-RIERNE. 07K 28.3% (73/258M1) . F#i22.1% (57/25814) . fni k&%, Fei5.
HAIE7513.6% (35/258) L 9% 37 I IF £510.5% (27/258141) H010.1% (26/258%) Th -7z, LL EOFKEFRIZ.
CA180-0567 R DR AT DNT, IKRIFE TOIRMNE KELELDED Tldhh -7z,
F72 A F T RO HR AN (2661) EFFE AR (2325)) TORITEH R BLEIE1X, 2CGrade TIZHAR AHER
TREEN0%LL_ EEOEHEH RO N 80D, Grade3~4DEIHEH TIXHAR AN ENTHREZEA10%LL F
EORIERIZRED SN 570 FTEFIEDIENE L T 28D EE LN LD HAANESHEAIZKT
REVETOT AN KREEFZZBENEDEE LT,
B BB LYID B A CHIESN - BLE RS E % BRI GAER (CA180-056) i, B HRHE % B AR FRER R 73 D A
ZYI0EEL7-REH3 T > TS T, R AR,
CCyR(124H) : #9F=T7176.8% . A~ F =7 166.2%. PFS (604 H) : £9F=788.9% . A ~vF =7
89.2%.0S (604 H) : #HF=T#£90.9%. A ~¥F =T #£89.6% THD., KB DFE R ELE D LENED TH 72,
i %3 1 IR B IR SR AR A ORI 5 AR

AGABRISIABREL THAR L7243 BUE I GE 7K a8 & Al S BOE RS 2 BRPRRRBRIC RS AT UL FERE ISR B D& F =7 D ffi A
A REE 2B IR 1S CHlkgE L 7 (BOE S B IR PRRRIBR S i JW1TH] + 20114F-6H~20144F-2H)
4 0 HARNIZ4961 (59 F =71 : 266, A~ F =7 12364)

1) TKARSRAF LU TIHEL 7R BROBEEAZ. [V.5.(6) 2) RGBS ATEL THNE T DN XIS FEHEL 7= 75 - A BRI
HIDHESIHDIL,
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V. BEICETHIER
2) AGEEGELTEBUA-RE -HBROBIEY
KRS+ EINTOWRBIEN MO TRREN TR ZEN 5, B#LEIRFE% ., —E
BOREHNZ4RD T — 2 DN HEFEIN S TOMI. ANE 14 0 G212 F ks A %
Fhe A& F =T HHBEDOE s G RELIET 588812 49 F=
TOREV K OE NI 57 — 225 HICYEL ., 95 =7 DO (E IS
MR EEAHCHZE,
FEhEL 75 ¢ ol BGRERA (78 T)
REEDOHM F2aHE RAOENEH R, &4 F =7 O FHEEE M2 2515 H O R AEIROIEIE, &40 Xidfh
SR A 5.2 5% 2 5N A BRI OIRETHS,
FATTR PP B S LA A B AT 5 o
A EH B REIIE] BRI A | L, AT | ORI A R B R K OV EE IR T2 (QTAE ) | JHFAH G SR i 5| R ek Wil
e
NREE PEPEEBEME A IR TR SUSERAPED 745 TV 747 Gk B S v A RIS W T 8 F =T 03 %
HXh/-E
it HH 5 20094E3H~20154E-3H
R 15 K 800141
ksl | P GG R AT B AR T DI E T & F =T O Gkt L35 & 3 m B3 ME 45,
St fti A 363
UNAEE B A 89814
WAV | 8974
SEBIE
AR5 | 8904
SERIEL
TR A R R RN Lo T R BT e 05, TR S Z LI 3 21T -7

Tk

AR BAE ST Z I T EIMEFIZ 771191 (86.0%) |2 FE B 7=, 18 M5 B E I IR O PE ] [ CML-
CP]13326/38314 (85.1%) . B47 1 [ CML-AP ] T1367/75% (89.3%) M Va1 [ CML-BC | Ti3112/131
%1 (85.5%) . 745 F I T 47 G AR B E YD 7 Sk AR [ Ph+ALL ] ¢i2260/30114 (86.4%) « BB HED 2\
Ph+ALL KU~ F =7 1BFED 75 CML-CPO [ 2D At ] T136/71 (85.7%) Th -7,
AFEFICO T RINER (FEAGE CRBEA 100061 2L _E) & MREDE A 41961 (46.7%) | £ 11134415 (38.4%)
7K 300141 (33.4%) « A HLER i » 292151 (32.6%) . A vhER Bk 2474 (27.5%) . FHI1106 (12.3%) 2ET
Ho7z,

ZD>5b, EELEIERNE332(51924 123380 S, HE A FIVEH O R BIHI413332/89711 (37.0%) TH -7, T
R FE A BIE F GEARZE TR B R 200 2L B) (&, /MR EORA 141¢F, A fiiER B> 10712, 110014
BPRERBORA 901 A7 415, W W 451, FHRI27 7 i g M OSBVEE PRI R 4% 221F T -7,

TRAREE TORIR R ER (CA180031. CA180036 % TRCA180138) Dt (Il S F#1496.1% (74/771) ) &
FOIRU T, FIRL 7B ORI S IZ AR A8 NI 77, KR E TIZRD SN - 7-BIfE & U CHRIE
IEHDH DY BRIZTRASCEO M _EOEFEISEREL . EFREHL TR e 5, B i il 54 B9 515
3nEER,

B

BIERTOE R H#EEG (EME=R)1ZCHR : CML-CP 81.2%(311/383f4l) . CML-AP 53.3% (40/754l) . CML-
BC 39.7% (52/13145) . Ph+ALL 58.5% (176/301f4l) . CCyR : CML-CP 41.8% (160/383f}l) . CML-AP
26.7% (20/75f) . CML-BC 26.0% (34/131fl) , Ph+ALL 46.8% (141/301f1).CMR : CML-CP 21.1%
(81/383ffil) . CML-AP 14.7% (11/75f) . CML-BC 6.9% (9/131f3) . Ph+ALL 27.2% (82/301f5l) Th->
77

FRAEE TOREK A (CA180031.CA180036. CA180138) Tid. CMRDHIFEIZEML T LOA, FKFRIEED
FERE L TARITN S D EOEEEERL, Zh 5D 5EFISK R OFE R A T R 580 Tld k72,

F72 FREBORIHZEOPFS U 0SIZOWT, Kaplan-Meierii 2 kA4 PRI AER L . L AR A HEE Lz 2
A.CML-CP 34-PFS 82.8%.3%-0S 94.8%.CML-AP 34PFS 46.6%.34-0S 62.0%.CMIL-BC 34-PFS
14.1%. 34£0S 21.4%. Ph+ALL 34EPFS 26.7%. 34£0S 35.7% Ch -7,

BN DL T, B R R TR ERH R 21T > ThanZeEh s, 5% L LT o4 R il R
(CA180034.CA180005,CA180006,CA180015) DAEH & HHKL 72&Z A, A S G IR AR ER DS H % Tl
ENVEAFRBPELNT,
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VI. FEFEIEICEAT SHIEH

1. FIEEMIC
RiEdh B1k
=¢7v4r3 (4
aEt

2. FIE{EH

FurryFr-—EA4 s —
AT F T AR, —uF = TEBREANS. K2 F = T KM
Y. R F=7IHERE. 7Y I =TIHERE

I O & 2 LM ORBEX I RF L, BHOB T RL 2 MTH L,

(1 1ERBRML - 1EREER

) FYF T REDEAF L VFF—XY¥DFF X ALV IZH S ATPH
BB TATPE B A 5. 4 F =7 1ZBCR-ABLD A5 SRCT773
J—%+—+¥ (SRC.LCK.YES.FYN).c-KIT.EPH (= 7)) A2 H KK
PDGF (/Mg FH R SETEIR ) p32 A% P35 (1C,,=0.2~28 nM) .
—J7. OO WERF Y v FF —¥ (FAK, IGF1ZEK, 412
VY2 EAR. HERI/HER2ZEKR, VEGFRZEKR-2. FGFRZEK-1,
MEK. MET, EMT/ZAP-70. SYK) KUt VY /AL A =vFF—¥
(P38. PKA. PKC*7F —+¥, GSK-3. CaMKII%) 12 L CIZPHFE 2R &
F. SRCIZH B FHEWE X Z N 6 F F —ED100~20,0005 55> > 7217,

<FABR T >
KRR — I8 F =T XA F =7 et E) B L O HARIE L 72,
R AYFITRUAIFZIOFOL X F—EEEEE

ICsofiE (NM)
ERFALAxF—t - - -
LHF=7 {2F=7
SRC 0.6 85,300
SRCT3— LCK 1.1 920
*r—t YES 0.4 31,000
FYN 0.2 38,200
BCR-ABL 3 790
cKIT 22 169
EPHA2SZ&& 17 I
PDGFRZ &1 28 1,590

2) XAl s s A OARER, 49 F = T IZABLF F — Y OATPHAERAIC
MATBZENREN, £/, A v F=7-ABLEAKRE DL, &
YF T ROA Y F =T rOhLa TIZEMEL ZHERE ST 580
O, WiBHEANZ R 4 Bt FEICERL L TWB Z EARE iz, £ F=F
(FABLOWEE LI — 7 3RS (FC) SRR & 25 > 72 IRRBICHE A L
X0 TET Y VI ORER, &4 F = TIEAREMER (BASHRY) ARG &
FRRICREAMBE T H B & E X bhizY,
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HUNEIE(CRE T SIRH

( FEMRITFHEDABLFF—t ) ( EMRITBEEDABLFF—t )

FENERRY DX %S4

ABLF¥F F—HICHT 24 FZITRUA ¥ F = T OIEESERAL
ABLYAARGEIZR T 2P — T EAL— T RUE S F =T L 4 v F = T OMEATINON ERFRE RS,

(2) BN =N TF D BRAHE
1) R REE/EA
(DBCR-ABL{&T7I4 A MRAMAZAKIC 5 \F 2 MBZREZE 1A (in vitro) ™
A~ F =7 RKIBFDBCR-ABLAKAME A LR Ak T & 5 CMLAKK562
(HRIEERBRE BERINR) . CMLFRKU-812 (B #ffiE%) . CMLHMEG-01
(BEAZERR) . ALLERSUP-B15 (BRiBEIE) 1233 5 &4 5 = 7 O fifufi
FHEHAEMBE T v v A BICKOBRET L2, 2R, 4 F =T D%
BCR-ABLAKAAM: A MUP M IZ I 34 2 ICfif120.087~1.0nM T H D, R
e F SO BB AR F 358 5 7z,

<R >

M7 v ATEIZ XD A~ F =T RIBEDOBCR-ABLIAENE A AUFE Mk ThACMLIKKS62 (G
TEERBRE BEATIER) . CMLARK U-812 (B #6fliz-R) . CMLEEMEG-01 (EAZERR) . ALLEESUP-
B15 (BRiSGHIE) 12495 =7 I~ F = T AAE S, ZOMNafEE /e A M ETL7=,

¥ BCR-ABLi&kTEMAMRMIZICH T2 MEBEZ1EA (in vitro)

ICsofE (NM)
MBI Rk - - .
AHF=7J 1vF=7
K562 CML#IRE (FREF kIR B BEMAZR) 0.77 231
KU-812 CML#fRZ (B BEHEREZR) 0.087 57
MEG-01 CML#BRE (BE#IRR) 0.28 120
SUP-B15 ALL#fR2 (BATER#RAZ) 1.0 350
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VI.

FNEIEICEI T SIAH

@Qf~F =7 MRMEERICKH T 2MEEEEE (in vitro)* 172
&4 F =7 IIBCR-ABLO@FIHBL, BCR-ABL*F—¥ F A4 VO%E
., SRC7 73V —FF—¥(FYN. LYN) % &Rz ERKD
WAL B O % Al B LR T O IR B2 2 DB T db % FERGIR I OYIR
HIRDIAH s A~ F = 7 b PN sk 1 xd U C & s
EIEVEA R L 72,

K562/STI-571/R

K562ia % BEIR I BT BE A IRIE T4 v 5 = 710l §2 U itk bk
& U THINL U 722K562/STI-571/RE W 2iBRICH W T, £ vF=7D
ICsofiEi131,288nM T 1. BRI A F W 7258BR 12 6 1F B 1CxfiE13217nM T
HO. ZOHEINL/6IAK T Lz, —T5. #HF=T7D I 628D
MR IR B ICHfiE 12 2 21 1.03nM K TF0.7aM T & - 7219

K562-R

K562/STI-571/RE A DA < F = T EMIIEK562-R & H 727k Bk 12
BWT, 4 vF =7 ORINK56212%¢ 3 2 845 BH 2 E H D1 Csofiti 13.0.2
uMTHBDIZxF L. K562-RIZHT BICHIZ>10 . MTH Y. BED
MEARRD 65z, —J. &% F =T DK562 K VK562-RMIIEIZH$ 3
BEBH AR FH OICiEIX Z W 240 K O 10pMTH D . K562-Rid &4 F
= 7 OREHERHE SRR SO R A IR L T2z,

K562 e % BEIR I BT BE LIRS T4 v 7 = 71T e §2 U bk pk
& LT L 72K562/STI-571/R e O'K562-RIZ H W\ Tid, 7 Dt i
ABLFF =¥ N XA VOERIZKSEDTIIHL. TNETHSRCT 7
IV —FF—¥THBFYND B WVIZLYNO#EFFRBRLEMLIZL 5 &
DTH - 7217,

MEG-01/IM& U'SUP-B15/IM

& F = T IIHOMMIHD 1 ~ F = T kME G-01/IM & U'SUP-
B15/IMIZxf L C&+namtEas A L T, k. ZhofMigkomnt
PEIZBCR-ABLOZ 2 (% 4 Q252H K UF359V) LB A H D, WFh
A7 F = TINERETRE S NZEDTH B,

K562/ADM

—HOCMLAMNE TRED 5 N7z 4 v F = TiitEiE. 170KdDP-gpHEinbi
Ry T2 — ¥ 28EFMDRIOFERINN & BEM L Tz, 24
F=T7E, ZOP-gpDHEEIFEBIMTDH 5K562/ADM(7 KV 7~v4 vV
MTPEIZ D &8I - Bi7 L 22 fiekk <. it K58 55 23S P-gp D F8 BB
12K B) IS LT, RfEOK562 & ik U 723G D ks 1E b $ 42 1/6 T
Hot®, ZOMRED, #YF=T13K562/ADMMINIEAE T SMDR
it % S84 TR A WS FVE RN II R TTRE T dh 5 2 & AVRIE S e,
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VI.

HUNEIE(CRE T SIRH

<FABRJT >

© b L IS 2 B R 0912 B T BE 2 RIS C 4 = 5 = 712 ks Ui PEpk & Mz L
FZTXEA~VF =T #EA S, 2 OMIaRREER % e L7z,

® A~FIJMEraMRMIZICK T 2MEREEERA (in vitro)

ICsof (NM)
fmBE Rk . . .
AHF=7 1vF=7
K562 (B E4E) 0.7 217
K562/STI-571/R (i) 1.03 1,288
K562 (A5 14£+%) 0.04 %9100~200
K562-R (i 1E4%) 0.01 >10,000
MEG-01 (RS 144%) 0.9 290
MEG-01/IM (i i%4E) 1.1 1,110
SUP-B15 (RS 4%4%) 1.8 830
SUP-B15/IM (it {4$4%) 2.1 2,500

<FABRTT >

P-gp DRI B A MM TEEK DO KE 732 i85 7 B ) 7~ 4 ¥ Vit EMITRKS562/ADM % 4

YSFZTRIET EY T4 VFE T TEE#E L. 7O E/EH 4 RE L 7=,
xR PEEAZMHFHEEENU-SEIMMERRICY T 5MIRREZE A (in vitro)

" ICsof& (NM)
FE e
K562/ADM K562
AYF=7 3.0 0.50 6.0
TRUTZA 1,252 21 60

QFRIRERDA ~F = J i B MR 3t I B AgREE A (in vitro) 1
SRC7 7 IV —FF — ¥ OMFIRIANEHIRTOA v F = ThittEiZ BT
HELRE AR TEVIGHUE, 4 v F = THEIBIIADE & - 2 BH
7 6 157 U 2z 3F O CMLAINE#E (WDT-1, WDT-2 X UO'WDT-3) 23 &+
F =7 OMIEEFEERICEVEZEEZA L TS Z 212k > TR
Nz, ZTho ek, HRMROMMERIA 2R L, in viro®DRIZE W

TREA~YF =TI L CRESMEEZRL 720 —T7,
CMLMIERR (=33 2 & F = T DICsffi i3 FR D T A > 721,

<R >
A7 F = THBICAIL L 25 > 72 BH S B L7223 HO CMLMaK I 44 7 = 7 g4 < F
=7 e FH &2, Z OMilakEE R 2 JE L7,

x® AXFIMEMABRICE T BHR2REE (A (in vitro)

Zh b6 3FEHD

ICsofE (NM)
fmpE Rk N . .
AHF=J 1<F=7
WDT-1 5 >10,000
WDT-2 0.02 150
WDT-3 0.04 500
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VI. FEFEIEICEAT SHIEH

A~ F=TITx LEWitEE 253 2 WDT-1#ki2. BCR-ABLORNA
LRI TORBUTED 515 & DOBCR-ABLE D REATEAIZRA
LTk, ZhiA4~vF =71 U OERZEEZRTHETH 5, Th
5OMFRIT, FHF=THA v F = TR R O 4 ~ F = Tt
e NS HOMIEOE i 2 FAEFEIHIL. 7243 F =T DIEH
DHIZBCR-ABLOMHEZ FIZFT 58D TIE AN L A/RL T
%, X512, 600~800mg/ H¥%512k D 4 v F = 7RI & & -
7= APEFICMLEERI 2> 554 7+ 773 — THELL 72CMLAIKETiE. SRCEY
HWEF—¥THALYND B VMIHCKZE & L ~IL SRR & U TR
LT\, LYNOBFEFEORE XA ~F = TiPEKS62-RAIIE T O ¥
BLANULIZILET 58 D Tdh - 721417,

@1~ F T TMEABLF F—E T ERNIT 2 ETEREZ £ (in vitro)?
K F = T35 HD A v F = TEABLF S — ¥ AV ERDH B,
T315IAAN D 14FEFEDZ 4§ 2 Ml U, (Rn MRS T % O 55 %
FHEE L 7220,

<GB >
BCR-ABLOMIAZHT 4V T+ — L& R B$5L9 F 727 22 F L7zBa/F3fliflaic &
YF =T EMEHE R, 2 OMIEEEEH & BET L 72,

1.2 —— Ba/F3
—+— Ber-Abl
E255K
1+ ..o T3151
w | SRGTANNGL N e g e M351T
s
% - u M244V
& —— G250E
‘H*g —e. Q252H
0.6
il Q252R
%
) e Y253F
b
fi 0.4 4-- Y253H
14 E255V
- F317L
0.2
<= E355G
F359V
0 —o- H396R
—+— F486S

1 % F = FTHIEABLF + — CZERE 3 ¢ 5 MBHETEREE(EA (in vitro)
FREABLF F—¥ F A4 VOERIZINA, & 5I1ZF311L, V3791, L387M
K UH396PD AR A Aot L Td. &4 F =713 2 OfifakE %
{ICIRE TR L 722,
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VI. FESFEIEICEAT BHIEHE

1

A FOEIBNEE

(mg)
0000

1000

100

10

2) fikEZ{ER
OCML#EAE (K562) (X3¢ 2 HlEZEA (SCIDY 7 X))

SCID~Y ™ Z D FIZK562/ifa & Ffl L 72T HE T LI A F =7
#1H1m1(QD). 5H RS- - 2HERFED 2 ¥ 2 =)L (5 on-2 off)
TAFI0MREORE L72& 25, 8~50mg/kg/ID)AH & FEHPH T4
CTOMNIEIL 72,

Smg/kg/IFE 5REZ B WTETI% D~ 2 THELRD bz, Kk
IZBWT, AYF =T 32 TORGETRIFARZEMEEZRL., REHE
D50mg/ke/BIT & RAME (MTD)ISIFEL LA >72, ZHICHLA <
F = T3 ATE 2 B BEE O AE (75 &% TF150mg/k g/ [0l 43¢ 5.3 0 A 55 B4 5
TEAEIZ R 4 1.2 U2.41ck) 5 EHZ U2, i E T EEmaz
EAERD N7z, BB, KBRICB T 54 v F =7 D5k
1H3[E (TID) 10 H iR 5T b - 7=,

<FRBR 5>

SCIDvYADEE FIZK56 24 f L 7523559200 ~500m gl 3E L= 4T B T 54 B oG
L7z, &% F =713 1H1EI10H (QDX10) . SHE 5 2HBKHEZr P2 =)L (5 on-2 off) T,
A~ F =7 Z1A3ME 10 H B 5 (TIDX10) DAT Y 2 =)L CTREOL 5L, 2O HuEE1E %
ML=,

™

T

Reabs b
—— XY F =T

( 50mg/kg. QD X 10.5 on-2 off)
&= XY F =T

( 35mg/kg. QD X 10.5 on-2 off)
- AP F =7

( 20mg/kg. QD X 10.5 on-2 off)
—— AYF=T

( 12mg/kg. QD X 10.5 on-2 off)
XY F=T

( 8mg/kg. QD X 10.5 on-2 off)
X AYF =T

( 5mg/kg. QD X 10.5 on-2 off)
7=z moll ﬁ/(f;f)g_:/i TID X 10)

. — mg/kg.

gHF=7 P50 o AvFoT

) 1 1 1 1 ] ( 75mg/kg\ TID X 10)
15 25 35 45 55 (§) (BAI/ED)

S oAt D HEL

CMLEEE#AE (K562) IC3 T 2 EE{EH (SCID~ 7 X)
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VI.

FNEIEICEI T SIAH

@9 v F = JiMECMLIARE (K562/STI-571/RMA) (23 T 2 @B EH

(SCIDw ™y Z)™

In vitroikBRIZ B\ T, K5620 4 v F = 7Lk TdH 5 K562/STI-
571/RIZSRCIHFEAID & F = T ZEME AR E BNWZ EAVREN/ZD
T, 1)in vitrolZH 54 v F =T in vivoTE XN 5 0E0,
2)in vivolZF YT EK562/STI-571/RM & H F = 7125 U T2 M 4R~ ¢
PEPERG U7z, ZORHR, K562/STI-571/RD &4 F = 712404 5 %
22 ORHINEKS62DEZ M L A Th > 72, £ ¥ F=71315. 30K
U50mg/kg/FDOWTIhOEEGEIZEWNTE., &2 TCOBYCIHREAE /R L
7z RERIZHW 2RI EDSmg/kg/ T, 25% DIHSE~ 7 2 (2/8141)
AR L 72, ZAUSH LK562/STI-571/RIE A v 7 = T2 52 it & 7R
L. £ ¥F=7DOMTD T %150mg/kg/IAl%1H3[E10 H M (TID X 10)
RIS LT3 HT50.4 LkDOBEWHREEER LR S s 5 72,

<FRBR ST >

CMLIESHINEK562/S TI-571/ROE~ 7 2 DI A HI200~500mel =3 L 72155 T 5 4
BAMG L 720 £ 9 F =7 1F1HIMI10HB (QDX10). 5HERS - 2HBAEZ 7 ¥ 2 — L (5
on-2 off) THRIIEH L7, 4 ~F=7121H3E10H RS (TIDX10) D A7 ¥ 2 — L
TRO%S- L7,

(mg)

1

B FOEIBSE R

0000 ¢

100

1000 E

—
TTTT T T

1

T

—o— AT
—o— AYF=T

( 50mg/kg. QD X 10.5 on-2 off)
—a— FHF=T

( 30mg/kg.QD X 10.5 on-2 off)
—— AHF=T

( 15mg/kg.QD X 10.5 on-2 off)
— AYF=T

( 5mg/kg.QD X 10.5 on-2 off)
—E-AvF=T

(150mg/kg. TID X 10)
—— v F=T

( 75mg/kg. TID X 10)

(8151l /1F)

—————————— AvF=7 $e5H
—————————— ZHF=7 $5H

50 100 (H)

1 % F = FTECMLIEEMEIK562/STI-571/RICH § 3 HiEE{EA (SCIDY Y X)

51



HUNEIE(CRE T SIRH

@ Z &N CMLIA (K562/ADMMAR) (Z3 § 2 EE(EH (SCIDY I X)®
SCID~Y ¥ Z DF FIZK562/ADMMA MM f4f L 72 € 7L & T
L4 F =7 %1H1A14 HEEGHRRORSG- Lz, 2O/, #49F=70D
30mg/kg/ HI%X 5/ CiHE. % 7215mg/kg/ HR 58 T & A2 A PG
(S BHEML=16.7H. p=0.0009, —f%{tWilcoxontfiE) 2l 5h
72. ¥, Smg/kg/ HIE5EECIIPUEEEME RO Sk h 5 72,

<FRER >

Day 012K562/ADMHESMINEZ ~ > 2D FIZHHEL 7z, Day 181CHHE EA1100~200mg
LB S A BB L, 4 F =T D5, 15K 030me/ke/ HA QDX 14D 2 r
U2 = L TTRIOS L=,

(mg)
1000; —&— X% F =7 (30mg/kg)
r —— 44 F=7 (15mg/kg)
—8— #%F=7 ( 5mg/kg)
—e— XfHAR
Jie (6f51/7)
%
&
= 100 ¢
D r
I:'Zl
Jr
i
AAarraradararay YT =T IEH
10 L LA 1 1 1 ]
15 25 35 45 (H)

Fehitife D H

CMLEEZ#MAEK562/ADMICX § 3 HilEE{EH (SCID~ 7 X)
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VI. FEFEIEICEAT SHIEH

@OCMLAAE (K562) BBEABIEETIVICH B EEEA (SCIDYIX)™®

Ph+ALLXIZ Y v SRS IAPh+CMLOD ) 2 7 & LCHIS h 5 HEist
PEDABHIE. R RE (CNS) 2B T 2 AHEIC X F = T HER)
2, ZYF = THCNSIEREZ S PhCML LK ALLIZ R U iR EAR
BRNRE S 725 A RETT 5728, Ko62Mllan M (IC) FAli€ 7L
R, 4 F=T LA v F =T OGRS % FENE L 72, K562HIaDIC
i~y 212, #9F 2T XEAYF =T %#1IH2BO 27 ¥ 2 =L T10
HRE (BIDX10) &5 L=, 4 vF =73 AME(MTD) Th %
150mg/kg/IMl %, —Ji, £HF=7IEMTDD1/10& T, 7 DOK562K M4
FEE T IAZ BT B i NGEH & Td 55me/kg/M %5 L7z, 2 DRERE,

L4 F =TI AME Y 7 2 O AF I A R RERE & iR U THRICER
U, 175% DML RER (TL.S) Z/R L 7228 (p<0.01. —fi%¥{tWilcoxon
BE) . 4 v F = TG TIIEREHIZRAY 5k r 572 (ILS=125%) .

<FRBR TR >

Day 01Z22X10%HDOK562Md%E ~ 7 Z DUEZENIZEAMI L. Day 6k DIRG2HM L, £4F
= 7135mg/kg/El %1 H21E (BID) X10D A7 ¥ 2 — LT, 4 vF=713150mg/kg/0l % BID X
100D 27 ¥ 2 — LRS- U, Bt~ 2 OEGFIARNIC ST -4 8 4 EALE O X R & Fhig

BE L 72,
(%) <-&Z%F=7 5Smg/kg/IHl
100 - —o—9o—4A BIDX10 (n=5)
—4—A{~F=7150mg/kg/Inl
20 | BIDX10 (n=4)

HRHE

r ~O-— L HETH (n=7)
60 |- 1»

40 - ¢ I &
20
tt ottt ottt e
29 F=7 Xt
0 A~F =70 GH 1
5 15 25 (H)

ettt DHEL

K562ifif2saEN#EHE ~ 7 X DAETFEIRE (Kaplan-Meieri%)

() 1ERFIREGR - FHssE
[VILEEBEIZBE§ 2 HE  LIhiRE DR - ekl 255 2 &,
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\2,

VI. 4%

o
H

Y~

SO0

[CEd SIEB

1. MAEE®D FHF=75E20mg BMSH |, #4F =7 §¢50m g[ BMSH | 1331y ) 8 3 5 & 92 il
R LTRRW, BRABRICB 9 Zid#ki. S Fé il (A7) eV §E20m g e Y 2 7Y 1)L $iE
50mg) DAV I 2—T+— LB ELLT,
(1) aE LB MAEE

AR s L

(2) BRPRELER CHESR S NI MARE

1) BE Y E >

[V-3HEROHE] V-4 HEROCHEIZBEE T 2708 2R
S5 TR B i 5% (Study CA180-002) . SEIAHERER (Study CA180-005.
CA180-006.CA180-013.CA180-015&%TFCA180-017) & OV IAH ik B
(Study CA180-034 % U CA180-056) DA FISiAERIZ I B FE 1, 21661545
ENIEHF =T IRE T —2% N TCMLEH UIPh+ALLEE I 2 RHE
Y E)E (PPK) fif & 32l 7z,
PPKEMTOFER . SREFNZ I 5 a2 5275 2EIZ283L/h Th -7z,
IOV CMLEE A0 R L L7 [FE B E R Ch B Study CA180-056124
WY B REMRNT AT RE T -7223501DH B HA AN H 26512 DV CTHEY )
REDY T RN HAT 572, ZORERE L T IR,

x* DEOEHHACMLOBAAEEIC100mgz1 B1 ERORSUROERREICH I EENEN L/ STX—SHTEE

154 FHE (EENRE%)
I
Cumin (ng/mL) Cuax (ng/mL) AUCo-24 (ng'h/mL)
26 2.21 (46%) 91.0 (64%) 456 (49%)

RESE M SEM B RE M AT L2 KO HEE S 7= (A Bl 5 St

A2 F = TEBREDHDBEENFRLEL-TRER (Study CA180-002, CA180-
005.CA180-006.CA180-013.CA180-015.CA180-017 % U'CA180-034) D
F—2%&HW=PPKIEN Tld. AT D275 2 (CL/F) R A2 R H
RIZNTNEE G5 BICHBEL WAL 5722805, EHIRERIZEBIT 515~
180mgD H & HiPH TIIMIE A /N § LB ANz 7. 23 3= AV MET M E
FACL/F ey S—=t XV bD BT O3 AR EFE (V2/F) ORI~ Rl
FHRISHLTHER. HDVIEIR LEROHIHEA RN T HHEE T 2T —4%
BRI H (R E, BMT. BS A -, PRI ARl (FIASZ LIS (20 EE
WRRE. IMERE, NErav V) 135 h 572,
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VI.

EYEREICEI T SIEH

2) BAANEMHCMLEE 23R & L - REZOKRSHER
< ENERFRER (Study CA180-031) >
[V-3HERUHE] [V-4AREROCHEICREE T 205 21
1EPEICMLIEH I 4 Y F = 750mg. 70mgX{1390mg# 1 H 2[R [ 8- 18 5- L
7oWE, Y F =TI IR S N, PG R TEER AR TCLl I3 L 72,
CooZER, MRS X AL KT U, tield T d~5HER ¢
H570 ConLOPEEGRIFE Y 72D DAUConlZFE 5-BITRAE L THEIIL 7=,

(ng/mlL.)
300
T O 125 50mg (n=5)
A 15 70mg (n=7)
200
O 1% 5% 90mg (n=2)
1L
i
i
i
i
100
SEE M A P U R 2
@ g
0 2 4 6 - 10 12 (h)

8
ZH4FZ750mg. 70mgXi1390mg# 1 H2E R ER O 5 LB DE HIREE (28HB) ICH112
EHmEEEHE (BAANEMICMLES)

xR HAHFII1H2EIREROHRS LD ERE/NTA—2 (BERANEEHACMLESE)

e = Cmax (ng/mL) AUCo-12n (ngh/mL) t1/2 (h) Tmax (h)
1ERF8 | wer | n ST E AT 118 G cha fg
(mg) (EEHRE %) (ZEHRE %) (=t imE) (B, BKX)
. ; 94.10 283.17 4.90 0.97
50 (37) (28) (1.86) (0.50, 1.05)
08 - 117.83 342.87 453 0.93
(50) (41) (1.30) (0.50, 1.07)
) ; 113.89 304.78 3.85 0.95
0 (53) (53) (0.36) (0.50, 1.97)
08 ; 129.14 398.80 3.99 0.98
(72) (55) (1.17) (0.50, 1.97)
. A 150.55 384.75 3.51 0.75
90 (57) (30) (0.65) (0.48, 1.00)
28 2 65.90 285.95 11.70 o 5%'55 3
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A2,
A

FEYENREICEI T DIEH

-

HMEABERAZMNRE L - HEREORSHER
</BsHERPRER (Study CA180-009. CA180-016. CA180-019. CA180-

020. CA180-032/%USCA180-037) > (SHEAF — &)=~
[V3HEROHE] V4 RBEEKOCHRICBEET 233] 2

BEREERN 2 X R & L 7263A8RIZ W T RN 2 /RIS & 3 F = 7 %50~
100mgHiMfe 5 L7z & &, 449 F = T 13ERL 2T E 41, Toa D HILHE
IR GRINETH 5720 ConlZEER, &9 F = T OIMSEHIRL EHE LA
WA UL SIS EIEAYA~ SR T B o 7.

(ng/mL)

300 B 100mgf% 58 (Study CA180-009, n=49)
A 100mgi¥ 57 (Study CA180-016.n=19)
£2:100mg (753%) 2 58 (Study CA180-019,n=8)
4+ :100mg#% 5% (Study CA180-032.n=20)
O :70mgf5-#F (Study CA180-037.n=63)
O :50mg% /i £ 58 (Study CA180-020,n=21)
® :50mgiif 54 (Study CA180-020,n=22)

100 [

—
o
T T T TTT]

EETGE

P fiE -+ R E (o

0 4 8 12 16 20 24 (h)
HEFE]
BERAICH 2 FHMEREEHE

0.1
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VI.

EYEREICEI T SIEH

K BERANCHIDIENEE/ NTA—2

Cmax AUC (0-o0) AUC (0-T) Trmax t1/2
s 8% (B (ng/mL) (ng-h/mL) (ng-h/mL) (h) (h)
el BT EME AT IME Bl 1a1E hRfE il EE
(ZENRE%) (ZEHRE%) (ZEMRE%) (R/N—F&K) (IZ#RE)
100mg#% 5 8% (n=49) 92.09 304.24 290.57 1.00 4.84
(Study CA180-009) (50mg$iE) (50) (47) (49) (0.50—3.00) (2.16)
100mg#% 58 (n=19) 63.21 280.15° 234.36 1.00 4.45
(Study CA180-016) (50mg$E) (63) (49) (56) (0.50—4.00) (1.98)
100mg#% 58 (n=8) 104.47 313.97 298.8 0.50 3.59
(Study CA180-019) (&%) (29) (42) (44) (0.25—1.50) (1.01)
100mg#% 58 (n=20) 85.56 294.05 280.27 1.00 4.74
(Study CA180-032) (50mg$i) (36) (33) (35) (0.50—3.00) (1.58)
70mg#% 5 8% (n=63) 66.83 214.42 204.48 1.00 3.77
(Study CA180-037) (70mgtiE) (40) (36) (37) (0.50—3.00) (1.38)
50mg5 A5 8 (n=21) 36.57 152.13 137.50 1.00 3.65
(50mg$E) (40) (34) (34) (0.50—4.00) (0.60)
50mg#A 5 7% (n=22) 41.52 115.00° 101.67° 1.00 4.01
(50mg$iE) (Study CA180-020) (54) (44) (45) (0.50—3.00) (0.99)
100mgi#k & 7 —%%(n=88) 83.49 296.76° 275.13 1.00 4.73
(50mg#E) (50) (45) (48) (0.50—4.00) (1.99)

an=18

b &4 F =7 1Rl50me% 12 I b C2IRIFR £ 535, s, £ 5138 0512 ba 3 %,

¢ AUC 0-) M UFAUC 0-m1d. 64T 28 P 5-OF A 5 & BRI TR IEL 72, TIZZZ T2/ Th 5,
4 Study CA180-009. CA180-016 X V*CA180-032%& A LIzT—4,

¢ n=87

4) HEACMLR (IPh+ALLEE Z xR & L - REROR 5 HER
(SEANT—5)3
[V-3HE KR OHE] V-4 HEROCHREICBEET 2738 21
SHEEPER, BT SEIICML X IEPh+ALLEHIZF Y F =7 % 1[0
T0mg TGO G- Lz &, HAACMLEH LRARIC, £ F =T 13X
PZINE R, ConEBER . A HYRIE I3 2K F L2 (Study CA180-
002. CA180-005% U*CA180-006) .

x AHYFZIE1EI70mgT1 H2EREROER G LIEEDE FIKRERFDEMENRE/ T A—52 (S E AFKAE)

Cmax(ng/ml_) AUCa(ngh/mL) t1/2(h) Tmax (h)
HER BT 1a1E o] F1a1E BT iE PR fE
(ZEMRE %) (ZENREL %) (BHfRE) (&N, &K)
Study CA180-002 53.58 200.18 4.55 1.50
(n=19)® (65) (58) (2.19) (0.17, 3.00)
Study CA180-005 67.39 205.97 5.18¢ 1.00
(n=27)° (77) (70) (2.12) (0.50, 4.75)
Study CA180-006 101.26 268.85 4.26 0.67
(n=19)¢ (40) (57) (2.15) (0.25, 3.00)

* CA180-002TIZAUCo-12. CA180-005 2 T"CA180-006 Tl AUCo-10n
b MEIA, BT - 2 MEHACML XU Ph+ALLE

¢ BATHICMLIEH

4 n=26

¢ SPEICMLIEE 57



IIG

=

FEYENREICEI T DIEH

¢

5) BRABEFEREEMRELRER OS5 HER (Study CA180-058)*
[V-3HREKR O] V-4 AR OHEICBM T 2 4] S
HA AR E I ZF4 Y F=7100mg. 150mg* X13200mg* &1 H1 [ [ {8 4% 1
Pe5-1%., 29 F =713 IR X AL I RS 3P 5-$£0.5~ 3.3 T
SRR (Coo) (ZEEL 72 (CORERSMHIEH &) o
BARANEREEE (CZHF=7100mg., 150mgX(3200mg% 181 BIRER OS5 U DEMENRE/ T X—4&

IS8 C,..(ng/mL) AUC (ng-h/mL) t, () T...(h)
(nf ) = #5R n MR (E A1 1E BT EaE FhskfE
& (EERE %) (ZEFHRE %) (IEERE) (&), &K)
] 9 139.83 537.98 4.77 1.0
100 (54) (33) (0.61) (0.5, 4.0)
14 5 137.03 499.69 5.75 1.0
(55) (36) (1.67) (0.5, 3.0)
] 5 127.10 544.36 4.68 1.0
150 (83) (54) (0.84) (1.0, 1.0)
14 4 166.43 694.90 5.04 1.0
(109) (77) (1.19) (1.0, 1.0)
] 1 124.48 595.62 7.62 1.3
900 (69) (56) (4.11) (0.5, 3.0)
14 5 102.61 716.27 7.95 2.3
(127) (114) (5.62) (1.5, 3.0)

AUC:H2 5 1HHIZAUC e U 5-14HHIZAUC, 278§

6) SEHRIC & B B2# (Study CA180-002) (AHEIAT—%5)%
FIMREF 260 5 40 F =7 OEYBEIRE T — & % 65 Al (46~52{5) K&
V65 LA 1 (25~290) 12 7 ) —ft L. tie. CL/FRUERIRRERO R
AT DOIER (V2/F) Z TR L 72 & 2 A, phie s — 2 0&#)3
RKENWEDD, HYFHE/ ST X — 2 ITFERICBEREL 2F L WAk Aa bk
oz,

7)HRICK D HEGBEAT—5)2
F L R 2 B W T oM (39~47101) KO85tk (32~ 34%l) o 3y #fe %
tiss CL/FROVz/FAHWTIME L7z 2 A, Bt S5 x— 2 12PERI
BELZZF L WAL 572,
F7-, RHEFERYBIRE (PPK) @HTIc i\ T8, HIMRESE (FPE484% ) O»°
LEA9TH) 12813 B X F = T DOCL/FIZERN O BIZZERD SN 577,

8) NEICL 2B MEAT—5)=%
AL E IS BV TE A (53~614) KOz IS (18~200) Dspsie%
tizs CL/FROVz/FAHOTEHli L7z & 25, SEWBIRE S5 4 — 21 NFEIZBY
ML7=FLOWERALNED» ST,
7=, BHENMSRMEIRE (PPK) MTIc T, AIUmEE (A816HI K17
M LISH656) 1236132 44 F =T DOCL/FIZAFO MBS S s h 7z,

9) BiEEEpEERED
EREBRE DML T L2 BB 1236 1 B RIRGRBR IS DWW TS L Ty, L
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VI. ZFEYEREICEIT DIEHE

LEMNE, ANV ZRERIZ B W T, R AIZB TS 43 F = 7 DR
MBI R ON0.1% THD, 4 F =T O RIF T pEEE O 2813
FLEALEWEEZLNT,

(3) st
AR L

(4) BE - HARDFE (Study CA180-009) HEAT—H)®

TR 54151 5k I S B R8I RIS B O EE R 5720, SIS ALE
DIAAF—\— R ER A TR 7=, R ALE S HE 1, g £ (985kcal) fEEEL#: K
UMEHERG & (319kcal) FEHU% 3031244 F =7 100mg# A% 54 28 DEL 7,
e I B FEEU % (47151) B OMICHR I £ 8% (49651) DA U CIlafa & #41Z HEiRL T
TNTN14% U221 %HEML ., &9 F =T DOIEZ IR RFRORE I,
HBHEDOD, IR LTI ENWEEZ5N -,

OFFRRIC X 2B DOV TE, [VIL RN (i Loz B4 2HE 7.
MHER] OEASHOZ &,

o TWLRERN  (1)ERNSE
X5 X—% R L

(2 RUTEEES
LR E L

(3) MRS
BLVOR L

(Ao V7SR BIRRAER > NNEAT—5)?
CML&EH IZPh+ALLEFIC B 5 BHEMSYBIE (PPK) @i Tk, “F¥
CL/FOHEEMAH283L/h T dh - 7=,

(B) omEE<BYERAER> EAT—5)
CML&EH IZPh+ALLEFIZ B () 5 RHEF Y BIRE (PPK) b TI1x. “F¥
Vz/FOHEEW A 15641 TH - 7=,

(8) Z DAt
ZAERE L
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\2,

VI. ZFEA)EhRE

oo

[CEd SIEB

-

3. 8&H (REa (1)@REE

VESIEW))
BRI

4. IR

5.5

ZIS=Z VT VT ETFO, T F=TDOPKIST X — & ORHEN -
EMROREEDPKINT X — & OFEERANA ZHEEM A HEE L7z, PPK##HTIC
2. JEREIRASIRE T LR 7 e 5 4 CH BANONMEM & v, 57— %
AETFIIZYTCTD, HEROEEIZOWTIHMEL 72, ricHweETF—4
N— 2121315~ 180mgD HEHPH T & ¥ F = 7 D %5 % 5213 72399 D
o EN4044HOMIEHFIRE N G E 7z, —ROBIPGEFE Z AR A
7L BIED2-a v S— AV P EFUIZH Y F = T OIMIENIEE 7 — & 130
PNz7 49 bLTED, KEFIMICKD &HF = T OIMIEREREHEFE 3 EY)
IR I N,

(2)INSA—SZEER >
BRI AT Z LD SRR N BTG DO Z B E NI ZRED SN a7 57z,

t MIZEB T A ENRHREIIRET LTk,

(BE:YIX. Ty b, 1 XRGHIL)®

VYA, Ty b, AXROHIITE T S, IR OS5 5% O AP0
FIHEO-il1314% ~34% TH - 72,

(1) % — AMRAFT @&
%R L
(BE: 7y M®
(“C] &4 F =7 (10mg/kg. 120 i Ci/kg) % ML ong-Evans 7 v NI H[ARE 1%
G U7=A8H, #5551 S O 4R T O IS Hp R B 125§ 5 flRk P iR o i,
BZDNTIIED N E 57,

(2) % — RaBERAPT@E
RMER L L
(BZ:Zv M@
MESDF » MZ[MC] &% F =7 (10mg/kg) & HEREOHES U 2#E%, BE
(230 B M BT RED Cridd 102ng eq./g (P 5-1%8IE/) Td 0. FaY oIl
W B BED Cri . 39.5ng eq./g (B GFL12050]) Th > 72, 72, BIROM
fkrp Bt RE . AFDR. B O TR S E <. ME TRk > 72, IRROD
i (ToH v 7)) v oK) KO (P 51424~ 720 #]) % Ry C. B
OGRS BEIRE (Z MBI O [R] URRR RS & 0 3K - 7=,
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VI.

EYEREICEI T SIEH

(B A ANDBATIE

L ER L

(BE: Ty M©

MSDZ v MIZ[MCl &% F =7 (10mg/kg) % HLMFRLIS- L7285, [“Cl 4
B F = THR DI EHHED CrnlZ2070ng eq./g (P54 805 THIE) . FL
AR TP G RETRE D ¥aE 0132.36 ~37.2TH O . FLITHANDEITH
D b7z,

(4) BERNDBRITIE

HLTPR L
(BZ:Jvy M©

SDZ v MZ[#C]#%F =7 (10mg/ke) & WIS 5 U SN 7 & Mt
U 7= A5, BRI AR TR AT L 72,

(5) ZDHDIEBNDBITH

MR A L

(BE: Ty h)ow

HiLong-Evans 7 » MZ["C] &% F =7 (10mg/kg. 120 i Ci/kg) % #E1#%5-
L 755 [14(:] H 4 F = TSR O3 B SRS A U 7. IR (B 5%
120N I R I B3 2B & . FLER R O BE 138 5-1% 1 XU 4RF N i S
pidica! ih%wm
MHREDEEDRETH 5 72% > T ) VKA v N Th BHE5%1 K04
M. Mg : MEEIZ1.0TH D . BMAEBEDIE L 5 Mrne S hi-, &5
%1 M O ABE T O MAE IR 12§ 2 fIRE O i, Ky oMLk T
I ETH 57208, B BHEEOBIZOWTIZIED /N Eh o7, 5%
24 JL O 168IRER F TR M OVHALAE 12347 L 2 U RE IR, T h 2 hfe b L7
JEHRED8.19 12 100.01% TdH - 72,

72, MO SDT v M Wma#% 7 (10mg/kg) % WK1 U 724
TR, HRETHIRE SIS AR AL A 5 12,
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=7 == ks
VI. EY)EEEICES T HIEH
£ ["“Cl&H%F=7(10mg base/kg. 120uCi/kg) B [A#% 5 # DI STRERRRE A 2 77 (HLong-EvansZ k)
BEEOFHEZEERZE(ug eq. /8) &n=3
0/ e =
18578 AR5 128508 AR 48B5M 0BRSS 1688
2 0.637+0.172 | 5.65:1.38 | 0.808=0.133 | 0.425-:0.0628 | 0.15420.0502 | 0.131-0.0656 | 0.0215-£0.0373
Mm% 0.0800+0.0295 | 0.457+0.0762,  ND ND ND ND ND
& (KhEE) ND 0.37540.0653 ND ND ND ND ND
S8 (ABES) | 0.22310.0670| 2.48+0.214 | 0.196+0.055|  ND ND ND ND
0.00340+ | 00323+ | 00161+ | 0.00691+
B 0.00589 0.00471 0.00636 0.00603 ND ND ND
BB 0.144+0.0344| 11.844.75 | 5.00+1.79 | 0.788+0.580 |0.101£0.0906 | 0.0216+0.0375|  ND
IRER 0.383-0.604 | 0.535-20.393 | 1.3140.712 | 0.837+0.260 | 0.566+0.353 | 0.690+0.253 | 0.482+0.185
) 0.136+ 0111+ 0.0295+ | 0.00993+ | 0.00383+
D 0.0625 | 124E0246 | 55 0.00339 0.00905 0.00664 ND
0.120+ 0.0501+ | 0.00680+
= + + +
i3 Vs | 3462190 | 1694124 | 04600267 000 o ND
NS 4574355 | 19.6+11.7 | 0.537+0.342 | 0.319+0.219 | 0.0133+0.0128 | 0.0197+0.0341|  ND
0.172+ 0.0615+ | 00343+ | 0.00570+
= + + +
= 0.78920.175 | 5124132 | 04720144 172 e o oot
e 12540515 | 8.46+2.13 | 0.541-0.180 | 0.188=0.0524 | 0.08580.0322 | 0.04540.0188 | 0.0110+0.0110
0411+ 0.0933+ | 00196+ | 0.00497+
+ +
A 00062 | 2-11£0.055710.39420.253 | )6 0.00699 0.00860 ND
miE 0.0790+0.0242 | 0.438+0.0591 | 0.0145+00251|  ND ND ND ND
SR () ND  |0790+0.0821|  ND ND ND ND ND
B (KBRS ND  |0.687+00678]  ND ND ND ND ND
B (EEX) ND | 0.60640.178|0.11140.0202]  ND ND ND ND
B (EE%) ND | 0.531-0.0256 | 0.249+0.0946 | 0.0829+0.0856 | 0.055140.0480|  ND ND
o 0.398+0.0875 | 4.02+0.880 | 0.439-£0.192 | 0.0891=0.0217 | 0.03240.0163 | 0.015120.0139|  ND
= 9334878 | 1534582 | 0.244+0.142|0.143+0.115|  ND ND ND
e 0.00803+ | 0.130+ 0.0473+ | 0.0179+ 0.0134+
s 0.00696 0.0229 0.0146 0.00276 ND 0.0232 ND
Rk 0.206+0.0301| 2.69+1.16 |0.234+0.0220]  ND ND ND ND
0.166+ 0.0920+ | 0.0268+
o +
el 00943 | 273E294 1 0176 0.00167 ND ND ND
N [1C] 4 7= T BB ARl I T,
(6)MIRERFESZE (in vitro) *»
AHF=TOt bIHEEABERIL, NI6% Th 72, /2. ¥ F =T &

21 SR P AT (B M S-582691 (N-JBET L% AL FK) DB 19854
i3, 3% Th 7=,
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VI. ZFEYEREICEIT DIEHE

6. 1t (BRI U RS
ZHF = TR FEICHETRE# NS, & Mg R OEF ) 5 21D
L oORERFEE X, JERIZIAR -ﬁaﬁi’éhé ZEWRENS, IO
EaEmE. £9F =70k FaF i fkThHM20. M20DEEEfEAIAT
»HBHM21. KUM6DE /b FuF U KOMBIaEGARTH 52M30TH - 7=,
FXHBED REB I rp s PRt < . A B RREHIIM20TH > 72,
SIRPRENZ., EXI Y VEON-A XY FIKTHBIMTH - 7=,

WY [MCl oy =7

M4 (BMS-582691)

M3a M3b , ‘ M ci
L R R E )t a X IR E
it SGErase
. 0 i K/N\/\OH
Cr CH: Clis
M9 a o N)\N

M20 (BMS-748730)

I NN ) N
@(‘\TK[S»\N SN | o 0 CHs Hefs Q 7(()\ N
0 h LN o {01 i N NN < HO . 0 i K,\\/\OH
N

4
M7 @N T Skw)\/k G’\O)(L
LE S CHjj ; o ML R B
M34
g <o, M4 TR o
SRS CYP3A4 - g
)\ N j‘: NZ
Hog v F; \O\)OLOH ) @( )\ MN’\
Cils ) o Ne~on
mll\;:lgl 2 o, *Glueuronide g ggz
IR § ey &n%&bﬂw M24 (BMS-749426)
@ RGN o T W, L3 R HEAE
0 CHis tH OH CHs

R N)\‘\‘ 1\/;113511 HAHF=7 K
CINogw&A“Ri M4, IR L, IR S0

H OH

" M23a.M23b
L4, FEf .
+Glucuronide
0 CHs
&E S EN g HT((}\X/K FMO-3
SN N0 @
0
CH| " K/I\\)LOH . OH
+0, +503 CHs M36 CHs CHs
a i oy IR M6 (BMS-573188) v*
o (EAS 7 CIT& Y
L 0 y K’N\)LOH 0 o +Glucuroni de N\/\OH
M30 c : Iy Q al M5 (BMS-606181)
il @ Sy 4 R
" S O, Y( N A\/k "
1 M37a.M37b \'\/\ou

L, R J “”" M8a M8b
[m (M8a.b) . JK (M8a)
B MIBET R EHF = TOHERBRE

(@)RHICRAS5 T DER(CYPE) DD FiE. H53F B9
HAHFZTIEFIZCYPIAMZ K 0 S, WEPEGEHPNIEEICCYP3A4% T
LCHEkEnE, 2ofhicd, #9F=TJR3 75 VERFE/ A F V75—
YEE3(FMO-3) K OUDP-Z L2 u=L 527 x5—+¥(UGT)IzkD

AV R R

(B VEEENROBENROZDES
AR E L
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A2,
A

FEYENREICEI T DIEH

¢

7. HEitt

(4 RBYDFEEDERROTEEL,, LR o
(LRI #12 3500 T 7 4 7 = 7 & R OB 4 774 R IBMS-
582691 (N-lii 7 L F LALAK) DAUCIEZ Y F =T D2~6% Th 5, 7. &
Y F =7 DK/ 10D VE Z 8 3 EHHPIBMS-606181 (N-4 % & F k) DAUC
IKI6~9% TH B, Lo T. TN DEMERETE L Y5 =7 DHEBE
HIZEHEGLEnweELO6N5,

FE R HIARE F P A OPRTH 2%

<HHERE> HEAT—2)%
SHIDMHEFE AT TIZ [MCl &V F =7 2 WERR R G Lz L 2O 5-%10H 2L
N & TOIRA & OB rh i BE PRI . PR 2394 % & O3 Fh 535985 % C
Ho7ze FRA K OB Iz PR & 7z KBRS G ETRE D 2 M 2 40.1%
K O19% Tdh -7,

<BEHRE> (HXRARUVHEAT—45)5 2%
fEER A (88f : Study CA180-009. CA180-016&% UFCA180-032) iZ &+ F =
7100mgZ& MRS Lz &%, I AN~ (Study CA180-002,
CA180-005. CA180-006%T'CA180-031) (=& H F = 750mg % *70mg % Hi |
BE L7z EEDtHMi FaEiEfN3s~5iMch . AMRESH (Study
CA180-002. CA180-005. CA180-006%% U*CA180-031) {Z50mgM% U'70mg 1H2
MGG L 72 & & Dt B FAME A4~ T T b - 7=,

<SEHRBEMOEERIV/NT X — 2 (Study CA180-032) > (HEAT—%)
TEFER 2062560 5 &4 F = 7100mgf% 5K DBMS-606181 (¥ 4 F =7 D
N-F % ¥ F{K 5 M5) DCranld2.74ng/mL. AUCIZ16.73ng-h/mL. Tauld1.750F
M. t12033.59K M TH 572, 72, BMS-582691 (%4 F =7 DN-Ii7 )L F )L
{LAK 5 M4) DChriniZ4.04ng/mL. AUCIZ19.94ng-h/mL. Tauld1.50HERH, tu2ld
3.60KFITH - 72,

8. FSVAR— HA4EREL
Y—ICRIT D

1B

9. BMFICLD AUERALL

PREZR

10. FEDERZ i%u¥EkaL
ek

11. Z0fth AUk L L
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I. ZEH(EALOFEEF)ICEATSHIER

1. BEASL
ZDIEH

2. ZFRARE
ZDIEH

3. FMEEXIFFHERIC

FETDFRE
ZDIEH

4. FHiENMUHREIIC

FET D FRE
ZDIEH

FH9F =7 820mg BMSH |, 74 F=7850mg| BMSH [XEHRABRZIZML TV
TV BAMICET Atk M (AT EE20m g e S AT IV EE50mg) DA
VI —TF— BB EL LT,

H

1.
AANL, BEEFIZ e T & 2 REEMAR IS 50T G MLas BRI 0 i
XL TR AL - RRER 2 RFOIRAID € & T AF OG-8 Y] &P
NBREGNZDNTDARILE§H T L, £/, KANZ K BERHIBISLTL S,
BT Z DERIZAHRNE R Oaltt 2 +oric@im L, FRz & T 6 &G
whilag s Z L,

S

(A2E%)
PUBMEREZ AN B OB & U CRRGE L 72,

2. M2 (ROBEICIIBELLENZE)
2.1 AAIDOB AR UEBUEDOREFRED & % ¥
2.2 G SUIITHR LT Bl get D & % &t [9.55H]

(BR3H)

2.1 — W) FEHFEHEUTRE L,
AANNILL T OB EEN TN 5,
FH Sy - & F = T KN
WA BRI, fdhtLa— 2, yazxh ra—2F oA bR F
UL — A, AFTIVVEY SRV A, e Fara— 2, @&
V.Y ZF LYY T— 400

22 [VIL 6. (5) #Fhw. (6) M | OHEHAZHTHZL,

[V. 2. BERIIHHRICEET DR | 2SR DL

[V. 4. RERUCRAEICEETZEEI2SHRIBE,
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. Z2H(EALDOEFEF)ICEATSHIER

5. EEUEFRN
FREZDERH

8. EELEANIEE

8.1 HHEMHINHEHNAHIENHDD T, AAIE 5L, & I IR (iEk
BOE  (IER %) 247528,
AR A 3% G- PG AT 5 5% D2 H N 2 D %31 HIgIc 72, i
FHOIRREIZIBEC GHEATHZ &,
ZNEDIMERIEAIIE B ORHNZBARLEL S PE IS B BETE A PRIl T
FEAT - SIS M BEE A IR R 7 45 7L 747 Ytk B M S k) > S
IR D FEE TORE DN RFNDOPE 52 d 72> TUEG-C SFELF D3 Y] 25
FIZBIL T T 528, [7.3.1.11.1.12H]

8.2 IM/IMRIZA BRI LA E T A Z LA b B D T, AR I AR A & 85 D@52
o2l [9.1.4.11.1.22 1]

8.3 IYYEH HOLDNBILNBH DD T, EMIN MM A AT L Bl % 53T
AT, [11.1.45H]

8.4 QTR EAMEIN TS HY A LEBEXET=4) VT EiTH5ZL,
[9.1.3.11.1.7&:M]

8.5 Ber-AblFui vF+—YHFHAIDOF G-I KD BRI AL 2D L A3 5
bBZENDHBD T, AKFE G R > T S AL ARG DA A AL . A
Al 5RNSE Y S EA 7528, [9.1.6.11.1.45 1]

8.6 M5 ANEE R TED B b N BT LB BHD T, LT 78 R E IR K OB EE R
HAETHIBE BEDOIREE T+ HBIRT 5L, [11.1.63H]

8.7 IDAA. LIHIEFENHOHHNEZEHBHDD T, i H O REM AL 21T EBis %

Fziraze, [11.1.82 1]

(figtast)

8.1~8.4.8.6.8.7 AAIBGAZBIEL TR A B 2RI1EF O[5 BEHIH], 1, &3y
i QT IR AE 5 | IS A BBE M REE (OSSO AAEZE | 12D T I BN e
FL7Z,

8.5 Ber-AblFus v F - —HRHEAl (TKIs) D% 512 L ABRIAT S 4L 2D Ffid AL
NIMESNTED, LB F =T IZEKEBAF KA 2D FHEE L ORI IR E S
TUINEONEDD, BRI Z AL ZD PG EALIZ S S F =T % 572 Ber-AblF-u
oFF—YHEAIOLBOVZIEEZLNDZENE, ZFHF =T DCCDS*HNET
INTzo COWENHEDE, [HEAFANERZ] . [FFEOH A TAEHITHET
27 (1) B OHE- BRI EDH 584 | KO HARARENERH | OEICBRATF %
AN ZOFEEACICBLU GERIL M A T2 e L7z,

KA GAZTS > THFRIA ZREGOH f AR A FI% 5-Ri11 23 U] e L i %
1928 RANDFEG-FAlG % 3k L THAE R M A R VAN A7 ——DE =X
VY4797 E BRI 2 AN 2D FHE P L DO EUERLIEIR O BB HZ 3528,
%% CCDS (Company Core Data Sheet. EFIET —F—b) R E DR CHEATER T BRI HLU#EL
KAELEFTHY LAV M. WO ZhRe - 203 FHE - SRR 090 e & O 3 5 i Bl il

hTn3,
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I. ZEH(EALOFEEF)ICEATSHIER

6. HEDES%
EIBEEIC
B9 %ER

() SHIEBIEREFDOHDEE

0. BENEREHIIEEICETZIEE

9.1 &HE-BIERENHZEE

9.1.1 A FJICBAEMDRVVEEEREMA MREE
AR OBIER ONEEMERL TH o 53528, AKIA 1§ 25121,
EEICROHEBIREZ T BHERRBUSERE A28 A F =T OG5 HED
R K & 2> 7= R E & RO RIE AR 52 hnd 5,

9.1.2 BIEMMEBDOREFENHDEE
[V PE i A B X B D B2 hh b D,

9.1.3 QTRIRBIERNDHZINNIEZDEREFENHZEE
QTHIMRIEENRI S BZh1H5, [8.4.11.1.75H#]

9.1.4 M/\MREEEEZINFIT2EFHI W IMRE RS HDEE
I A3 503 52 N Ahid b, [8.2.11.1.258 1]

915 LEREDBAERENIIEREAFEHTIESE
DEDEINER (DAL, - MDA A OFE. JLIRFERERR X
KN e BHREA A K OB 2 DR ZE S5 W RBI 5B 2 b5,

9.1.6 BEFFRVAILZAX+T7 DEE XIIEFRLEE (HBsiERE . » DHBCHL
R ISHBSHLIERG %)
KANOYE G- Fha % 3L TR REM A R IF RIAN A7 —H—DE=2)
A1 E . BRI 287 AV 2D i AL OB R RE IR D R BUZHE R $5Z
&oBer-AblFus v F+H—EYRHF A DO 5 KO BRINT KA ZD PG PEAL
NHEHLNEIENDHD, [8.5.11.1.45H]

(BR3H)

911 A7 F =T IZHEM OB HITKANE G- 3 2B Mg #E . A~ F=
7 OG5 HIEDIR K & 7-RIfEH LR ORIEHB I 252 N hd0 ., BlER
K OVERESA BRI ENORTE LT,

9.1.2 WA MR OIEFEDH B BFIUTARFIE R 553581213, BV Ml
PR A B X B A BEME A T8 TRV D T, G B B Z e EL
776

9.1.3 FHRRERIC BN TQTHIMRIE BAFEDEN THD, QTRIBRAE R D2 h Xtz
DEEFHED 55 FBE NDARFN DI 513 EA D ETHHE L% L7z ([VIL
5. AN EEZOBM | [VILS. (1) Az EIEHEWIHAER | DEHS:
He)

9.1.4 #HF =71 KB H LS DI/ IR IEA & BIHEL Tu7e, IS RE A 11 ] 3
ZIEH | BUEE [ A2 5P DO E TOME AR 2N ZE 5 G E L= (TVILS.
HEARARN A ZEEZOMA ]| [VILS. (1) H A Z&IEH Y HHEIR | 052
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. Z2H(EALDOEFEF)ICEATSHIER

9.1.5 WIRDEMECMLIEE 24 R & U7z [E B[R] R PR S8 M EAER I - oy CL DR R
DREE X3 DFEE AT 28 S BT 5 DIRbEE O FEBLRD, ZHTHROEEIC
@D o720 D728 DIRED G FR K - AR FE D & 2 BF I AR Al 2 5 5-
THLEIE, AR BB EPORELT,

9.1.6 [VIL5. B B HAR A ZEZ O 8.5] DffdiaSROZL,

(2) BrEEEEEE
BREII QRN

() el EERE
9.3 TRl EERE
I RERR T RBE I 59 2 B SR 5 28 AANE RSP TS
%728 TP RERE B TR L IREE 2 Rl § 2 B2 s . IR RERE &
BN REVIHIRGBRIEFSEL T,

(BEER)

0.3 M BEFE B H I BT AL F =7 DI BIREIZ DOV TIT BT SEnE o T
WO A F A EBINTF RN BT A5, T HEBE e e CIE AR K DI
BRI 2B 2NN E BV E LI EPEREL,

(4)ETEgEZzE I 2&
0.4 £BREEH T 5F
REAR AT REZ A PRSI TR B 5 UM 548 T 12— A1 30 U] 2ol 2 175 &
HEE G HZL, [9.55 ]

(BRER)

9.4 SHENZIBW T IEARPIZH Y F =T AR L7285 T RO A K O Ha Y AKIESE D
TaY A RE X TS (2015F9HE D) o JEERIR BRI C I T 4 F =T Dk
FCORIKH R THRONAREIZID AEIRT v R O CHEE LG TR E 2 A
SNz F7o, TN TIIIREFEAE B AL, L7ehi> TR T REZA e PRSI T
L B GH ROBE G T % RN U)o A A AT O KO s A2l L7
(['VIL6. (5) ik | DIEZI) .
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I. ZEH(EALOFEEF)ICEATSHIER

(5) itm

9.5 1117

BT SUATHRL TR RTBEYE D & A M3 iR 5 L Z e, SHEIZ BT AT iR
CCARAIZRFL 728 RO A RO RAKE S O e W B A MG S h T s,
F72 B FEERIZ BT N COREIR H & TSN A ISR LT L I b Olitsk
SEAE I B OSHRSE #EE. o0 F TR RS SN T 5, [2.2,9.42 1 ]

57
9.5 SHENZ I T AEARAIZ & F = T H MR L 7= 855 T RO A KOG R A RE 5 D
HEYE A R E T TS (2015F9HERD) - JERRIREABR I IV T 4 F =T Dk
FMCOERKH R THONARFEEIZID AERT R O3 CHE E AR T2 A
N7z 2. Ty T BECIE - R ARSI T2, L72hi - CL i I XAIAEARL T B 0]
EMDHB LM G T E L (VL2 222N EEZ OB | [VIL6. (4) A FifikE

EH§5E | OHZM)
(B)&F.im
9.6 Z3iw

BRALLENWZENETUD, BIEER (59b) THIICRIT $5ZenHEIh Ty
%o KANDOEIFLITHANDBITIZOWNTIAHTH S,

(A&3t)
9.6 B FEER (7 o1) THIHPICHAT T 3T L ME SN TS HHF =T DBEAAD
BATIZBE 9 B IE AN 23 AR AN G-z Al b 5 SO TR L 72,

(7)INR

9.7 NEFE
N R EL TR RBRIZIZREL T,

(R#EK)
9.7 EINDEGIRFSR 2 T AR AE AT Hr RN, FLIR SR/ 28
FHEAT ST B TN 2 A 01 - R THIREES T,

(8) EtinE
0.8 SinE
EEDOIREE T CBIR U OHEEICR 5§52, — il En T3 L PR RE
MK TL TS, Zds, BRREABRIC I T, 65 AR D EE L HELL ., 655K LA EDE
HCH A R A B i 7 | R AR R K, SRR AR L O 2 R L A ek
D FEMEDEO TR KO- L O A O FBUHE A &2 57z,
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. Z2H(EALDOEFEF)ICEATSHIER

(R#EH)

9.8 EINDEERFER T, D BUITH 72728 i, ERNZ RS2 1T > T,
WA OREIREASR (2,18201) (23T, 21 AT, 21~ 455K, 46~655% ., 66~75/%
S OT5RGHA 3 L T RV A MG L7225, 75 (83M1) IZFW\ T A& S
RN HEAAFRR LG PILICE ST HRRIZMOF i@ b "L 0o
720 F7z, B RABRIZ 30U T 65 AT OO R L UL | 655 LA B D I8 Tl Ak, I
WRe DRI #E , 92 57 | B R BT | UK, T S0 AL A8 M L /O 8t | R v
DFO JEEBIEAM, KOS MLPE DA EDFBAE A & 722 LD, Rl # oA
a5 4 2B I3RS T =2 —§ 20 TN b5,

7. tHE{EH 10. tHE1EH
CYP3A4E R BRAERNZPHEEL . CYP3A4 T ICR N BH K OR @) 75 %
K T X3 [REM A 5,

() HAZEREZDER
RRE XN TR

@) HAFELEZDER

10.2 itAEE (HAICIETSEIL)

HHN % WEARREIR - 158 7 vk W fe b IR+
CYP3A4FHEHA! AKAHIE v aF =Pt HIZ | ZNHDIEAI%NCYPIALTENE

T =ILRPIEREF (53
=)L A had =)L)
~ouFANRPUEAl (Z) 20~
4y ) AaTAVY TR
oA A
HIVZ a7 77— EA (U
YL, TR F T EIE . 3L
T4FEIL XL )
IUVNILEIL TR
=T TN—I Y 12—

KO AKADCras KTAUCITZ
NZ N4 K OSBRI 72,
CYP3A4FHFAE O UK
WO HERE SN S,
CYP3A4FHF I s e il &
DO AR SNANGA X H
FHRERROREBUZ A0 R L TR
LREATO AR m L TR G
BILEBIETHIL,

ZRHF L AA O MR % L
AEEBREMNA B,

CYP3A4FHEHA
FXYALT VT =MV AL
N )TrE Y T/
ISR — )L

tAaYyH )V (St. John's

Wort, EVbVa—V X T—}) &

A b

AFN O MR AME N § 50l
Pemd s, V770V 8HREE 5-
BAZA R 5 U356 L AH
DCoa LTFAUCIEZENZEH81%
K Ur82% Ik FL7=, CYP3A4#
AR OO F E OO I HE
FXhm, CYP3A4FAERKI%E
W59 B354 dEEAE D40
MBS AZE T2,

ZNHDHEFIENCYPIALE
L ARA DM AR L P2
A REVED BB,

il Al ORIRAL 7 LI = 4K
WAt~ LA B

A7l & e 751 0D [ B 52 5 e O F
é:ao

1 75 D $2 G- 23 b B 20 3545 12
3 AR FH G DD <L B 2R
B2 R I 5528,

A F O WAL A Pl & A i v
JEME 9 2T REMED B B,
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I. ZEH(EALOFEEF)ICEATSHIER

FAT )=

AAHNEFE 5L ZDREFNDC oo
K OAUCIZZENZTN63% KT
61%IE TL. A XTS5 —)La4H
P 5L, i 5 5-22 e 1 141
KA E P 5L ZDREFNDC oo
KOAUCIXZENZN42% K~
43% K T U7z, ARFIR 5-Aik, Z
NEOIEAN TR A THiIl R o %
5AERTHIL,

EAE ERHEIR - PPN
HoAZ ARG Ho 2 ARG U7 T by A | A F O WA HI X A 1fi i
TTEFVVE T E AL O B 3SR N | EAME T 32 TREMEA B 5,
Tuky s THEA V77 EF AL G 10F I

CYP3A4DRE L7555 5l CYP3A4AD B L5 BFH D | KFIOCYP3IA4BHEEHIZLD

SUINAAFY MHRIE A FRH$ 2 BEMEA D | TSI A D Il i g & b H-X
ToaAR) v B, KA VN2 F OO | BB ATREMES B 5,
EEDR 12k VN ZZF L DCr K]
F DU AR AUCIEZNZEN37% KU 20%
R L AKHI) EF U7 RAE R EREHMK
TV RV A R WCYP3A4D B L B3 A
DeRaITILTHIVAVIIRIE | PR 25 A10I3ERE 52
£ &,

QTMIMERAEI T IENHIS | QTR RAEHAR B 51 | KFI KO Zh6D3HANTTh

FANQRYE 1] BV BB, LQTHEFRA MR X T2 7
AT FIVE HB7=8. BE I KD /EFH 2 R
PEONE ITHREMD B S,

DI IR 3R
F DU AR
VAP E AN 5
SIEFIN

) aa— )L i A5

(BREH)

In vitrogAlBRIZISNTH Y F =7 IICY PEREFIG MEAFREL 20\ 03, CYP3A4% IR AE
ANZPHFEL ., CYP3A4THICEEN D EAI Do) T 70 2%K T &2 2 RetE 23 dH
%, CY PP XUEFHE X, &4 F =7 &5\ NI T3 00 i i i 1 5 2% RIE§
ZEDMEEIN TN L HF =TI OIE A O A AERIZ KD I i3k T
EEPOIEI W AR ERAR L2 OWMEI N ens, [HiHRERE &L=,
YA B AR RN B 9 2 ahE. JERER A SUE TSR E AR R LU T RO E2S
Bigtdhsz, #9F= 713 FEELTCYP3AUZ KD, in vitroDFra—2LP-450
[CYP]FH BT, CYP3A4PHHEEHAR L2, D728, FELTCYP3A4IZED
RN HEAI IZCY PIAATE IR A KIZ AL DN FIZ KD H AR
HZBA[REME S SN2, ks, A9 F =7 1kin vitrolZ3\W T, CYP1A2, CYP2B6.
CYP2C19.CYP2D6 & U\CYP2E1#FHEL 5k~ 7=,
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. Z2H(EALDOEFEF)ICEATSHIER

8. BIfFA

11. BIfEA
ROBHERIDHE5HNBIENHZHD T B T3 TV BE RSN A1
(65020 Rcale | Mg IPAYA N 4 7) Rew LT KX W ottt

() EXTEIEREYIHEIR

1.1 EXLEIEA

11.1.1 S5EHH

PLILER IR (0.9%) - FHIMERIE A (21.5%) | &F BRI (34.3%) | ML/ MR IR
(34.0%) . AL (16.4%) A5 NDIEN BB, B 5 i F P ERGED XA MR
DbEONT AN E XIFRIET 22L&, [7.3.1. 8.1 ]

(BR3H)

11.1.1 [EER LRI BE IR 25 A R (258151) M OSEI N BRI EAIER (771511) % do o & 7215 i
IO EIE R R BUFIEC S, PLIMLERIEA3/33511 (0.9%) « F LR 3% A 72/335
(21.5%) . i ER &4 11573354 (34.3%) . ML/ IMIH 114733551 (34.0%)
A 1M155/33501 (16.4%) TH -7z,

72, 10% L) EDEEZIZHRDSN=Grade 3L, OB BHINHIO B/ R BL51 %
(L A ek 4887335411 (26.3%)  Ifil/Mic k480733541 (23.9%) + FIMLEK K
38/335f (11.3%) TH-7=,

[ B A ] B PR S IR R BRI 2 35 v CL0% LA EDEFIZRRDS72Grade 32A LD
B SR O R FH 8 BB R s 4> 357258151 (13.6%) « IfiL /N I A
3572581511 (13.6%) ThD)., [El G IR AR Tl drp BRI A 53/ 771511 (68.8%) . Ifil.
/NI 45/ 77151 (58.4%) . FANLER )& A 32/ 77151 (41.6%) Tdh-7z,

AR FN R 5-H B 2 f BRI SO IR D 28 & 6 i 72358 12130k
IR B Z &,

11.1.2 HIfn (B HH 0fn - FERE T . (B ANEH) L JE B M (3.3%) )
HELZ MM CGA I E IR L HITHE Y X ke 1ro2L,
(8.2.9.1.45H4]

(BEER)

11.1.2 1o oL AT Y o 3T e i AR 25 TR B0 B ORI N B A e © 44 - =
TEPE G UIHAR N AR 8 (10361) 12\ W Cdado b s h 7z,
Zs s Hod #E 0L~ FEERSE T Y IAL0 S 9 6 R AR (16D 8 A (] B PR 565 TIAH G A G )
1284V TL 207244011 (0.8%) 158864, Grade 3LA 1137/244011(0.3%) T
b7z,
] 5% M [ i DA 28 TIAH k5% (25.8151) S OV N B PR kBB (77451) % b H 7= 1
I oD B F R BRI A% 11733501 (3.3%) 1258861, Grade 3L ki
473351 (1.2%) TH-7=,

72



I. ZEH(EALOFEEF)ICEATSHIER

TEAL A MY IO TS [ B DA 28 TIURH B8  Fv v T 17258151 (0.4.%) « FEI GRS A
BRI\ C10/7711 (13.0%) 125854, Grade 3L EidZzhZh1/258f
(0.4%) . 3/7711 (3.9%) Th -7z,

EHE I U3 AR XSRS L I U)X A 1152k,

11.1.3 &8 E (K (17.3%) . FiKEE (0.6%) . DERETE (3.0%) . fEK
(0.3%) . 2 &M FE (JHREAH) &)

RPN R 8 PSS D K & 7R § SREIR A a8 SN 72355 1 IR X RO B AL
I 228, MK, BB U Tz, ﬁ?%ﬂ&)\% TOT & AHFE
G E OIREZ /3B KR 2 a8 S 725 5123 IR A A3
,EHFsﬁ®EU%‘)§£E$JL%V%ﬂ@i‘&%‘b%@i‘@“ﬂ]&iﬁi@fdﬁ%ﬁ");&

(R#EK)

11.1.3 IF&?#ﬂﬁunfﬁ%mmniﬁ%ﬁ(Z%ﬁJ) Fe OV R AR (77151) 7 db o 7= AR
e | 1o % ] B A 25 T e M OF T P G PR RIS D PR R B D il A FH S B
FlEuE, FREDEFD,

- BagoK

] 5% M [ B PR 28 TAH 5% (2581511) S OV PN PR Rk Bk (77451 % b 2 7= g 7Kk
1. 58733551 (17.3%) 1258854, Grade 3P4 _1135/335 (1.5%) TH -7z,

25 B DR B B U2 Fo ) B Mg AR 03 [E] B I ) B R 265 A G 5k ©1d 26 /25 845l
(10.1%) . EINEGIRARER T1332/77151 (41.6%) 12585, Grade 3L LiZE
NERIRERER D5/ 7715 (6.5%) DA TdH -7z,

- fifik &
6] 5% L[] i PR 58 TR 5 5% (258151]) K OV A i PR Rkl (774511) % b o 7= Jifi 7K
fiiZ. 27335051 (0.6%) IZaR 5., Grade 32A_Ei1x1/3354 (0.3%) TH -7z,
25 B R BRI J6 0F 2 i A 13 L[] 5% 4 [R] B R 28 AH B % T3 1 /25845
(0.4%) . EIAESARGAER TIE1/7711 (1.3%) 1238864, Grade 3LL EIZEINES
IReRERD /77 (1.3%) DA TH 7=,

DERITHE

] % e vl i P 28 TIAH k5% (25:80511) S Nl N B PR 5% (77151) % o ot 72000 %8
T, 10733501 (3.0%) 125886, Grade 3L EiZ1/33541(0.3%) TH-
7

A B IR GRBRIZ Fo 1) 200 3 Rl 1k [ IS8 [l Bl AR 258 TIRE Ak 5% C 13/ 25,8431
(1.2%) . B N ERR AR B TIX7/7710 (9.1%) 12388641, Grade 3LL FIZ[FEBEIL
[RGB ITAH AR ER 0D 17258151 (0.4%) DA TH 7=,

73



. Z2H(EALDOEFEF)ICEATSHIER

- fEK

V] 58 3 [l il DA 2 TIAH R 55 (258151) B OFEI B IR kg (7 7451) % dp o B 7= K
(&, 1733511 (0.3%) DARDSIL, Grade 3U_EIZFRD OGN LA 72,
KRR R Z 350 B HE A, [EI B AL Rl EG R 25 MAHEABR Cldalodo g, [E N
IRiRBRD /771 (1.3%) DA TH 7=,

-2 H%ZEE

A G VR ] B R R DR 28 A R X O N BRI T4 F =7 %% 5-
L7zHAR AR PRI x5 (10341) i1 W TUdidd o i hr -7z, sk, &gt
TR SRR DR AR (] B [RIRR AR S8 AR A B 20) 12360 1T 86724401
(3.5%) 1ZsB¥ 5N, Grade 3LA_E139/244001 (0.4%) TH -7z,

IR PRI, WIS D K % 7RI 3 2 FER 2330 & M7= 555 113 R X
MO & FNE L, EE LMK, BEIZIE U TR, BREWA % 1T
5 Z &, RAPEGHIZEE OREE o ICBig L. R 2R 5 h s

Zid, FIPRFAN S FE I O FIlE BB RV £ v Al O£ 5 O Y) 7 3
Figgkziro 2 &,

11.1.4 BEGE
Jiti % (1.8%) « BRIALE (0.3%) ZFDRRYED HHDNBEIEN BB, 77 BERIF %711
ZOEIEME LB NAZELH S, [8.3.8.5.9.1.65:1H]

(F#EKH)

11.1.4 [ B ] R S5 T k5% (258131) K UMEI N R R AR (77151) % dodo 7ol
i 2] 5% e ] i DA 55 TR R B O° 6] ARG PR Rk B D & E oD Rl 47 FH S8 BB
(3, FREDEFD,

- Bt 4
] % e [l il DA 2 TIAH k5 (25.81511) S OVl B DA Gk Bk (7 74511) % b ot 7= il 2%
13, 6/33505 (1.8%) =785, Grade 3LA_F134/335H1 (1.2%) TH -7z,
R IREABRIZ 351 Bl 2% 13, [ B8 3 [) i R 26 TR EA6% €k 1/258451 (0.4%)
[E| NG PR 3k B C135/77101] (6.5%) 12585, Grade 3LA_EIZEINEGRIR iRER D
47775 (5.2%) 1D E 7=,

- B E

V] 5 [l il DA 2 T 555 (258151) B OF ] A DR k% (774511 % db Ao & 7= eI
JEN, 17335151 (0.3%) 1238854, Grade 3LA L TH 7=,

S ERIR G 2 350 A IUALAE 1 [E] B[R] R R 5B TAH RS Cldado o3, [EIN
SRR CldGrade 3LL F1X1/77151 (1.3%) 1252805672,

74



I. ZEH(EALOFEEF)ICEATSHIER

-BEUFF R AIVZADBEMAL
[ VIL5. B B AR i B L2 D P 8.5 ] DfFFiA S OZL,

K%’J?&%ﬁqﬂéiﬁﬁﬂﬁﬁ SRR = FhEd 5 & EBIE & o iciTn, B
DD B N I3 UIREE L | Wl s & 2175 Z &

11.1.5 B EMMEE (0.9%)
20 K L I R] 5 R O 3 X AR A TR iR b = A lc iz 54 ik
L. BB B ALV Al 5D U LB A58,

(BRER)

11.1.5 [EIBFA A B R 25 TAHERR (2581511) M O EEI N ER IR ZASR (771511) 2 oot 7= A&
PER B 3733501 (0.9%) 1278064, Grade 3L 1i%1/335f1(0.3%) T
HHo77,
25 WE IR GBI 2 00T 2 VR PE I 5 KB [ B [T B DR 28 TAH R BR Tl o
@”\Vﬂﬁuﬁurﬁﬁ%ﬁmis/771ﬂ(3.9%) WS, Grade 3BLEIZ1/77H1
(1.3%) TH 7=,
AAPE G, Big TUN, FEEN UL, DT R B R O X AR
HLH E 2 &beht i&“%%tlﬂjtu BB B AL E Y FlOPE
5$®@@ﬁ%%%ﬁ7; o

11.1.6 % Hﬁiﬁrﬂ%ﬁ (0.9%)

BEPRROONTGAIII RS- Ad kL, @Y s (A PR R SR BR MUGE TR
WA EF OG- 1_1°E§5)€' THOELBIZAEIRDBIE § 5% TREDIREZ+ 75128l
B2, [8.65M]

(BEER)
11.1.6 lF?itl‘Jﬁum%mmuiﬁ%ﬁ(%MﬁJ) T O EN N G R 5R R (77151]) % dp> B 7= i I55
BEREMEREZ. 3733515 (0.9%) 125805, Wi g Grade 3L ETH 72,
%ﬁ;r“ AR Fo 0 D IEIS; ARSEERE A 3 (1 B A1 R R S5 A EABR TR 5
T ENEERRER TldGrade 3L EOMESE AEEAE 7 E433/7715 (3.9%) 12
RoNIz,
AFPE G-, I e R KX O if%ﬁdﬁﬁ%"’f;a BEOINGE
FHICBISR L, BENROLN ARG Ak U, Y] s AuE
(4 P AR %m@mrwﬂ?%@m&% EATE) A oL Bz, JER
AMET 2 TREDOREL IR T S &,

75



. Z2H(EALDOEFEF)ICEATSHIER

11.1.7 DEXQTEE (2. 7%)
QTHIFRAE A GRS SN 7= A IR E USRI L 1B R T3 (1K) AdfiL
EJ&V?“?&%EV%)@%ﬁfb%ﬁﬁ: [8.4.9.1.3%H8]

(B23H)

11.1.7 [EIB A B PR S5 TAH R (258101) K UMEI R REA SR (771) 2 o8 7208

XIQTHERI39/3350 (2.7%) 12205, Grade 3L _E131/335f51(0.3%) T
b7z,

SRR AR 2351 2/ 0 X QT HE R (3. [ B H: ] i PR 26 T AR Tl 1/ 2585
(0.4%) . EIN G IR GER TI38/7711 (10.4%) 125864, Grade 3L LEDOE
MQTHE &3 [E B[] B IR S5 MAH AR 0D 1/2581511 (0.4%) DA TH -7z,
iﬁﬁ&“’é&tﬁ 3, YR 0EXE= L) VRV, QTHIRER 2 D 51
7oA ICI3WE I IRIE L L ICE B R (KA ) A IE, (K~ 271
WAEF@‘S) DOFfiIEAITH> 2 &

11.1.8 DAL (0.6%) . D ERTEZE (G5 E AHH)
[8.7&H]

(B2E%)

11.1.8

CDARE

[ 5% ] i R 5 T Bk (258451) e O N PR Rk (77451) % b 72 A
4213, 273350 (0.6%) DARDEN., Grade 3L, EDODLALITE DN

77

BRI ERER I Z 361 B0 2, [E R R R R B T AR ClEad o g, [EIN

BEIR R ERTI32/7715 (2.6%) DABDHM, Grade 3L EOLALEITEDON

7;(7‘)‘0%:0

< IDERTRER

] B[R] B OR 25 IAH R 3 T 4 =7 LB O 8 A FSER) 25D i B 2E
DREGEINT72 B U7, Zeds . [ (] B A 265 UM RN S O BT AT B AR Rk ik
THYF =T %P5 UHAR NG AR 52 (10361) 1230 T, O FitiliZE
OSSN 5Tz,
OB ZE g 4G R BRISR (18] B A (] B R 28 AH AR & & 30) 1230 T
57244001 (0.2%) IZR8DHN T EGrade 3L ETH 7,

j&%ﬁ%’aﬁﬁ 3 OB A ZITOBEBIR & T3 T, RESROON
72 &, . IR U G L E Y A LE 2 T T

76



I. ZEH(EALOFEEF)ICEATSHIER

11.1.9 2UBREE
SRR (0.3%)  r7u—WhiE Rl (I AH) E2H0bNEILN B %,

(BRER)

11.1.9 [EEFAL R B IR 25 MAH AR (2581) M O'EIN BRI AR (77151) % b & 7= Bk
A4, 1733501 (0.3%) 125854, Grade 3L ETH 72,
AR R Z 30T B B B A A I R BRSBTS Cl3Rdw e g,
[E| NG PR Ak ER Cld Grade 3LA_EiX1/7741 (1.3%) 1Z5B0EN 7=,
F72 4B F =T DCCDSHZ [ F7a—YREMERE ] il 5,

AAPE G-I, BIE A 0120, BESREDONIA T I RS
PG AdIb L Y A ALEATHITE,
%*CCDS (Company Core Data Sheet : ZEHET—22—1)

11.1.10 FHEDARME A= MLIESE (BHEE ANHH)
KEERUNCO DG LB R BIL 2GR R S 05, BIERE 020,
P R 8 ) 5 OSE IR 23 b b 23 A I3 5k 352 L 412 D IRIA
(R, il 7K i 5) & D #l e Wi & FhEL 721 ¢ i@ b A VB A 17528

(R#EK)

11.1.10 200646 H~20104-12HE COMEIZ I Tar A2 S B R 7= il & i
FES 11D H 12643 GFEHI A O A 7 — 7 UM AR S KOl Bl AR i 5 1=
RE & G2 W A7 Ml BRIl 55 I HERE OSEIRIZIERF B T B0, 57 1R I
PRI #E S 57 K& BV s WK, R 3R H % A A G- hid Bl %
TR T PR A EE, i S ORERD BED NI A ICi3 i G a3 5L
EBIC, DN AL (7K i 7K e <5 ) & 0§l 32 e S e L 7= b C L U] 2 A i
T2,

(2) ZDfthDEIEA

11.2 2Ot OEIEH
10%Ll 10%K % SERE AR
Yy BAR R 2% | KU S g% L | e NS I s
K AT aOTA)L A EGE B

I BIBL AR AT AL ARG
HRER AV TN T UF R DX
E . TR S Mg L e
S IRIEE . e, AL H 25
JELPERG & | Bl ke 7%

7



. Z2H(EALDOEFEF)ICEATSHIER

10%LLE

10% i

S TRBR

)20 SER B>

MR MER B A | FEEE PR ER
Tk E | SRR ME LS VBRG] CD4
D SERBAEEIN, 7 aba e i
HE 5 MR AR M ER KGN, APTT
HESS | A MLBR I IN Af R vy
I LN B L ) > 7 SER B 14
IO e BR BB i INR B8, ML
BRBORA . Faba ey s
CDA) 7 SERERA V7 SHE
PR ZVER ML Mh 747 20 8
0. 7470 53 iR EE B I

BER

FERE 078 5 S AEOAE

A RS

=

WRE R ()
Y AVT L A
LIS T S
2N WL PN
o—)L)

AR IR RENS TRE I EFLIR A fi]
WLV B, BNPEIL, CRP
B0 AR s E B, kR
i, M PR e B8N i h LTIy

Eav 27 a—ILIUE

Fate

ANHRIE . P15 D557, MRS

NG AL E | SERLIRRE,
VEF—JGE

2R

SE

WRIE B IR R R
I AR, W] A | B SRR
IRUR, TR RE R AE AR &
W SAMEE E AR 2 L SEBRE fik
AE, B IR KA kAL

e Gl A G I A T
A — 3t P o R O 5 A L R
= 2 —o S — (AR

iR

T Ao HRERWZ 18 f5 T
ML, Z5H, 7L IL 5 —PEfE s g | S
M 9% AN B MR | f% 22 S TR v
MRMSERE | FRICCRE | AR _E 57

RIS

HA P&, HAEPAZE, HG. )
K~

[EILIREEOEIR

D

OARK . By SR K BY IR 7 PH
SHANATAE , 34 77 PH SHA 42 L Y
PEPRIR, PG O
ISP  2E IR AN IR . 55
—EREETay s LR, W7
Ty OIEK, ODARAE. ZE PRk,
LEXISTHER Y T

DFERERRE | PROE ., (DIBEZE
DB PEABENR, O EPEHIR .
0l 7 B B IRAE e B
il o0 D /O Rl
DX TR TR

FE I il I R
A MY I A5 5
M, S, 2T
AL SR I
HF—F N
A7 A1)

(I AL 1E T, L

IR P #5 0R 2% | e 4K B 3K i
T/ ZERRE (M ZERRAE | TR
R IALFRE)

PR

Mk

I B R 0 B IR SRR L 7 7 B
WA SR b 5B O S iE | IR B
AL A I EAN PR A | Y PE RS
LN PN ] OS]

il Pl M 2 o Al v ML
Mg JEL SRS SO A, UM I
LEPERTE P2

78




I. ZEH(EALOFEEF)ICEATSHIER

10%AiE

S TRBR

WS IS R . s 4 R IY 7%
ORI, S A G, %k
FERE L 1SS A, O e B AN e
Iz BRI, Vs iz, 1
O R SRR AR, W, LI 25,
USAM:E 75, R 2401, il ok
5 2% I 2 AL A R H 5.
R, L~ =7 RN L=
7 SR e L R PR i
8 g% MR R . S R
ML, I OFHRREE | NERERR T | IR,
NS A EEB AR PRI, B 2%, B
iEESi )

WIS A 55 W s,
AN N DAY
S R

JHE % YULEy S5 AL-P L
. y-GTP_ L& gl

A i 2%

FLBE, X9 BEBE {5 £ FE
=SSN LA NE 2R T IIND)
B, FLB . BRI BRI
G PEEHPEIE, SRS | N
EN VSN E -1 N PN
REZVERWE Al VEALE, B2
@ Ma R VE R 25 . B 5 L
ASET TR AR A A
i fETH

STy AP N Y e
MR EE O, SR A
ERPE B R L R R 2 . T2
e

e i | DU I L 75 9 A I
A AR I (RS e L B
FRERES iy B A 2 | T 2 N R
CKkA> e . BT L i A
A AT PETHE S Wi g | BB
BT e 10 T A8 2 | METRI AR 22 M) |
H

PAI D S | AL s il 1 | ik
GRS RES AR AR
IH

H

D
7

w3

N
=

IR R R AL BB, 2LV F
= b5 P PR SR A A AR I
thoLT F =29

FURE K MEALFUA . AR IR HEAE
ANIE 7 L PEAS TS A A
FUHIFAAE, I 53 iy

i e TSR T L B K
IANDRES T 78 | R R R iy
& BRI VEE I, A 7 L 2k

T JAE Ui 22 AU ANROAE

10%LE

JHIbE: T (24.2%) |
L

BT R& AST EH ALT
FA.LDH ER

K& Rk

Bh-Bi&% | A, CK LA

217

e e

5 FeEL, T AV
(VF N, AR B v
i, VK] G Y e L 2
[l N N e R
PN TREA
e IS 1 v )
(26.3%) . B2

Z Dt TREER N

e 955 28, PR B IR L PR VIV R
VI, fLH 7 35— B0 PR a
CO U TR R BERE . (i
N)ZVRREN, ML rhIERR A v
ZIVB12IAD

P15

VE) ¢ ZL—F3XUIADEAI O AMSED B SHD NI IE AR O DA A FK1 %P 54 575 L)

ERERITHITE,

79




. Z2H(EALDOEFEF)ICEATSHIER

(BR3H)

] 5% ] i R 565 TIURH A% (25.80511) B Ol IR BN (774511) 12 50 %45 5133551 TRl
BDENZEIEFNZDOWT B T (10%L_E-10%A0m) (i it#iL 72,

72, WA TR 6 N EIMEH XX H RS 2 5 ORIERIC O W T THEAR
B & U TRPICREH L 72,

SR FRBEE—EXF

FEOEMIICMLICH T 2 ERR & FER RS NBERIC 5113 8I7EA (Study CA180-056) FBHIE (FIBEE%)
MedDRA Ver12.112&3 2fER] A4 A
#ERIKHEE(SOC) (n=258:HA& A26%IlET) (n=26)

EAREPT) #©Grade | Grade 3Lt %©Grade | Grade 3l t
FIRBIEK 206(79.8) L 79(30.6) 24(92.3) i 6(23.1)
MEROINREE 89 (34.5) . 58(22.5) 9(34.6) 3(11.5)

/iR D RE 49(19.0) 34(13.2) 0 0

¥R D AE 47(18.2) 32(12.4) 4(15.4) f 3(11.5)

=il 21 (8.1) 2 (0.8) 3(11.5) 0

B M EK 8 D iE 17 (6.6) 5 (1.9) 0 0

LI ER D AE 3 (1.2) 1 (0.4) 2 (7.7) 0

FERI TR D AE 2 (0.8) 1 (0.4) 0 0

1> INERIEDNE 2 (0.8) 0 0 0

R R IR AE 1 (0.4) 0 0 0

/)R EEHNEE 1 (0.4) 1 (0.4) 1 (3.8) 1 (3.8)

Mm%z 1 (0.4) 1 (0.4) 0 0

BREHEER S 1 (0.4) 1 (0.4) 0 0
DIEEE 14 (5.4) 4 (1.6) 4(15.4) 0

E LS 3 (1.2) 0 2 (7.7) 0

DERITE 3 (1.2) 1 (0.4) 0 0

S DEIRE 1 (0.4) 1 (0.4)* 0 0

TERR 1 (0.4) 1 (0.4) 0 0

DML 1 (0.4) 1 (0.4) 0 0

- MDA E 1 (0.4) 1 (0.4) 0 0

{DERIE 1 (0.4) 0 1 (3.8) 0

MR BBk 1 (0.4) 0 0 0

L= IR 1 (0.4) 0 1 (3.8) 0

EEMEERS 1 (0.4) 0 0 0

EEEA 1 (0.4) 0 1 (3.8 0

HRARAEREREE 1 (0.4) 0 0 0

ERHR 1 (0.4) 0 1 (3.8) 0
EY R 6 (2.3) 0 0 0

Hie 2 (0.8) 0 0 0

EHim 1 (0.4) 0 0 0

EERETEIN 1 (0.4) 0 0 0

FEHET 1 (0.4) 0 0 0

EFf 1 (0.4) 0 0 0
RiE= 12 (4.7) 1 (0.4) 1 (3.8) 0

R&ZIE 2 (0.8) 0 0 0

iREGZRE 2 (0.8) 0 0 0

FEREL 1 (0.4) 0 0 0

RROEE 1 (0.4) 0 0 0

TR 1 (0.4) 0 1 (3.8) 0

REZE 1 (0.4) 0 0 0

) 1 (0.4) 0 0 0

SRR H I 1 (0.4) 0 0 0

RZ55EE 1 (0.4) 0 0 0

CTCAE v3.0i= &5
e BB A 51385 D BRI A R O TSI T,
#5045 =7 LB R CHEOTE I

80




I. ZEH(EALOFEEF)ICEATSHIER

FEIRGIE (IR %)
MedDRA Ver12.1124&% 2FEH] =k N
ERIKHFE(SOC) (n=258:HA& A26f&E) (n=26)
EAFE(PT) %©Grade | Grade 3Lt £Grade | Grade 3Lt
RMEREE 1 (0.4) ! 0 0 | 0
FHRE 1 (0.4) 1 (0.4) 0 0
BBEE 87(33.7) 4 (1.6) 11(42.3) 0
THi 45(17.4) 1 (0.4) 3(11.5) 0
PN 20 (7.8) 0 4(15.4) 0
nEnt 12 (4.7) 0 1 (3.8) 0
iEE 11 (4.3) 0 1 (3.8 0
LIEERRE 10 (3.9) 0 1 (3.8 0
L)) 8 (3.1) 0 2 (7.7) 0
HIERR 8 (3.1) 0 0 0
OR% 4 (1.6) 0 3(11.5) 0
B ERRE 3 (1.2) 0 0 0
772 MEORR 3 (1.2) 0 0 0
NP 3 (1.2) 0 0 0
T REE 3 (1.2) 0 0 0
5 3 (1.2) 0 0 0
FEER AR B 2 (0.8) 0 1 (3.8) 0
B 2 (0.8) 0 0 0
P M 2 (0.8) 0 0 0
EiZ 2 (0.8) 1 (0.4) 0 0
2 2 (0.8) 0 0 0
I P9 & B s 2 (0.8) 0 0 0
EigHm 1 (0.4) 1 (0.4) 0 0
RSB 1 (0.4) 0 1 (3.8) 0
BEHAZ 1 (0.4) 0 0 0
OREREST K 1 (0.4) 0 0 0
RERE 1 (0.4) 0 0 0
BER 1 (0.4) 0 1 (3.8 0
EREP 1 (0.4) 0 0 0
HiREER 1 (0.4) 0 1 (3.8) 0
BEiZHm 1 (0.4) 0 0 0
FRBZ 1 (0.4) 0 0 0
Epit 1 (0.4) 0 0 0
B3R 1 (0.4) 1 (0.4) 0 0
DB ER AR B 1 (0.4) 0 1 (3.8 0
BlEE 1 (0.4) 0 0 0
EQRE B BE 1 (0.4) 0 0 0
ESERNSEL 1 (0.4) 0 0 0
S EBEERVIRSBEEE 72(27.9) 3 (1.2) 10(38.5) 0
bz 21 (8.1) 1 (0.4) 4(15.4) 0
FEH, 15 (5.8) 1 (0.4) 2 (7.7) 0
A 13 (5.0) 0 0 0
PEmEZE 11 (4.3) 0 5(19.2) 0
RAY M F RS 11 (4.3) 0 3(11.5) 0
iR 6 (2.3) 0 1 (3.8) 0
g 3 (1.2) 0 0 0
EBEE 2 (0.8) 0 0 0
A2 TIWIHIEEE 2 (0.8) 0 1 (3.8) 0
&iE 2 (0.8) 1 (0.4) 0 0
s 2 (0.8) 0 0 0
B =R AN R 3% 1 (0.4) 0 1 (3.8) 0
L EMFE 1 (0.4) 0 0 0
AREAR 1 (0.4) 0 0 0
SR 1 (0.4) 0 0 0
BER 1 (0.4) 0 1 (3.8) 0

CTCAE v3.01= &5
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. Z2H(EALDOEFEF)ICEATSHIER

BB (FREY)
MedDRA Ver12.112&3 2R A4 A
#=BEAKXPFE(SOC) (n=258:F4 A 26f1ET) (n=26)
EAFE(PT) £Grade | Grade 3Lt %©Grade | Grade 3Lt
RE S5 4 7 B 1 (0.4) 3 0 0 | 0
BE AL ARMHE 1 (0.4) 0 0 0
FrEREREE 2 (0.8) 1 (0.4) 0 0
BEUILE S MfE 2 (0.8) 1 (0.4) 0 0
REREE 1 (0.4) 0 0 0
WBEE 1 (0.4) 0 0 0
BRTE R UE £ RAE 21 (8.1) 2 (0.8) 5(19.2) 0
FRERE 4 (1.6) 0 0 0
[EIR 2 (0.8) 0 1 (3.8) 0
ETAR 2 (0.8) 0 0 0
BIEA 2 (0.8) 0 0 0
HIEE R 2 (0.8) 0 0 0
OpEAILARZ 2 (0.8) 1 (0.4) 1 (3.8) 0
P 1 (0.4) 0 0 0
BEER 1 (0.4) 0 0 0
FEEER 1 (0.4) 0 0 0
BERt A& 1 (0.4) 0 0 0
&= 1 (0.4) 0 0 0
<597 1 (0.4) 0 0 0
2IREAL 1 (0.4) 0 1 (3.8) 0
DS 1 (0.4) 0 0 0
fifi % 1 (0.4) 0 0 0
BISpEL 1 (0.4) 0 1 (3.8) 0
EEBERE 1 (0.4) 0 1 (3.8) 0
PR B8 R 1 (0.4) 0 0 0
BFehERIR D M B E 1 (0.4) 1 (0.4) 0 0
RERE 1 (0.4) 0 0 0
A)aANTL2— B L 1 (0.4) 0 0 0
g s RUNEESHE 1 (0.4) 0 0 0
HIE 1 (0.4) 0 0 0
BEPRAR T 49(19.0) 16 (6.2) 6(23.1) 3(11.5)
AEFOE D 25 (9.7) 8 (3.1) 0 0
7R EREUR 7 (2.7) 3 (1.2 0 0
TSI/ AT S5—EHENN 6 (2.3) 0 0 0
REHEIN 6 (2.3) 1 (0.4) 1 (3.8) 0
/RG> 4 (1.6) 1 (0.4) 0 0
~NETOE 3 (1.2) 1 (0.4) 0 0
A MmEkEuR D 3 (1.2) 1 (0.4) 0 0
T RINSELUEETI /NS AT 5—H 11 2 (0.8) 0 0 0
ML 7 FLhRARFF—EHEHN 2 (0.8) 1 (0.4) 2 (7.7) 1 (3.8
/i3 2 (0.8) 2 (0.8) 1 (3.8 1 (3.8)
T TI/NTGRTT7—E 1 (0.4) 0 0 0
feE Y JLE 840 1 (0.4) 0 0 0
AL EERR K R EE SR E h0 1 (0.4) 0 0 0
MR pRZRIENN 1 (0.4) 0 0 0
DEXQTIEER 1 (0.4) 1 (0.4) 1 (3.8) 1 (3.8)
rERD 1 (0.4) 0 1 (3.8 0
B M EkE 1 (0.4) 0 0 0
=T 22 1 (0.4) 0 1 (3.8) 0
ey sEhn 1 (0.4) 0 0 0
M7 ILAHYRZ T 72— 10 1 (0.4) 0 0 0
KPRV REREE 20 (7.8) 1 (0.4) 3(11.5) 0
BRI 11 (4.3) 0 2 (7.7) 0
&~ 2 LIMAE 3 (1.2) 0 0 0
B> B I fiE 2 (0.8) 0 1 (3.8) 0

CTCAE v3.0i= &5
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I. ZEH(EALOFEEF)ICEATSHIER

SR E (IR %)
MedDRA Ver12.1(2&3 2FEH] =k N
HBERAHE(SOC) (n=258:B& A26f&E) (n=26)
EAFE(PT) %©Grade | Grade 3Lt £Grade | Grade 3Lt
HRET R 1 (0.4) i 0 0 | 0
& 1 (0.4) 1 (0.4) 0 0
=T 2 LE 1 (0.4) 0 0 0
E7INTILME 1 (0.4) 0 0 0
FRTIR—2 R 1 (0.4) 0 0 0
HERRROEAEEES 58(22.5) 0 6(23.1) 0
B 15 (5.8) 0 2 (7.7) 0
hEisE 11 (4.3) 0 0 0
E3GRES 10 (3.9) 0 0 0
BRI 10 (3.9) 0 1 (3.8) 0
7o 9 (3.5) 0 1 (3.8) 0
EEE 6 (2.3) 0 0 0
B 4 (1.6) 0 2 (7.7) 0
FAERERR 2 (0.8) 0 0 0
BRER 1 (0.4) 0 0 0
%Eégg)&&m%mﬂ@%ﬁim(%ﬂ'azwaw 2 (0.8) 0 1 (38) 0
B BERRMEE 1 (0.4) 0 1 (3.8) 0
HEW 1 (0.4) 0 0 0
HRRES 46(17.8) 4 (1.6) 4(15.4) 0
FEY2 30(11.6) 0 2 (7.7) 0
FEMEDHE 11 (4.3) 1 (0.4) 1 (3.8) 0
@R 3 (1.2) 1 (0.4) 0 0
KEEE 2 (0.8) 0 1 (3.8) 0
RZAR 2 (0.8) 0 0 0
SERE 2 (0.8) 0 0 0
REHK 1 (0.4) 0 0 0
B SRR 1 (0.4) 0 0 0
FACIADIEERE 1 (0.4) 1 (0.4) 0 0
FHRER 1 (0.4) 1 (0.4) 0 0
KRR = 1 —O/NF— 1 (0.4) 0 0 0
Rk 1 (0.4) 0 0 0
FEtHEE 5 (1.9) 0 1 (3.8 0
TERIE 5 (1.9) 0 1 (3.8) 0
BRURKES 4 (1.6) 0 1 (3.8 0
HEFR R % 1 (0.4) 0 0 0
mpR 1 (0.4) 0 0 0
$8FR 1 (0.4) 0 0 0
EAR 1 (0.4) 0 1 (3.8 0
YRRV EREE 1 (0.4) 0 0 0
FEIEX 1 (0.4) 0 0 0
KEg2s. BER R UHithRRE = 50(19.4) 3 (1.2) 8(30.8) 0
Bk 26(10.1) 0 6(23.1) 0
M R ) 15 (5.8) 2 (0.8) 1 (3.8) 0
% ik 12 (4.7) 0 0 0
Bifi = I 3 (1.2) 0 0 0
n% [f 2 (0.8) 0 0 0
EEERIE 2 (0.8) 0 2 (7.7) 0
ES 1 (0.4) 0 0 0
S5 1 P R S 1 (0.4) 0 0 0
SHMm 1 (0.4) 0 0 0
i3 1 (0.4) 1 (0.4) 0 0
fifi7k f& 1 (0.4) 0 0 0
25 1 (0.4) 0 0 0
25 1 (0.4) 0 1 (3.8 0
O IR EER 1 (0.4) 0 0 0

CTCAE v3.0i=& %5



. Z2H(EALDOEFEF)ICEATSHIER

FIRFGIE (IBER%)
MedDRA Ver12.112&3 2R BAA
#=BEAKXPFE(SOC) (n=258:BA& A26fIET) (n=26)
EAFE(PT) £Grade | Grade 3Lt %©Grade | Grade 3Lt
EERVE THEEES 60(23.3) | 0 10(38.5) | 0
e 23 (8.9) 0 7(26.9) 0
S 8 (3.1) 0 2 (7.7) 0
ZOFERE 7 (2.7) 0 0 0
EEeaZED 3 (1.2) 0 0 0
BREE 2 (0.8) 0 0 0
SEHREER 2 (0.8) 0 0 0
BEwIE 2 (0.8) 0 0 0
Ak 2 (0.8) 0 0 0
ZiHE 2 (0.8) 0 0 0
=¥y asiill 2 (0.8) 0 0 0
BUREZ 5 2 (0.8) 0 0 0
ke 2 (0.8) 0 0 0
EERE 2 (0.8) 0 0 0
PEEERR 2 (0.8) 0 0 0
B EEE 2 (0.8) 0 0 0
BB 1 (0.4) 0 0 0
i 1 (0.4) 0 0 0
FEEMEAT BE 1 (0.4) 0 0 0
BT 1 (0.4) 0 0 0
FE - BEERFRNERNLEGE 1 (0.4) 0 1 (3.8) 0
AREE B B2 A8 1 (0.4) 0 0 0
S BB RIS 1 (0.4) 0 0 0
R RIBE 1 (0.4) 0 0 0
EERIE 1 (0.4) 0 0 0
EEMAM 1 (0.4) 0 0 0
kS =ES 8 (3.1) 0 2 (7.7) 0
Mg 2 (0.8) 0 0 0
SmE 2 (0.8) 0 1 (3.8) 0
¥y 2 (0.8) 0 1 (3.8) 0
AT 1 (0.4) 0 0 0
M2 AR AR A 1 (0.4) 0 0 0
Rp4E 1 (0.4) 0 0 0
S¥#ARBER 1 (0.4) 0 0 0

CTCAE v3.0i= &%
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I. ZEH(EALOFEEF)ICEATSHIER

MEDEMICMLICH § 3 ERFH FIERREIERER - H 1T BERRIZEEE S (Study CA180-056)
SIRGIE/ BITE 2 (FEHREY)

SR (HARA2661ET) BHAA
4Grade | Grade 3Lt 4Grade | Grade 3Lt
MRFIIRE f
/)N M E 181/256 (70.7) @ 49/256 (19.1) 18/26 (69.2) = 2/26 (7.7)
1Rk ME 168/256 (65.6) | 53/256 (20.7) 19/26 (73.1) | 7/26 (26.9)
& I Eki8 e 173/256 (67.6) | 22/256 (8.6) 17/26 (65.4) | 3/26 (11.5)
=il 231/256 (90.2) @ 26/256 (10.2) 24/26 (92.3) 2/26  (1.7)
AFHEaE |
TS TI/NTL AT S—EHEN 112/256 (43.8) | 1/256 (0.4) 11/26 (42.3) 0
TAINSGELERT I /NG AT 561N 84/256 (32.8) i 1/256 (0.4) 12/26 (46.2) 0
AEUILE 150 40/256 (15.6) @ 3/256 (1.2) 5/26 (19.2) 0
B HaE
miEILT7F =10 22/256 (8.6) | 1/256 (0.4) 3/26 (11.5) | 0
ZOMO MBREILFRE i i
meHIVg LE D 60/245 (24.5) i 1/245 (0.4) 5/26 (19.2) 0
i=iedr =Sy FN 3 39/252 (15.5) | 0 4/26 (15.4) 0
meAU LD 50/256 (19.5) ' 0 5/26 (19.2) 0
meFrU LD 45/256 (17.6) i 2/256 (0.8) 4/26 (15.4) | 0
me) g 85/252 (33.7) | 11/252 (4.4) 15/26 (57.7) | 4/26 (15.4)
Mep 7 IV HIRZT 72 —E 10 76/249 (30.5) | 17249 (0.4) | 10/26 (385) | 0
A pREEIEHN 47/255 (18.4) | 2/255 (0.8) 6/26 (23.1) 0
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V. ZEM4(FERLD

oo —

/I =2

F)ICBI9 SIEE

AR FZTEAEDCMLIE VICPh+ALLICE § B E AR R FERIC 13 5&IEFA (Study CA180-138) (Study CA180-036)

BB (FIRER%)
SEIHEER (Study PO
MedDRA Ver10.0l243 Al CA180-138) FRIHEER (Study CA180-036)
ZRERIKA$E(SOC) n=r7 12 MHEICML TEMEICML | BITHR- 2 MEICML Ph+ALL
EARZEPT) n=23 n=30 n=11 n=13
£ Grade | Grade 35t | £ Grade | Grade 32LE | £ Grade | Grade 35+ | € Grade | Grade 3Lt | 2 Grade | Grade 351t
BB 76(98.7) 146(59.7) |22(95.7) i11(47.8) |30(100.0) { 15(50.0) | 11(100.0) { 10(90.9) |13(100.0) : 10(76.9)
MERVINRREE 43(55.8) 126(33.8) [13(56.5) | 5(21.7) [14(46.7) : 7(23.3) | 7(63.6) . 7(63.6) | 9(69.2) : 7(53.8)
=Nl 34(44.2) 119(24.7) |12(52.2) | 5(21.7) 10(33 3): 4(13.3) | 5(45.5) : 5(45.5) | 7(53.8) | 5(38.5)
REMAFPEGR D 6 (7.8) 1 6 (7.8) | 0 0 13311331 2182} 2(182) (23 1) 3(231)
FPRERB D TE 4(52): 3390 0 3(10.00: 2 (6.7) ] 0 0 1 (7711
R M REE 3392260 0 1330 0 0 2(15.4) | 2(15.4)
/)R D E 3392260 0 2672670 0 1 (770
B M Ik D E 2 (26): 2 (26)| 0 0 133 1330 0 1 (77 177
1)) SEREE 2 (26) 0 0 0 2 (670 0 0 0 0
SR ME M 1(13): 0 1 (43): 0 0 0 0 0 0 0
HmER 1 (1310 0 0 0 0 0 0 1 (770
DigEE 21(27.3) 1 1 (1.3) | 4(174) 1 0 7(233) 1 1 (3.3) | 8(72.7) 1 0 2(154) 1 0
DERITE 7010 3(13.0) 0 2 (670 2(182) 1 0 0 0
DYRA 4 (520 0 0 1(33): 0 3(27.3) | 0 0 0
EpiE 4(2):0 0 0 2 670 1910 1 (770
TR 339 0 0 0 1330 2(182) | 0 0 0
TEERR 2 (26) | 0 0 0 1(33): 0 10910 0 0
F—EREIOvY 2 (26) 0 0 0 1(33): 0 1910 0 0
IDARE 2 (26): 0 1 (43) 0 0 0 1910 0 0
MRS 2 (26) 0 0 0 1330 1910 0 0
$ER 2 (26) 0 0 0 1(33): 0 0 0 1(77): 0
ABIRAFEALE 1(13): 0 0 0 1(33): 0 0 0 0 0
[DESER 1(13) 1130 0 133 1330 0 0 0
Moy 1 (130 0 0 1330 0 0 0 0
DB 1(13): 0 0 0 1(33): 0 0 0 0 0
EIERREARLE 1(13): 0 0 0 1(33): 0 0 0 0 0
DEMEEAS IR 1(13) 0 0 0 0 0 1091 0 0 0
EERBA 1 (130 0 0 1(33):0 0 0 0 0
BERURBREE 5650 1 (43): 0 0 0 2(18.2) | 0 2(154) | 0
BEEmzE 3390 1 (43): 0 0 0 1910 1(77): 0
EEg 1 (130 0 0 0 0 1910 0 0
BEHET 1 (130 0 0 0 0 0 0 1770
ERIRE 1 (13) 10 0 0 0 0 0 0 1(77):0
R kEE 2 (26) ) 0 0 0 2 (670 0 0 0 0
R IRHREEIR T 2 (26) 0 0 0 2 (6.7) 0 0 0 0 0
REE=E 27(35.1) © 1 (1.3) | 6(26.1) 0 1 (4.3) [12(40.0): 0 4(36.4) | 0 5(38.5) | 0
IR ZAE 14(18.2) | 0 4(174) 1 0 6(20.0) | 0 2(182) 1 0 2(154) 0 0
fEREH M 7010 0 0 4(13.3) | 0 2(182) 1 0 1(77): 0
27 ] 4 (520 0 0 2 (670 0 0 2(154) | 0
EERA 3(39:0 1 (43) 0 0 0 2(182): 0 0 0
TR m 3390 0 0 1330 1910 1 (7700
=[] 1(13): 0 1 (43): 0 0 0 0 0 0 0
TLILE—MEERE R 1(13): 0 1 (43): 0 0 0 0 0 0 0
RS 1 (130 0 0 1330 0 0 0 0
AR 1130 0 0 0 0 10910 0 0
=P 1(13): 0 0 0 1(33): 0 0 0 0 0
BEERB 1(13): 0 0 0 1(33): 0 0 0 0 0
HARRAE 1 (13 1(13)] 143 143 0 0 0 0 0 0
RERE 12 1 (130 0 0 0 0 0 0 1(77):0
BikE=E 60(77.9) 6 (7.8) |14(60.9) : 1 (4.3) |25(83.3) : 3(10.0) | 8(72.7) | 1 (9.1) 13(1000)3 1 (7.7)
T 36(46.8) | 3 (3.9) | 8(34.8) i 1 (4.3)[18(60.0) i 1 (3.3) | 4(36.4) | 1 (9.1) | 6(46.2) | 0
G 20(26.0) : 0 4(17.4) 0 0 6(20.0) i 0 4(364) 0 6(462) i 0
=i, 20(26.0) : 0 3(13.0) i 0 7(233): 0 4(364) : 0 6(462) : 0
AOR% 15(19.5) | 0 2 (870 7(233) 1 0 3(273) 1 0 3(23.1) 0
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V. ZEM4(ERLD

N — -

=R

F)ICET SIEE

SO (FIREY)

ZEIHEELER (Study P,
MedDRA Ver10.0124% SRR CA180-138) IR (Study CA180-036)
#ERIKHFE(SOC) n=77 2MEHACML BMEHACML | BITH- SIEHICML Ph+ALL
EAFE(PT) n=23 n=30 n=11 n=13
£ Grade | Grade 381 | £ Grade | Grade 3111 | £ Grade | Grade 351+ | £ Grade | Grade 351+ | £ Grade | Grade 351 £
gt 14(18.2) : 0 2 8710 7(23. 3)3 0 3(27.3) 1 0 2(154) © 0
ek 8(104) | 0 1(43):0 5(16.7) | 0 0 0 2(154) © 0
R BRBRE 7010 1 (43) 0 3(10.00 0 0 3(27.3) 0 0 0 0
RSB 6 (7.8) 0 0 0 0 6(20.0) : 0 0 0 0 0
BR 5650 3(13.0) | 0 2670 0 0 0 0
Elfil 5065 226|143 0 2670 1091 10D 107177
BRI 5650 0 0 3(10.00 0 2(182) | 0 0 0
ThHEERRE 4 (52): 0 0 0 4(13 30 0 0 0 0
OE# 4 (52 0 0 0 2 6710 1910 1(7.7): 0
BEPYH MM 4(2 0 1(43):0 3(10.00 0 0 0 0 0 0
1B HE 4(52) 1030 0 1330 191 101 2(154) 0
B 4 (52) 0 0 0 2 (670 191 0 1 (7.7 0
B IRk 4(52):0 0 0 3(10.00 0 0 1910 0 0
UBAMB R 3390 1(43):0 2670 0 0 0 0
fEsEE 3390 0 0 (100)§ 0 0 0 0 0
RER® 2 (26) 0 0 0 2 670 0 0 0 0
AT 2 (26) 0 0 0 2 670 0 0 0 0
) 2 (26) 1 0 1(43):0 1330 0 0 0 0
BR 2 (26) 1130 0 2671330 0 0 0
HPIRERR 2 (26) 0 0 0 2 670 0 0 0 0
fEoK 1(13): 0 0 0 0 0 1910 0 0
fEREE 1(13) 0 0 0 1(33):0 0 0 0 0
mlAEA 1(13): 0 0 0 1(33):0 0 0 0 0
HERR 1(13) 0 0 0 133 0 0 0 0 0
relE 1(13) 0 0 0 1330 0 0 0 0
BiEE 1(13) 0 1 (430 0 0 0 0 0 0
BRI 1(13):0 0 0 1330 0 0 0 0
WAL= ; 1(13) 0 0 0 133 0 0 0 0 0
BN 1 (130 0 0 1(33):0 0 0 0 0
OE%E 1(13) 0 0 0 1(33):0 0 0 0 0
mfzpedi 1(13): 0 1(43): 0 0 0 0 0 0 0
R R 1(13) 0 0 0 133 0 0 0 0 0
ESIEEN 1(13) 1130 0 133 1330 0 0 0
TP B 1(13): 0 0 0 0 0 0 0 1(77): 0
R REA 1(13): 0 0 0 1330 0 0 0 0
N 7 AR 7 1(13) 0 0 0 0 0 1910 0 0
)=/ S5 1(13) 0 0 0 1330 0 0 0 0
AP M 1(13) 0 0 0 1330 0 0 0 0
BREWK 1(13): 0 1(43):0 0 0 0 0 0 0
DB EBARE 1(13) 0 0 0 0 0 1910 0 0
M 1(13) 0 0 0 1330 0 0 0 0
O DR SRR 1(13) 0 0 0 1(33):0 0 0 0 0
ODEREE 1(13):0 0 0 1330 0 0 0 0
fREEREE 1(13) 0 0 0 1330 0 0 0 0
OFEREEUSA 1(13): 0 0 0 1(33):0 0 0 0 0
2 BEERVHESEARE |58(75.3) 7 (9.1) |15(65.2) | 1 (4.3) 122(733) { 2 (6.7) |10(90.9) | 1 (9.1) [11(84.6) | 3(23.1)
FEH 30(39.0) 1 3 (3.9) | 5(21.7) ¢ 1 (4.3) |12(40.0) : 1 (3.3) | 6(54.5) 1 1 (9.1) | 7(53.8) | 0
BER 25(32.5) 0 1 (1.3) | 3(13.0): 0 9(30.0) 0 7(63.6) 0 6(46.2) | 1 (7.7)
=D 20(26.0) © 0 2870 10(33.3) : 0 191 0 7(53.8) | 0
RN ZIE 12(15.6) 1 (1.3) | 4(174) | 0 4(13.3) 1 0 3(273) 1 0 1 (7.7 1(7.7)
Pifiape e 9(11.7) | 0 2 8710 3(10.00 0 0 4(36.4) © 0 0 0
s 6 (7.8): 0 28710 2 6710 1910 1(77): 0
E3] 565 1130 0 4(133) 1 0 0 0 1 (770 1(77)
BE 4(52):0 0 0 0 0 0 0 4(30.8) : 0

CTCAE v3.0i=& %5
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V. ZEM4(FERLD

F)ICBI9 SIEE

HIBHIE (RIRER%)
ZEM4E4ER (Study JUN
MedDRA Ver10.0l=£3 S CA180-138) SEIHEER (Study CA180-036)
2ERIKHEE(SOC) n=77 1814 EICML EMEACML | BiTH- 2MHACML Ph+ALL
EHARZE(PT) n=23 n=30 n=11 n=13
£ Grade | Grade 3Lt |2 Grade | Grade 381L | £ Grade | Grade 35LE | € Grade | Grade 3Lt | 2 Grade | Grade 351t
IR 339 0 0 0 2 (67) 0 0 0 1(77) 0
o 2 (26) | 1 0 0 267 1630 0 0 0
B 2 (26) 0 1(43) 0 133 0 0 0 0 0
RER 1(13):0 1(43):0 0 0 0 0 0 0
FAGAR: 1(13) 0 0 0 0 0 0 0 1(77) 0
;3 1(13) 0 0 0 133 0 00 0 0
== 1(13) 0 0 0 1330 0 0 0 0
RRE M7 E 1130 143 0 0 0 0 0 0 0
HT—TIVEBEEA LM 1(13):0 0 L0 0 L0 0 L0 17700
FREREE 2 (26) | 0 0 0 1330 100 0 0 0
EE- PN 1(13) 0 0 0 0 0 191) 0 0 0
BERLRT 1(13):0 0 P o 1330 0 P 0 0 ()
GERREE 2 (26) | 1 0 0 0 0 101 0 17 117
BHEH 3 TR 1(13) 1 0 0 00 0 0 1771 (77)
BEE 1(13):0 0 P 0 0 P 1091410 0 P 0
BAIE RUS £ RIE 14(57.1) 12(156) |10(435) | 2 (87) |22(733) | 4(133) | 6(545) 3(27.3) | 6(46.2)  3(23.1)
SIE5E% 22(286) | 0 6(26.1) | 0 13(433) | 0 3(27.3) | 0 0 0
Ea% 70 0 0 0 4(133) | 0 2(182) | 0 1770
IRSE % 6 (7.8 0 1 (43) 0 2 (67) 0 191) 0 2(154) | 0
fii % 5 (65) 4 2871143163163 10D 10|17 107
R 4(52) 4 0 0 2 (67) 2 (67)| 2182 20182 | 0 0
AL 339 1 1 (43) 0 133 0 0 0 1(77) 117
BB 2 (26) 0 0 0 133 0 0 0 1(77) 0
A2 TNTH 2 (26) 1 0 0 267 1630 0 0 0
REG B2 2 (26) 0 1 (43 0 133 0 0 0 0 0
OREAJLAZ 2 (26) | 0 0 0 0 0 190 0 1(77) 0
A 1(13) 0 0 0 0 10 0 0 1770
P 1(13) 1 0 0 133 1630 0 0 0
BB 1 (13 0 0 0 1 (33 0 0 0 0 0
PAAHOILLRER | 1 (13) 0 0 0 0 0 191 0 0 0
PR 1(13) 0 0 0 133 0 0 0 0 0
YA 2B 1(13) 1 143 1430 0 0 10 0 0
BEIAILAZ 1 (13 0 0 0 0 0 10910 0 0
Bk 1(13) 0 0 0 1 (33 0 0 0 0 0
M 1(13) | 0 0 0 1330 0 10 0 0
NE % 1(13) 0 0 0 133 0 0 0 0 0
a% 1 (13 0 1 (43) 0 0 0 0 0 0 0
BN 1(13) 1 0 0 0 0 0 0 1711
EIEE 1(13) 0 0 0 133 0 0 0 0 0
R 1(13) 0 0 0 0 10 0 0 1170
BH VLI 1(13) 0 0 0 133 0 0 0 0 0
PR 1(13) 0 0 0 1 (33 0 0 0 0 0
RESEI 1(1.3) 1 0 ) 0 ) 10911010 ()
BEFSROLEEHE | 3 39) 1 0 0 3(1000 1 1 (33)] 0 0 0 0
] 1130 0 0 13300 0 0 0 0
BETmE 1(13) 1 0 0 133 1630 0 0 0
Blis 1(13):0 0 ) 1 (330 0 ) 0 ()
ERARE 15(58.4) 3 6(261) | 1 (43)]20(66.7) | 1 (3.3)]10(90.9) | 1 (9.1)| 9(69.2) | 0
thEHEN 18(23.4) | 0 1 (43) 0 8(26.7) | 0 5(455) | 0 4(30.8) | 0
B R D 14(18.2) | 1 2 87) 0 7(233) 1 1 (33)] 3(27.3) 0 2(154) | 0
FHERERERY 10(13.0) | 1 3(13.0) | 0 4(133) | 0 1091 101 2054 0
DERQTREMBER | 8(104) 0 2 (87) | 0 1(133) | 0 191) 0 1(77) 0
RILERE 8(10.4) : 0 0 0 4(133) | 0 2(182) | 0 2(154) | 0
nELS 339 0 0 0 1 (33) 1 0 2(182) | 0 0 0
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V. ZEM4(FERLD

NS —

A=

F)ICBI9 SIEE

RBOIH(FEIRE%)
ZET4E 5% (Study PO
MedDRA Ver10.0i2&3 SER CA180-138) SRIMERER (Study CA180-036)

#ERIAH$E(SOC) n=77 EMEACML BMEEACML | BATHR- SMEEICML Ph+ALL
EAREE(PT) n=23 n=30 n=11 n=13

£ Grade | Grade 3Lt |2 Grade | Grade 381L | £ Grade | Grade 35LE | € Grade | Grade 3Lt | 2 Grade | Grade 351t
AR 2 (26): 0 0 0 2 (6.7): 0 0 0 0 0
FIREERE 1(13):0 1430 0 0 0 0 0 0
IEHEE MR A 1(13): 0 0 0 (331 0 0 0 0 0
AP IRRT 1130 0 0 (3.3) 1 0 0 0 0 0
BoHEK 1(13):0 0 0 0 1010 0 0
FroEfE 1(13):0 0 0 (33)1 0 0 0 0 0
Rk 1(13): 0 0 0 (331 0 0 0 0 0
Fhis it e 11370 0 0 (331 0 0 0 0 0
i 2 1(13) 1 0 0 (33) 1 0 0 0 0
PNt =1k 1130 0 0 0 1910 0 0
BrakEE 5 (65) 1 0 1 (43): 0 (10.0) | 0 0 0 1(77): 0
NARAE 5 (65) 0 1 (43): 0 (10.0) | 0 0 0 1(77): 0
|RIE 1(13):0 1430 0 0 0 0 0
H52°5% 1130 0 0 (3.3) 0 0 0 0 0
BRURBEE 70911 1 (43): 0 (10.0) | 1 191D 0 2(154) | 0
il 3390 0 0 6.7 0 0 0 1 (770
S8R 2 (26) | 0 1 (43): 0 0 10910 0 0
REHER 1(13):0 0 0 (331 0 0 0 0 0
EH=)7 1(13): 0 0 0 0 0 0 1(77): 0
AMETRE 1(13): 1 0 0 (33) 1 0 0 0 0
EBRRVUAERS 0(13.0): 0 1430 (233) 1 0 10910 1770
ZHEILE 4 (520 1430 (100 : 0 0 0 0 0
RNEFEZHM 2 (26) 0 0 0 6.7} 0 0 0 0 0
B 1(13): 0 0 0 0 0 0 1(77): 0
P % R EAE 1130 0 0 (33} 0 0 0 0 0
MEREETK 1(13):0 0 0 0 191D 0 0 0
TERIR# 1(13): 0 0 0 (33) 1 0 0 0 0 0
RS i 1(13):0 0 0 (3.3 0 0 0 0 0

RIS, BISR R UHitfeREE | 54(70.1) 110(13.0) [13(56.5) | 2 (8.7) |23(76.7) | 1 10(90.9) | 5(45.5) | 8(61.5) | 2(15.4)
fi 7k 32(41.6) : 5 11(47.8) © 2 (8.7) | 11(36.7) | 1 6(54.5) 0 1 (9.1) | 4(30.8) | 1
A 25(32.5): 0 7(30.4) 0 (36.7) | 0 4(36.4) | 0 3(23.1) 1 0
IR PR 11(143) | 1 2 (87) 01 (43)] 6(20.0 0 3(273) 1 0 0 0
SHm 70910 1430 6.7 0 2(182) | 0 2(154) | 0
M M SE T 7 5 (6.5 0 1430 6.7 0 1910 1770
2R 5 (6.5 0 0 0 (100 : 0 10910 1770
FREORAE 5 (65) 1 0 1 (43): 0 (10.0) | 0 0 0 1(77): 0
KB SRIE 4 (52 4 0 0 (331 2(182) | 2(182) | 1 (7.0 1
BB MRS 3391 2 (870 0 1911010 0
TR 2 (26): 0 0 0 (331 0 10910 0 0
TP M 5 A R 8 2 (26) 1 0 1 (43): 0 0 0 0 1(77)0 0
REEE 1130 0 0 0 0 0 1(77): 0
TR R B 1(13):0 0 0 (33} 0 0 0 0 0
B 58 5% fE 1(13):0 0 0 (331 0 0 0 0 0
R BE A 1(13): 0 0 0 0 0 0 1(77) 0
iitaafil 1 (13 1( 0 0 0 0 0 1 (7701
Fiv 7k i 1(13) 1 0 0 0 1911010 0
R SEAT B2 1(13):0 0 0 0 10910 0 0
Ediin 1(13):0 0 0 (3.3 0 0 0 0 0
BEERUE THEEEE 55(71.4) | 2 15(65.2) | 0 (73.3) 1 1 9(81.8) | 1 (9.1) | 9(69.2) | 0
iz 31(40.3) | 1 12(52.2) : 0 (33.3) 1 1 2(182) | 0 7(53.8) i 0
il 70910 0 0 (167 0 10910 1770
% 7010 0 0 (10.0) | 0 4(36.4) | 0 0 0
Y] 6 (7.8) 0 1 (43): 0 (133)} 0 1910 0 0
ZOFEE 6 (78) 1 0 0 0 (13.3) 1 0 10910 1(77):0
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V. ZEM4(ERLD

N — -

=R

F)ICET SIEE

ZEIRFIE (RIRER %)
SEIHE4E% (Study PO

MedDRA Ver10.01=53 SrEf CA180-138) SEIAEER (Study CA180-036)
Z=BERAKAFE(SOC) n=77 EMEEICML 2MEICML | BITH-2MHCML Ph+ALL
HEARZE(PT) n=23 n=30 n=11 n=13

£ Grade | Grade 35LE |2 Grade | Grade 3Lt | £ Grade | Grade 351+ | € Grade | Grade 3Lt | 2 Grade | Grade 351t

SR 565 1 (13 0 0 3010.0) | 0 2(182) 1 1 (9.1)] 0 0
e 4 (520 0 0 3(10.0) 0 10910 0 0
A3 4 (520 0 0 3(10.0) | 0 0 0 17710
R 3 4 (52 0 14310 2 (6.7) 1 0 109110 0 0
B EAE 339 0 1(43)1 0 2 (6.7 0 0 0 0 0
4 L7 339 0 0 0 2 (6.7) 0 0 0 17710
B 339 0 0 0 3(10.0) | 0 0 0 0 0
SA=ESIES 2 (2601 0 2 8710 0 0 0 0 0 0
K AR 11310 0 0 0 0 0 0 1(77) 0 0
R % 11310 0 0 0 0 10910 0 0
SEHEEE R 1(13) 0 0 0 1330 0 0 0 0
KiERZ M5 1(13) 0 0 0 0 0 1910 0 0
FEETIEAT 1(13) 10 0 0 13310 0 0 0 0
ERTE 1(13)} 0 0 0 1330 0 0 0 0
%FE 101310 0 0 0 0 0 0 17710
MOEE 1 (130 0 0 1330 0 0 0 0
ZOREMRIE 1(13) 10 0 0 13310 0 0 0 0
ReR i AT 11310 0 0 0 0 109110 0 0
KRR 1(13) 0 0 0 1330 0o 0 0 0
KEE&ES 1 (130 0 0 1330 0 0 0 0
R T HEER 1(13)1 0 0 0 13310 0 0 0 0
PAmEERR 1(13): 0 0 0 0 0 1910 0 0
HRRS 1(13) 0 1(43) 0 0 0 0 0 0 0
1878 11310 0 0 13310 0 0 0 0
£ B ZOFEE 1(13):0 0 () 1330 0 () 0 P o
mEEE 11(143) | 3 (39) | 3(130) | 1 43)| 3(10.0) | 2 (6.7) | 2(182) 0 3(231) 1 0
BElE 7012263013001 1 43| 267 1033|1010 1(7.7) 0
KMmE 4(52) {0 0 0 1330 10910 2(154) 1 0
il :2 2 (26) 1(13)| 0 0 2 (6.7 1330 0 0 0
(¥ 1(13):0 0 ) 1(33):0 0 0 0 )
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V. ZEM4(FERLD

oo —

/I =2

F)ICBI9 SIEE

1R FZTEHSMEDCMLIENICPh+ALLICK § B ERERRHERICH T 2MRRIE R ERE

(Study CA180-138) (Study CA180-036)

PG E(REBEEY)
S IHEER (Study PO, _
MedDRA Ver10.0(&% SRR CA180-138) IR (Study CA180-036)
S )V—7HEE(HLGT) n=77 T2 MEICML T2MEICML | BITHR- 2 MEICML Ph+ALL
HARZE(PT) n=23 n=30 n=11 n=13
4 Grade ! Grade 38t | £ Grade | Grade 35t | £ Grade | Grade 35 & | £ Grade | Grade 351+ | £ Grade | Grade 351k
RO 77(100.0)  66(85.7) | 23(100.0) |17 (73.9) |30(100.0) | 25(83.3) | 11(100.0) | 11(100.0) | 13(100.0) | 13(100.0)
R BRE (EF LT ARE | |
) ()10 0 0 ()10 0 0 0 0
IR RS RISV ESAE | 1 (13) 0 0 0 L0 1330 0 L0 0 L0
BERIRENEC 51(66.2) | 7 (9.1) |10(435) | 1 (4.3) |26(86.7) | 2 (6.7) | 7(63.6) | 0 8(615) | 4(30.8)
e F BB RS 39(506) | 4 (5.2)| 5(21.7) | 0 22(733) | 1 (33) | 6(545) 0 6(462) = 3(231)
Mo 77T 360 3 69)| 4010 1 (43) 15600 2 67) | 4364 0 5(385) | 0
M7 AR T 75—E 1800 | 20(26.0) | 1 (1.3) | 3(13.0) | 0 8(26.7) | 0 3(27.3) 1 0 6(46.2) 1 1 (7.7)
IUTFLARAFF—EED | 1 (13) 1 0 0 0 0 0 0 0 17700
EtERE 1130 0 0 1 (33) 0 0 0 0 0
Meh 7 35— B H00 1(1.3) 0 0 0 133 0 0 0 0 0
S SRR RS S (1 376 U A4S A : : : : :
gffﬂmﬂ(m”@*ﬁﬂ’& 71(92.2) 61(79.2) | 19(82.6) | 14(60.9) |20(96.7) | 24(80.0) |10(90.9) '10(90.9) | 13(100.0) : 13(100.0)
10/ AR 2 58(75.3) 143(55.8) | 15(65.2) 110(43.5) |24(80.0) |15(50.0) | 9(81.8) | 8(72.7) |10(76.9) |10(76.9)
BPREREOR 57(74.0) 150(64.9) |13(56.5) {11(47.8) |23(76.7) 19(63.3) | 9(81.8) | 9(81.8) |12(92.3) | 11(84.6)
(& M B 50(64.9) 130(39.0) |11(47.8) | 5(21.7) |21(70.0) . 9(30.0) | 7(63.6) = 5(45.5) |11(84.6) 11(34.6)
UL SEREUR A 45(58 4) 26(33.8) | 8(34.8) 4(17.4) |18(60.0) 10(33.3) | 8(72.7) | 4(36.4) |11(84.6) | 8(615)
AETOEVED 28(36.4) | 14(18.2) | 3(13.0) | 1 (4.3) |17(56.7) = 6(20.0) | 3(27.3) | 3(27.3) | 5(38.5) | 4(30.8)
FRIERER D 28(36.4) 12(156) | 4(17.4) 0 16(53.3) . 6(20.0) | 3(27.3)  3(27.3) | 5(385) | 3(23.1)
AT B 26(33.8) 14(182) | 1 (43) 1 (43) [17(56.7) | 6(20.0) | 3(27.3) | 3(27.3) | 5(385) | 4(30.8)
CDAYL I ERH D 16(20.8) 4 (5.2)| 0 0 11367) 1 (33)| 3027.3) 1 (91) | 2(154) . 2(15.4)
1R AR I BRI 8(104) 1 (13)| 0 0 6(20.0) | 0 101 101D 107 0
M ERBE NN 6 (7.8) 0 0 0 4(133) | 0 1910 177 0
U s NER AN 5 (65 0 1 (43) 0 2 (67) 0 2(182) | 0 0 0
MR RN 4620 0 0 4133 0 0 0 0 0
CDAY> I SERHEAN 4 (520 0 0 3(10.0) - 0 10910 0 0
HEBAER BT 339 0 00 2 (6.7) | 0 0 0 1 (77 0
JONICES RIS 3390 0 0 2 (67) 0 0 0 1(77) 0
EMLEBARO KT TRF | | | | |
el gl 9 (26)3 0 0 0 1 (3.3)3 0 0 o0 1 (7.7)3 0
BT D 2 (26) 0 0 0 2 (67 0 0 0 0 0
APCRIRERIEAN 2 (26) 0 1 (43) 0 1330 0 0 0 0
MR 7714 480 1(13) 0 1 (43 0 0 0 0 0 0 0
T4 D IREEMIHEDN 1 (13) | 0 0 0 0 0 1010 0 0
INRIZAN 1(13) 0 0 0 0 0 0 0 1770
JOrOCES Bl 1(13) 0 0 0 1330 0 0 0 0
JONICE RS i 1 (13 0 0 0 0 0 0 0 1(7) 0
/R EE AN 1(13) | 0 0 0 1(33) 0 0 0 0 0
WERFMIREAREN | 1 13) 0 0 0 133 0 0 0 0 0
FIBERRE 19(63.6) |10(13.0) | 9(39D) | 1 (43) [21(70.0) 5(167) | 9(818) 1 (9.1) |10(769) | 3(23.1)
ng;’;u':/ MTEATT 0(519) | 5 (65) | 8(348) | 0 19(63.3) | 3(100) | 6(45) 1 (01| 7638 1 (7.7
TRINTHLBTIINTL X
S5 esm 3 (48.1)3 5 (6.5) 4(17.4); 0 18(60.0)3 2 (6.7) 6(54.5)3 0 9(69.2)3 3(23.1)
é‘_’féﬁ;%;”’“””l 22(286) 3 (39)| 2 87 1 (43)|11(367) 1 (33| 4(364) 0 5(385) | 1 (7.)
FRERT O B 8(10.4) 0 0 0 4(133) 1 0 2(182) | 0 2(154) 0
MeRE L ILE AN 6 (7.8) | 1 (1.3)] 0 0 3(10.0) | 0 0 0 3(231) 1 1 (7.7)
EERE (13) 0 0 0 1(33) 0 0 0 0 0
MEBRTULUREMN | 1 (13) 0 0 0 133 0 0 0 0 0
gg‘*giﬂwvmﬁm 19(247) 4 (52)| 2 87) | 0 6(200) 2 (67) | 6(545) 1 (91)| 5(385) 1 (7.7)
1 & FRELHE AN 16(20.8) i 3 (3.9) | 1 (43) 0 6(20.0) | 2 (6.7) | 4(36.4) ¢ 0 5(385) | 1 (7.7)
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V. ZEM4(ERLD

NS —

A=

F)ICET SIEE

FIRGIE(RIBE%)
AR ER (Study PO
MedDRA Ver10.0l24&3 Sl CA180-138) FRIHRER (Study CA180-036)
SRV —7BE (HLGT) n=77 124 EACML 1EMEAICML | BiTH- 2 M EACML Ph+ALL
EAFE(PT) n=23 n=30 n=11 n=13
£ Grade | Grade 35LE | 2 Grade | Grade 3Lt | £ Grade | Grade 351+ | € Grade | Grade 3Lt | 2 Grade | Grade 351t
BN LFIRNTFRER | 2 (26) | 0 0 0 0 0 2(182) 1 0 0 0
B 1 (13 0 1 (43) | 0 0 0 0 o0 0 0
BRAIFEET 11311030 0 0 0 19011010 0
E43LB12iHD 1 (13 0 1 (43) ' 0 0 0 0 0 0 0
EARVILFIRENEC  [26(33.8) | 2 (26) | 5(21.7) | 1 (4.3)] 6(20.0) | 0 8(727) 1 0 7(53.8) 1 1 (7.7)
M7 LTI HD 23(209) | 1 (1.3) | 4(17.4) 0 6(20.0) | 0 6(545) | 0 7(53.8) 1 1 (7.7)
BEAHD 16(20.8) | 0 0 0 6(20.0) | 0 5(45.5) | 0 5(38.5) | 0
C— RIS E[EM 56511013143 1431630 2(18.2) | 0 1(77) 0 0
BEQIEM 1 (13 0 1 (43) 0 0 0 0 0 0 0
BRERBRERCRRE (40619 | 3 (39| 4(174) 0 21(70.0) 2 (6.7) | 5(455) | 0 10(76.9) 1 (7.7)
RAE AR 2431.2) 1 1 (13)] 2 87 0 15(50.0) | 1 (3.3) | 2(18.2) | 0 5(38.5) | 0
FR o M 4 16(20.8) | 1 (1.3) | 0 0 7(233) 1 0 2(18.2) | 0 7(53.8) | 1 (7.7)
MmehsL7F= 4N 10(13.00 | 1 (1.3) ] 2 87) 0 4(133) 1 1 (3.3) | 2(182) | 0 2(154) | 0
REBQ 8(10.4) | 0 0 0 2 (671 0 3(27.3) | 0 3(231) 1 0
I HFR SR HE 0 5 (6.5 0 0 0 2 (6.7 0 1910 2(154) i 0
PRI Ry HERG 5 (65 0 0 0 2 (670 0 0 3(231) 1 0
e oL 7F = i 1 (13 0 0 0 133 0 0 0 0 0
K5 BREERUERERE 43(55.8) 16(20.8) | 8(34.8) | 2 (8.7) [18(60.0) | 4(13.3) | 9(81.8) | 6(54.5) | 8(61.5) | 4(30.8)
ey 29(37.7) 110(13.0) | 5(21.7) | 2 (8.7) |12(40.0) | 3(10.0) | 7(63.6) | 3(27.3) | 5(38.5) | 2(15.4)
MR~ s %7 LIEN 709115650 0 3(10.00 1 1 (3.3)| 3(27.3) 1 3(27.3)| 1 (7.7) | 1 (7.7)
MmeRAY Lo > 7011 226 2@®7)0 2 (671 0 191 101 2(154) 1 (7.7)
A LIS 6 (7.8) | 1 (13)| 1 (43){ 0 3(100) | 0 191 0 1 (77117
MR LD 6 (7.8) | 2 (2.6) | 3(13.0) | 0 13310 10D 10D 10D 10
eI LD 339 0 1 43) 0 133) 0 0 0 177) 0
me7O—ILigd 3391130 0 1330 1910 1(7.7)11(7.7)
Mews 2™ LED 2 (26) 0 0 0 2 (671 0 0 0 0 0
ey HEhn 2 (26) 0 0 0 2 (6.7 0 0 0 0 0
MR O— LN 1 (13 0 0 0 133 0 0 0 0 0
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X. FFERRESRICRET HIRE

1. IR

QDE: S =S

[ VIFERHEEZ B9 2 HH | DHZIH

(2) B ERIBEHER
RREVERBEAER IZ DWW T —HDin vitroikEi™® RO & H F = 7 D0IALE RIS

FIFT B A FTOY L &V F LA — R 125D

L7z, F

7z, B F =T OOIME R L RAEARCR, FFRERIZRIE T REE Y
N O#EERER (GLP#ES) O THRETL722",

ZOFER, 40 F = TIEQTERIZBIT % in vitroD

AR T d S hERG K

UPurkinjeffiEidBR I 5V T R TORRRICILTRRKE TE 55300
IKr & IRFEEARAFRIC BT Uy S 72 iR )R A7 R ] & 2B e X 2 7223, Z Ofthod

ARERTCIIRHCRMEE L B

E 9838
O

‘ %Eb%h&i))’)f:o

ST e e \ = (M) . i )
“W%fgt*é ﬁ”;’ﬂf/ W5 Fi% X | R RS NEFRE
RH ZINIWL ﬁﬁ%(mg/kg)
DR ALY F I AHF=T71310uM (4.9pg/mL) DIRE TZRE
RO K OAF vV F RIIANDOYH VEREA I U E I 2 FH
— in vitro 10.M — EEAERST PHER<46%) . F7-. 7HF L)
VIATT—BIEMITRT A EE R SR
7= (BHEHE<10%) *,
EIhERGF v 3 L&+ ZHF =133, 10 % V30, M (% %1.5. 4.9 K O
S VLV AN AN 0.3.10.30 14.6 ug/ml) DYRE TIKr A Z NZF16.1+1.2%.
W e — in vitro A — 36.546.3% % 1°76.8+4.5%HEEL 7= (n=3) , Ak
M
" S UTCsofifi1314.3 M (7.0pg/mL) T
=72
3 F i Purkinje _ i vil 0.3.10.30 _ K F=71330M (14.6 g/ mL) DIRE TAPDso
M m vuro uM %26-+5%. APDoo%11+0%/E R X472,
DML R/ TFLAN) — A4 F=710mg/kg? IR 554, 59 21 R
% V2o 720 WSk HH AL S OF R I 23 VA I -
L Rl x s A —~ 0, NQ ~ 0o/ #iX 4 -
47‘;44/3L 7| %%/5 0 10mg/ke | MEHE/ &3 §E£E$Xb%h%h5 15% 2 08~ 21 %1% 1%1= |
ECGIE XIZ QT Bl 23R A B D 2L IZ A S
h&bxﬁf:o
DOIME SR KHF =TI A LIS S s 5T,
""""""" e I WS =V S < AR 0.15.25.45
P/ ARIER LEL | W | me/ke | EAE/E2
FRINEED

hERG: tbether-a-go-goB3H B {5+ IKr: ‘LA AFE . APDs0:50% P 43 M B O % Bl 76 v FA7 B[] . AP Doo:90% P43 i B oD 1 B 75 A7 Ffoe s [T L QT
b: QUDFIAEPSTIROFE TETORER], %: ZER ATV F v XIANOVH VKA K OBE R M250% L P X3 RS-0 4 %A EaE el

726

(3) ZDfthDEIEEER

AR L
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X. FFERAREERICEE T HIEHE

2. B4R (1) B[O 54 5 o
F v b OHEFRRORSRER T3R5 E30mg/kg CREMIZEBFTH D, HE
BEMEZA NG 5720, #E5E1002U300me/kg TI3EE LB B
LWL 58 5725,
L O WA P4 53088 T3 5- 8 25me/keg CEYIAUC © 5373ng - h/mL) %
TOXREERZRD 6z, mAIEBIEEIZ 25mg/kgTH V. 5 E45mg/kg
(CE¥IAUC : 7771ng - h/mLEL E) CIREELFBEARB L, T & LTk
Wk (MR - AR - BRREOES) O-HI1I21I2H BIZHTHIAA S 7=,
BEIS DI 13 25me/ kg & 45mg/kg D] & #iE & 7220,
oy | BEE . sx | BEOBEE o
L I ETo A T 7 e R Pt o e )
00mg/kg | ERE G RORE, BEOTGR HE . A
TR AZEIR . (636 HE B B 25 BB AL, W L
0 100mg/kg | REVE GRS L. Ak BOZAL) | EHREHEE (e
S0 o HEABIROY | SR D) B0 SR e D e (e M
Tk BRI 100 10 30mg/kg || WETHIATET: || FeON s SEiOY 7 SERFGE) AR5,
- CHRIREIER 11 00me/ gl ECUBOM 55 4560
@wuagztg HFE . B o PR AN H R S OSRANAE b e D%
(LAl -,
A RO O AR .
0 25~45mg/kg | 1% 5w 25mg/kg LA ETHEOZAL (W AR
" 15 2 A5me/ke L) KGR 1. )27 S BT O #EVE (Il J O
ki HEREL) 55 pp | 2ome/ke [égfmé,%%g SO SERRE) 2B A=,
45 A 5 A5 m/ kg GO e TR A TR A B2
=,

96




X. FFERRESRICRET HIRE

(2) iR SE R =
RV SOUPIROR R SAFECE IRt Al YA B ER N e
5 52 H R RIED BB 525 ¥ 2= LT, T 806 FI T 2 5k B 1 1 5
AT 2= THRIEL Tz, D9 HIE S 1 5-m il I3 H % 52 ¥ 2 — )L
THRAGL 7225, IR AWML RS RBIL 228D, e 52 Y 2 —
VA B G B L Ez, ZREDRROMAEPERIL T iDL B0 Th 7k,

i

w55 E/
AR

®’EE

(mg/ke)

e/

EBE4E

ELFRR

AR/ 1 H

0.9
15
25

IE15
15

0.9mg/kg

P4 54 15me/kg (9 AUC:937ng - h/mL) T

LTREM RO T,

$¢ 55 15me/ kgLl L O LSt (B OZE L,

D L BB O ZAL) | i it 1 (i e
Bk ) KO S Ras B Ot (e i e O e
DV EfkpvE) AT,

$¢ 55 25mg/kg ((F¥JAUC:1315~1737ng-

h/mL) TIZHELORI K Nl 3512358 1 ik blhE &
R, AL E: O S Res B O FEIK &
Zibhiz,

AR /65 H

0

1.5

4
15/10/82

125
25

1.5mg/kg
A

PG RO LS R O R D2 (L

Blgsh, ZThoOJRBLE 2 Lo H BUS
K OTEE IZH IR THY  ARIRIZ XD — 810
B, DIEEREORNAASN T,

5 E4mg/kg CF¥HAUC:416ng-h/mL) £ TR

HERPRDENIZ,

$e 5B Amg/ kgL ETHURIROD T AR %

Nz,

$%5-515/10/8mg/kg (F-¥JAUC:551~1335ng -

h/mL) T AL & i MES K0 HEI I K2 TRl 2151
PR ULARE RN,

HIL

SRR/ 1 H

U1 Ol = O

IE4
M4

5mg/kg

P58 5mg/kg CF¥IAUC:206ng-h/mL) L £ T

EOEALAASNT=,

$4 55 15mg/kg (CF¥JAUC:1053~1162ng-

h/mL) Tl 545 1297 2 N BP0 78 i Mtk
K OWa DY > SERMg A 5 & 7=,

FRIRIZBEL 722 TOZEALIZ ) Th -7z,

P

AR /95 H

0

1

3/2b
10/6/4.5°

16
w6
(% 518

1mg/kg
A

%51 mg/kg (FHIAUC:54~56ng-h/mL.) Tk

BROFME3H NTT A AR L ey a A FEBLL
727208 5% — ik L 7=,

-+ 55 1mg/kgLh ETHMRFEREMZE TH S H D

VBV O W BUHE RO ER LT,

Peh53/2mg/kg CF¥IAUC:93ng-h/mL) DL 1T

B RO AR M ER AN Ha Rk D K Ol e~ ik D)
VI SERfE VAR SNz,

P2 5. 83/2mg/ kg T3 HE2051 K O MEAR . $2 5 &

10/6/4.5mg/kg CF¥IAUC:206~949ng-h/mL.)
TIRHE205) S O M35 23 U 3A B R & A WAL &
AR EE 25N,

- IR DGR E G O BUIE K ORI D A% ER

{ETOZALKFIFBIEL 7=,

s i G EROR 5 RIS 1~TEHIC15me/ kg, H8~16HHIZ10mg/kg. i 17HHHLIFEIZ8mg/ kg L7z,

> P BRI 5 A 190HHIZ3mg/kegh 5 2me/ kgl ZIk E L 72,

o @GR, 5 EA15HEIZ10me/kgh 66mg/kg. 83HHIZ4.5me/ kgl 2k L 7=,
S G-m OB, TAHHIZZEEI0E-E 72200 e 0SB AIL 7226514 & d e,
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X. FFERAREERICEE T HIEHE

(3)EfCE MRS
HE 2 DA 18R 2R BBk (X 3IF 7 21 K ) Tl [HREURRSE SR
TR E PR 258 (ICH) | THESEX N QOB g (5000.g/plate IS EEME
DREBLT DURE) T TOMGTCAY F =7 3B BN AR S h 5720759
Fr A4 ==L 24 =PI (CHO) Mila% v % in vitrof4 k5 & 5lbk
BT, HER AT A P74 2 THRE S T S i & TR L 7248
R, REEMHEROERIZ 22 b 6T 49 F = 71355 A O CHOMINE T Y
CREEEZFRBL D0, FEREEEFERL 52 > 2RIKRE2.50g/mL
12, BRHEICK TS N DC.DFI50f5IZHY L 727,
7 v b ORI G/ ML T i KN i (40mg/kg) £ TROKES LTS, &4
FoTRBEHENE RS G 572, BB, A FTDFy FOEREE
40mg/kgiZ By 2BHEE (AUC) X, KBRS HEERBETORESKREG &
30mg/kglZ 1) BIEFEE A 52905ng - h/mLYE & HEE S hz,

(4) B AR ERSY

Harlan SDZ b FW224- R IG5 20 AR Pl ER (1% 5-520.3. 1 &% U 83mg/kg)
DS HEB O FH B EE (0.3mg/kg) 1235\ T . 1l R DO IR & I % A b
V7 AR IS R HA T & LU L TR S I B asiid oz (27
TET VRN p=0.0088) . HEEI O R KR OE A ER (1% U 83mg/kg) T
B.ARETRYONGE P S/ (AT 9T Z VN p=0.1966.p=0.0962) ,
ZOMAFIZ XA H BB OG0 A 2213 i L AR O i 23 & F =
IO AIZFEA L2285 1l SR O BEHE O 6 AL TN K28 D TH -7z,
7= MBI O ERE (3mg/kg) I2BWTC, T E OFLIENE & O F R %
BRI S R U THREH A MICE AR s h iz
(2T 9T 2 /g, p=0.0031) .

(5) EFEFREE Y E ER 625
iﬁﬁ%é’i%il\égﬁ%ﬁf&i 7 Vi \ &-OC,? "j‘ _:\: @Hﬁ . Hﬁlj%%éé'z(: gg»ﬁ— 5 %ﬁ‘%ﬁ%%bﬁ
L7

)7y bR TOK - lRRFEEICEET 555
FHF=T a7y P RO Y FOHEERRIICRS 35 & BEcEE
ERBILEVERGRTBREAER2FHEL 22 26, RENIMBEREIC 5
BB LB EEE EE A B,
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X. FFERRESRICRET HIRE

ErE/ n N Nk 58 |HIREMIER EEME o
4 BE5HE | BE5EH (ma/ke) /B (ma/ke/R) THFR
AP 55 (CF¥AUC:105~1490ng - h/mL) T
. PG L OB 584 T 2 1 BB O A
Folff: . SEDNL, [0S T DA A RS IR SEAE H
0 29 ; /f: VE: M HNT=,
. 2.5 21 D | 5R2.5 RUSme/ kg IR IO S S
_ \ A5 R 2
7‘7}‘ gﬁl%lﬁf\%m 6~15El 5 22 25mg/kg5f%‘ﬁﬁ &Bhf-o
10 22 Fiigle: F 5810 K 020mg/ kg TIIIRESEAEHI 7=
20 22 e DIAAFIRIISE S s b 572,
2.5mg/kgAdii | -5 E10me/ kgDl ECREBIMNCEEMEA TR
L. ¥ 5-520mg/ kg I 7HIAZE T i3 UafE
mEhi-,
Foltff:
0 20 SRR |- 5 CPAUC:44~834ng-h/mL) T
i 7~19H 2 20 Fulal: BRI BV T B RSB F A
6 21 FeA: TR Nish -7z,
0.5mg/kg A
Y F =T ONREFEERMMBPCML KL O R THREMEOPh+ALLEH T
HO. T PRI FOM - FRTERAIZBET 2 ilER TIHREBGLER- & 5\
ITEBEEZERIEHLBAO N2 e 6. ZREEK OHIK £ TOHHIMSR
AIZBET AR, MR R OV YA % O R ARG NI AR DB RE 12 B 9~ 5 5l
13FEE L - 7=,
(B) BRI ER
Y F =T ORI GRKIRORGTH 5 Z &6, il a3 sz
L Zsh 7=,
(7) Z Db DYFH%E

1) Bt o
A4 F=TIZ K BBALB/c 3T3v w7 ZHHMEFMIED =2 — P T L L v FHL
D AL & Fa1E & U 7= emtEalR (KNS (EU) K OFEF b T B Tk
(OECD) DA A F 74 VIt > THEIEL 7zin vitroadlii) KONT L 2w
Z & W 5in vivoXGHRER AT > 728 2 A, F Y F =T in vitroadlik T
HHwEEAER L7228 in vivoakBR TIIXREME 2 RE T 52 2(LIEFED 6 ke
oz,

2) RiZEHME
7T ZDWRE Y VSEKIE T Y v SERBEIEPIH] K OVOEFE A E 7L TR M
FriE#ESOSOHI 2RO b= en b, &4 F = 7130 MEEH 2 4
THIELHhRENTz, LrL, TNH6DORET, &4 F =7 ORzEHlfE
FICIEBMENFET 22 EmE N2 &n b, HEROUED 5\ ITM
AR GIZ KO REIHEHER I AN ZepREhiz, Ty T, 55
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15mg/kg CEF¥IAUC : 899~1567ng - h/mL) % 2E % 59 5 &, N> Tl
Jia K "B A3 30~50 % k> L7z 28, THIBARAFEPEDUR 1254 % THIR AT
PRG3RI AN LD 572, 5 8 1mg/kg CF¥IAUC: 70ng -

h/mLELF) TIEZINEDRIZFR ST A= BITRAD NG -T2,

3) B DR (CBE T 2 EER %

PO H AP 5 TR S N2 PO #HE 2235729, in
vitrolll/IMRASRERAER, 7 v MZE 1T Din vivo MLERE] 2 Clex vivollil/MiAERE
BT 5B A L 72, Z DFR. in vitroikBR TIZ 4 Y F =713 Mk
VB ERIRHESE FH 5 T D Coax D E0 A T ML/ EESEPNHIEH 2R L (ICs £ 0.13
~0.24pg/mL). 7 bOFRERTIE L NI B T2 ERHERAE TOC..LI1XIF
[ %% D (61ng/mL) 7> 5 M/ IMREEHE 2 P42 Z&AVREh, S 6125
RIS TIE MR R A LR X B A 2 e DR STz,
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X. EENEIEICEATSIER

. SR

. B

. BRIRETOD
g

. BRWL ED
AR

. BAEOIFEM

B -
RIS

. EfRsEEFRAH

. BHEARTE
EEREAA
RUERES.

BIF £ Y F =T EE20mg - 50mg [BMSH|  JEIHE AL J7EER 38 v
) ER—RATEOMFEIC KT 52
B A F= TR B

ARYEAR - 36 H

iR AT

BRIE XTI

BFMERGS AL L FHD

{FhoLkh :AD

Z DD EF FTEM -

A¥F =7 BMSH | RSN ThBE N &4F =78 BMSH JG# NV FT v

[Al—B 4y : 27D 2IL§E20mg. A7) £ ILEES0mg

A3k : Fuy v ERF—¥Af e s —

— %K AT F =T AVIURRE, —uF = TR, K2 F = TKAH
Y, KFrF=TEBIE, 7 I =TIERE

200646 A28 H CK[H)
BEIRFEAGRAEA B - 202348 A15H

it s A Y F=T7§E20mg [BMSH] : 30500AMX00198000
S F = 7§e50mg [BMSH] : 30500AMX00199000

RMELINGLF SEAGEAEGRGEA B - 20234121
AB. BRFchiie ochdad-HH : 20234124

FHH
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X.

BIENEIRICEY HIHE

9. STHEN IE3NR

E. FERU

AEXEEEN
FDEHAA
RUZORE

10. BEERR.
AFHIEEER
RRERH

RUZDOASE

11. BEENE

12. EEHARHIRR
([CRIT DIk

13. &F&EJ1—F

14. {RERFaRT LD

ER

YLD

4L

LN

AN, PRI B g 2 HIFRIZED STk,

JEA S A . o | veTME
B JFETIWE ot om  mpsna—r CE7 B
H7e 4 SEAI FEAEL Y o (YJa—) WU 25 25
PRk T— " Fa—F
AHF =T 8£20
BE20me | 1 001020F1078| 120533701 | 4291020F1078 | 622953301
[BMSH |
HYF =T BE50mg
- 4291020F2074| 129534401 |4291020F2074 622953401

4L
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1. SIASZ#E

1) tEN¥EHF : PhiladelphiaG4GRBGPEIE M B BETE F MUR K OVE M) > S E I
BE B AEINERIR BT/ IAHER SR CEE 2191 H21H&GR, CTD2.7.6.2.11)
[SP200907]
2) tENER REREEHRES E (RBRFEMEE 5 :Study CA180-002) (FE214F-1H
21H7%5E.CTD2.7.6.2.6)
3) tENERE © A~ F =T ITHHUE U2 O M BAE M5 il 1 R R 1 ds
I BESMEIR SS IAHEAER CER214E1H21H &R, CTD2.7.6.2.7)  [SP200915]
4) FENERL @ A~ F =TI SAIATIT A O T FANS MR gt A s 5 2 ds
I BRI IR S A AR ER (P& 214-1H21 H&R2. CTD2.7.6.2) [SP200910]
5) tENERE : A~ F =TI SUIANT A O B 2 BR M S 0 it 3 1
W20 B AR IR SE TAH AR (%214 1H 21 HKRE. CTD2.7.6.2)
[SP200911]
6) tENERL : A~ F =T IHEYIE USRI DOV 7 SHEERM: Sk 1S 5 il
M5 X idPhiladelphia G4 @AREG M) > SWEEIR B 12361 AU A R IR 2511
HMERER CPE214E1H21H&E. CTD2.7.6.2) [SP200912]
7) tENERE © A~ F = TIPS A O S5 Rl A 1 R 5 1 2 ds
24 %F =7 100mg 1H1BIE5-1:5% 8 D78 O ifg S G AR 55 TAH e 1E Z LAk R

(CERE214F-1H21H&K . CTD2.7.6.2) [SP200909]
8) tENREEE : W DS HANS M5 At M 1 LS FE B 12 F6 0 B 1] B [ Bl IR 26 TIDAH
AR [SP201103]

0) HLAIYERY 1 A~ F =TI HEHTPED I M A P PSR S d 0 5504 =
7 U A~ F =7 ORI MR S TR UF 23 L A (Fpk21 -1 H 21 FRRE,

CTD2.7.6.2.5) [SP200916]
10) #EPEK © Philadelphiaf¢GARBPEIS M REME 5 K OS2 E) 7 S I
FUEEICI BIEI NGRS IR ERER. —ikfse 4% 5kl — [SP201105]

11) LN : Philadelphiaf4 @ikt IZB CR-ABLEGEOM M RIS E & fiE 1t
P R 2350 B E G IR SE IAHERSR —1[01100mg (1H1[E]) 331 [EI50mg (1
H2[nl) £ 5.3 — [SP201104]

12) (bR ARG & QR 5 :Study CA180-035) (k21411
21H#%:#2.CTD2.7.6.2.18)

13) tEPER - FE A S (A2 10H1H)

14) tENERE : In vitro TCOAEALAI K OREE - ) 528k CER214F-1H 21 HKGE.
CTD2.6.2.2.1)

15) tEPER © FEFR I 2B 92 (P 214E1H21H&GE. CTD2.6.2.2.1)

16) tENEFL : Dasatinib (BMS-354825) Oncologic Drug Advisory Committee
(ODAC) Briefing Document 2006

17) tENE R (P 214F-1H21H&RR. CTD2.6.2.2.2.1)

18) L& R : CMLET MBI DPUEE G (In vive) CPFK214E1H21HKRE.
CTD2.6.2.2.3) [SP200914]

19) Mahon FX, et al. Blood 2000, 96: 1070-1079 (PMID: 10910924)
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20) Mukai M, et al. Cancer Sci 2003, 94: 557-563 (PMID: 12824882)

21) Shah NP, et al. Science 2004, 305: 399-401 (PMID: 15256671)

22) O'Hare T, et al. Cancer Res 2005, 65: 4500-4505 (PMID: 15930265)

23) tENER : RESEMISEY B RE M Ay [SP201101]

24) tENERE o REHE RSP B RE MR AT M OV R0 B AT (CER2 1R 1T H 21 H &R RE.
CTD2.7.2.2.4)

25) tENER  HRANICB A RERIDOES R CF&R21F1H21HKSE,
CTD2.7.2.2) [SP200901]

26) tENER  JRERRRAGEIS E GABRIAET 5 Study CA180-009) ((FH214F-1H
21H&:E.CTD2.7.6.2.13)

27) LR RBRAEIRS E QRBRIER 5 :Study CA180-016) (CFR214F-1H
21H&#2.CTD2.7.6.2.3)

28) thNER  VRBRAR R GAERIEAETR 5 Study CA180-019) (CER214FE1H
21H&#.CTD2.7.6.2.2)

29) thNERE  VRERIRRE T GRERFEHET 5 Study CA180-020) (FEK214F1H
21H%&G2.CTD2.7.6.2.16)

30) tEPERE  TRBRAR G IR GABRILSETR 5 Study CA180-032) (CERC214F-1H
21H7&EE,.CTD2.7.6.2.15)

31) tENERE  JRERARRE W GABRILETR 5 Study CA180-037) (CER214FE1H
21H%&#2.CTD2.7.6.2.1)

32) LR : BRIRSEEEOBE T CF&214-1H21H7&FE. CTD2.7.2.3.1.1.1)

33) tk N E R B RE (U SRR 5 THEAER) P21 1H21H &R,
CTD2.7.2.2.1.1.1)

34) tE N ERE - Y E)RE (Vg ST ER IR S IAHGABR) (CFRC214F1H21H KRR,
CTD2.7.2.2.1.1.2)

35) th A RE - SRy E)RE (Ve AL EROR S IAHGABR) (CFRC214FR1H21H KGR,
CTD2.7.2.2.1.1.3)

36) Takahashi S, et al. Cancer Sci 2011, 102(11): 2058-2064 (PMID:
21781226)

37) #ENER CER214-1H21H&RE. CTD2.7.2.3.4)

38) tENERL + ZEPHIR R (v 2, Ty AR OHIL) CERR214-1H21HAKGE.
CTD2.6.4.3)

39) #ENEHR : AR (Fuk) CEE214E-1H21HKGR, CTD2.6.4.4.2)

40) LR : 204 (F9b) CER214E1H21H74RE. CTD2.6.4.4.4)

41) #EEHR S0 CPR 2141 H21H &2, CTD2.7.2.3)

42) #EER CER214E1H21HKGE, CTD2.7.2.2.2.2)

3) tENER CER21-1H21H4G2. CTD2.6.4.5.2

44) fENER (P& 214-1 H21H&FE. CTD2.6.4.5.2

) (
) (

g

45) fENER (CFk214E1H21HKGR. CTD2.6.4.5.2

)
)
)
46) LR (P14 1H21H7&GE, CTD2.6.4.5.2)
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47) tENERE ¢ —AREREEERER (P 214-1H21H&G2. CTD2.6.2.4.1.1)
48) tENERE + — MR PEEAER (2141 H21HKRE. CTD2.6.2.4.1.2)
49) tEPNERE @ YIUIZ I B HLINIRR T $ 52 A PR SR B R R (PR 2141 H 21 HA&GR
CTD2.6.2.4.1.3)
50) #EAERE © B LICE A HLA R % G- AR CERC2 141 H21H KGR,
CTD2.6.2.4.1.4)
51) (LB © ToMIEB T2 B TP 5 aE kel (CERC214-1H 21 H &G
CTD2.6.6.2.1)
52) tENERE © ToMNIIF B 1 H B AR G- a5k CERC214F-1H 21 HKRE.
CTD2.6.6.3.1.3)
53) tENERE © ToMNII1 56 H R IR 8 53 M ik R CE2 14 1H 21 HKGE.
CTD2.6.6.3.1.4)
54) tENERE © YILIZIT D1 H BB R 5 iR CF214F1H 21 HIKRE,
CTD2.6.6.3.3.2)
55) tENERE @ YILIZI51r %95 H B R E R T 5w kbR CERC214F-1H 21 HAKRE.
CTD2.6.6.3.3.3)
56) fENE R : ME A WA ERREREEAER CER21F1H21HAR.
CTD2.6.6.4.1.1)
57) tENE R WA H WA E R BB (CF&214F1H21HKG.
CTD2.6.6.4.1.2)
58) tENEKE : MR A2 WA EmERE AR CER21F1H21HAR.
CTD2.6.6.4.1.3)
tHNERE © In vitroF A S AR (2141 H21H%&RE. CTD2.6.6.4.1.4)
R - Sy IMEIRER CRK214-1H21H74RE,. CTD2.6.6.4.2.1)
FENERE © 7oA PERRER (P21 1H 21 H&GE. CTD2.6.6.5)
fENER Ty MR MR CFR21F1H21HKGE,
CTD2.6.6.6)
63) fENE K - o FICB AR B R w B CFR214F1H21H KGR,
CTD2.6.6.6)
tENERL : In vitrotFEMERER (CERC214-1H21HA&GE. CTD2.6.6.8.6.1)
R ¢ In vivo e TEMERRER (P& 2141 H21 H&RE. CTD2.6.6.8.6.2)
LR - R RRER CEER214E1A21H &R, CTD2.6.6.8.1)
LN RE - /N RELC B 3 AR (in vitro) CERG214FR1H21H KGR,
CTD2.6.6.8.2.1)
68) tEAN &R ¢ M/ REIZE 3 2R (T 9) CFR214F1H21H KRR,
CTD2.6.6.8.2.2)
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