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1%L 19Kk

0.5%Ai | HUEAW]
FERIRBRE ST IR 2%
AERE, TR
FEREALTE
HoeSE PERI TR
IR B RE T EAE
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T

P13 e
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HMOIL AT 00—
IVIMLE (5.4%)
IR . LBk
AR R R -
I, ARE S
fiE. # R 2
1) FifidiE
JiE55 (10.8%)
MEJJ9E (6.6%)
KR M
| (5.6%) . FEEL,
PHTEENE, 1T A
Bk, EIE, iy
AP
Jii PN

) > I (R~ 2R (I R R R [ ) g
(14.8%). V|7 AIAE. [BASIVE > 8| AE

8 — B S by oy, hoR=
(10.5%) . Inrf| 2 0fdE, I | >~ #h0, LDH
73T B A 2 R (B
(6.2%). Y| >~ #h0, 1
v A, A | s Y
VT AMLfE. )V E 8
REBIN. AE| . CKH
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) RED
(VLDL)
whn. &
URRCRPNN i}
IEL BV
% A UE

LR

Rl

B
s

W RE . B A v T
&, FmMER| T R
. BRI R
FE. LIPESLER
JE.

13. BERE
13.1 fER
T ERIRAE ., TR, IR

14, BALEDEE

14.1 BAZABEOEE
PTPAIDOHANIPTPY — b2 SHLY L TR
HEOHHET LI, PTPY— FOBKIZL D, Al
WA BRI L, IRl e BT L
THERR R EOBEE L GIHEEZ ST A2 DD %,

15. ZOHOEE

15.2 FEEREREABRICE D 1B

RasH2 b S > AV 22w 7w 2% H\\ 72268705 A
EAERIZ BT, AUCHEE CRERIE = OF30f512
4 5300mg/kg/ H O R TRIE G- Lz & 25,
Pz RS FLUEAE, P2 DR SNz E DFED D Do

16. EYENEE

16.1 MeiEE

16.1.1 REH/RS

(1) MFEOBHEORE SN A MR
WZE DBV 1@ BETE o 0 AR A EE (861 12=
09 =7300mg#x 1H2M (1H & & L CT600mg) KR
H#5 L7z & o ®iRE (%5 0H8H HUK) To
Cmax % FAUCo-12i3 Z 211, 292ng/mL % U°11,032ng -
h/mLT& - 72V,

W5 DGR OB BEVE FLIE A AR IS =0 F =7 % 12

[ AR I - L 72 & & i S Big 85 2 — &

1HH= N Tmax Cmax Cmin AUCo-12
(mg) (h) (ng/mL) (ng/mL) (ng-h/mL)
EH 600 .
HRE (300x2) 8 204 (0.0~7.9) 1,292+853 1,056+837 11,032+7,173

Tmaxid sl (R/Mi~FoRfl) . 2SI + ik
R72EZRS o

2000

1500 |

THERE  (ng/ml)

1,000

—us=

500

I

B ()
WIEOBEHOBEEBEAIRE RAABEE =0 F =7
300mg % 1 H 20\ FAEREIH G- L7z & S ol =0 F = 792
R CPIfiE + (R )

(2) 1 vFZ7EHMOEBMIRIIBITHOE TS AR
ARFZTTHRAT G IEA Y F = TICEHFEEDO v
TP, BATHE . SRR o 08 kg R I IR L YT 4
TN T A T YR EEE ) S ILETY O HAR A
BFE (4260) 12=aF=7200meg#x1H1E* | 400mg?
TH1E™ 3 13400mgZ 1H2[M (1H & E L T800mg) K
BEREG Lick & H5-BR6 H BI85 KRB F#
L. AUCIR#EGHMHOZNnEN2. 15, 2.065 K U2.6f5&
%5720 400mg%x 1H 1A L7z & & OCmax L FAUCHE,
200mgx IH1A G- L7z & 2265 CTh -7 F72. 400mg
Z1H2HG L7 L EOEFIRBIIBITL21IHH2H O
AUC (AUCo12%&2fH5 L 725 ™) &, 400mgZ1H1m#%5 L
oL EDLSRETHY . MAQIH R IE L TN L 7229,

A~ F = TP @M. AT, SR OB g S

K7 4 77N 7 4 TRkt o2 B iiE o H AR A E

Ho= 0 =7 % 1T HE UL H 20 ARG L7z & & o
B A

1HHE N Tmax Cmax  Cmin®  AUCo AUCo2
(mg) (h) (ng/mL) (ng/mL) (ng-h/mL) (ng-h/mL)
(2&?21) 4 31 B0~40 4912174 1692964 6410:2680 -
M ovy 4 350970 SI8=40 2AXI LG50 -
oz B 30 20-80) 1008 T 7850+2,7%0
(25821) 330 B0~70) T 322736 L0076 -
1588 <43(§)21> 4 30 20~71) 160512 575301 220930 -
gy B 30 1880 20100 L1058 — 1002980

Tmaxidf el GR/Mi~HoR i) &, 2 LIME I = FiE

R2EZRS o

a) 1H1E#S Tla# G- &4 oz . 1A 2[5 Tldik5#%
12/ DULPE 2 IR T o

b) N=26
4000

O :1HH (n=33)
3,000 @ 15HH (n=28)

TR (ng/ml)

2000

1,000

=05

0 4 8 12
TEER] (b)

A~ F = TIPrEOEEL . BT, 2 o@E st e
WWRT 4 T TN T 4 TGt R ) IR O H AL
NEZIZ=0F =7400mgx 1 H 20 SR LS Lz & ol
EH =0T = TIREER (P + R )

16.2 TR
ZUFZTOMINA T TRAGE) F A IET 7 -4
RSN TRV, ERAICC-IER = F = 7 2%
35 L7z &, U aen68.5%A R ZE bk & LT
[ E Nz ED, —aF = 7AEILE T S g,
FWIE N2 =0 F = TR R & LT B IR
ENBWVWERELEEZ, LMoo F =72 0¥%5 L
7oL FOWIEIFF0% L HEES Y HEADT—5 ),



16.2.1 BEOXE
— U =7 Rl 05 A L U2 R i G- L7z &
X, CmaxIZZ2fEREICIE_TEN 2L 5505 L O°1.33F512
WinL. AUCIEZL. 32 UM 19k 128 im L 720 72, &
TR AERB0 3 12 #k 5 L 72 & &, Cmax L FAUCIZ 228
BRI TZENZ N2 1265 K U1 82fF 121 hn L 72° (4hE
ADTF—=%),
FEEE RS B REEAT OAE S, 1 L K O VI % =%
F-BETIE, 0 F = TR (N A F 7o
TN T 4) BENENHA8% K VN22%I T 5 L HfEsE
ENsze HEYRL TR WAERICHT M NA + 7
NAFEY T4 ONA ZHEEH (Rl DM~k
fii]) &, Baemibhr 27 8E (n=14) TIE5H3% [27~
124%] . #B5 0k % 2 - & (n=18) TIL80% [45~
193%] TH-7:Y GHEADT—%), [7.35H]
16.3 9%
—uF =7 OMBEREARGGEIN8w EE . FlRE
WAKIE L o7z Un vitro)o =0 F =7 RIMET7 VT 3
VRO a- BB ICA A L. B A BN Sa- RN &
HETHhDLEEZ LN (n vitro). & MIEHTHO=1
F =7 O - MR E 130,68 CTH - 72 (n vitro) ™%,
16.4 X3
TR A MCHE Rk = O F = 7400mg % BLlal ™ 3% 5 L
ol &, MFHO =0 F = 7 HRBETEEDST . 5% R ZE 1L
ECThHolze ERMAHBEIAT VA I TV —VERD X
FOVFEDIKEEAL Je O KERFE D 77 VR EEA DT 7 5 R
Th-72Y HEADT—%),
In vitroRRBOERP S, —0F = 7o EAH#HEEE T
CYP3A4TH Y, CYP2C8D —ifar5-3 4 & Ez b7,
16.5 HEitt
R NICMCIEf a0 F = 7RO G L s &, &5
168/ 72 F CIIHE G- HUTE DI0% LA EASFE 2 HkiM S 1,
PRI = 1 F = 7 R O O R sk O T R S
Nrotze LzA> T =0 F =70 PElbREE I L3
ThbEEZ LNz, FHRGHRIETITREFEICH RS
LD THo72 (FE5ED68.5%) Y FHEADTF—%),
16.6 HENEREFTHBE
16.6.1 ATHREEERE ICH (T 2 EYENE
SO F = T OIE PR E AR E I L ) DT bk
AL, B (Child-Pugh%#A). W& (Child-Pugh’
HB) KUERE (Child-Pugh/#C) DIFHREREE* A3
HHEE I =0 = 7 R ARG L7z L EOAUCIE
ZNE IR RS 01,3565, 1.36f%, 1.19f5CTh o7,
F 7o, HAEG O MG REHERE 7 — 5 % F v CORE
RGO EFEREICBT -0 F = 7OREHBY 3
2= a vy L7zkER, BE. hEEROEE O FERE
BELHTLWRB BT 2 EHRECTCO=0F=70D
Cmaxid., fEFEWHEE I TENZNT . 2065, 1.18%%.
1.22f512 % % LHEES N, FHRERECL =05 =
TOIEYERENDHBII/NE N L5, FHAEkRE %
AT 2BHIBILARRAGOVEIAVEEZ LY
FEADT— %), [9.320H]
16.6.2 /NEBEICH T 2EYERE
N IEEE I =0 F =7 % 11 230mg/m?* % 50mg A/,
OfE GERHEERS#400mg) THEG L& &, EFIK
REIC B A EFE R, A 12400me% L H 2[5 L 72
EELFARETH o7, F 7o, REENSEWEHREMAT O 4k
B NG, RERSGHEOZoF = TOBRHERIL, 2
Ll 12 AR o /NB B L 12 DL 18 A& o/ B B
H L TENI o 12,
1) ARFNOHKEE S NIRRT R . B AT
WoEEEmMErammcd 2,
#2) RANOKRE N HERTHEZ, A~ F =7
DBV IR ATEI O 18 45 B s O 3565
AN ClE1E400mg% 1H2[TH 5

TE3) RFOKE S N7z ER &G WA TIELE
400mg#z1H2[ITH b . MIEDEYEI D12 L HTE
FEOY &, 1l5-213300mg Tdh % o

17. ERPRRIE
171 BHHRUCLRLMICEET 555
17.1.1 ER£FRZE THERER  EOBHHOBHEHEMEA
mw (RA)

W5 D18 IR O 18 A BV 1 I AR 84681 (H AN 79%1
rEL) BRRLE LT, FEM. T 5o b, EIEHR
WATHM LSRR 9L, =0F =7 (300mgl H2[[ X
12400mgl H2[™Y) OB IUER O ZL&MmIiconT, 1%
F = 7400mgl H1 Al % 3t #8 & L CIiRat %17 - 72,

(1) STFEEFHHE

B 5-BIR12 7 BT Cor T mFENE R (MMR) 2545 5
NBEOE AL, =05 =7300mgl 0 2[1#%5-# Tl
44.3% (28261112561) . A ~F = 7400mgl H 1% 5%
T1322.3% (283%163%)) <., EEFHMIHE CTH 5124
H 5 COMMRZ L = 1 F = 7300mgl H 2[01 3% 5-#EA A
BlIZEh o7 (p<0.0001) Y,

5 AN OBV B 1 M55 B V2R 2 0 T B AR AR

—aF=7 f1<F=7
300mgl H 2[A] 400mgl H 1A
N=282 N=283
= = =
g&ghﬁf@MMR44%WBW%® 22.3% (63/283)
I
95%fRHEI 1] 38.4~50.3 17.6~27.6

BRI (RSEIM 2 &) ofRfE Gr/MEi~RAE) - =5
=7300mgl H2[1¥% 5-#18.60% H (0.1~27.9% H). A ~F=7
400mgl H 1m$%5-#18.09» A (0.03~27.8% H)
MMR : EA M+ OBCR-ABLEE G & I AE#EAL S 7z RX— 2 F A
ED0. 1%L T I
(2) MRBEFHIZNR
WO BAE12, BB F TR E B F 5% 2w iR
(Complete CyR) #EHN7-EBHOEEGIZ, —aF=7
300mgl H 2% 5-#C1E80.1% (28261+122661), 4 ~F =7
400mgl H 11A14%5-7CT1365.0% (2836171184%1) TH -7V,
WFEDMRVER OB 15 Bk 0% B3 255 2 Ml B A m = R 5

—aJ=7 f<F=7
300mgl H 2[1] 400mgl H 1]
N=282 N=283
127 AWM F CTo
Complete CyRAER 80.1% (226/282)  65.0% (184/283)
959% 15 #E X 75.0~84.6 59.2~70.6

BRI (RSEIM 2 &) ofgfE Gr/ME~RAME) - =aF
=7300mgl H 20 #%5-#18.604 H (0.1~27.9% ), A ~F=7
400mgl H 1#5-#18.09% 1 (0.03~27.8% /)
Complete CyR : & #firh O Ph + 4524 fh 1 A30%

BIE S BAEE 13, AHI300mel H2M %55 T92.1%
(257/279%1) Td -7z L4 EITEHI1Z300mgl H 2[14%5-
FETIE59533.3% (9361) . M/IMIEAE. & 9 HEEAS
17.6% (49%1). ¥, MY ) IV E VIEA16.5% (46
Bl IR ERIRAELS 1% (4261) . HE014.0% (3961) .
) Y BERIMAEL2.5% (35B1). #E5712.2% (3461) . BT
fiE. FHA410.4% (2961) . LHEHEE10.0% (2861)
TH o7z BAEMBEEOT2EIERIE, ALTHIN 24.0%
(67%1) . ASTHIIN 12.2% (34%1). 1) 75— EHHN10.8%
(3081) . I E ) L E L EN 10.4% (2961) & Tdh o7z,
(60 AWsE (20134F9H) D4R
17.1.2 ERE I HRRRCBHEIHERR 1 vFZTE&
MEOERMHORMEEERIR (KA)
AXFZTTHRATHEA Y F = TIZBEED B
B O M B A R EE 12, =0T = 7400mg% 1
H 2[5 L 720

(1) MREEFRIZE

ENE TR O IR, IEERRER T, B o
P R I R 16651 1561 (93.8%) TR (R
ah# (Major CyR) 72313 541, 9 B 11T L w it
(Complete CyR) #3551 729,

WAV AR O JEx IR, JEE MR, B o
VA Bl 05 B 32150 16561 (51.4%) IR




&R (Major CyR) 235541, 9 511861 (36.8%) T
se4Eff (Complete CyR) 735517212,
A~ F = THHCNE O 181 NG Vg P 05 3 A R
BEPRENEYES

1A 25 T AH R HERES A R
N=16 N=321
Major CyR (Complete
CyR+Partial CyR) 93.8% (15/16) 51.4% (165/321)
95% 15 # X 5] 69.8~99.8 45.8~57.0

36.8% (118/321)
14.6% (47/321)

68.8% (11/16)
25.0% (4/16)

Complete CyR
Partial CyR
#)111400mgl H 2[4 19% 5-
PRSI (KSR % &) ol GR/ME~iKME) @ BN
410.0H (176~615H). #E561.0H (1~1,096H)
Major CyR : Complete CyR & Partial CyRiiJ;j % & ts,
Complete CyR (Ph+47-Z4 i iiifi0%) . Partial CyR (Ph+43%4m
HIHIAE1%~35%)
(2) MAEFEIZHE
FE N TAHRBROIER T/, IEEMRRAER T, 2o
P BB R S 166 . FRAIRTR O661 4 B 12 ik -
e mfiF (CHR) 2% 5 N7z,
WAL TR O IE IR, JEEMmER i, B olg
M w321 . BRI 51X 20761 T - 72,
207614 14561 (70.0%) THLEFMESER (CHR) A%
‘o,
A =T = TS O B P O 1 1 B I B LR B I
B RIEN

I R4 T1AH 3R
(N=16)
AR 5 (N=6)
100.0% (6/6)
54.1~100.0

HEYVES TR A
(N=321)
A% (N=207)
70.0% (145/207)
63.3~76.2

M- 5e 4 5% (CHR)

95% 15 FE X [H]

#M400mgl H 2[00 %8 1455
BRI (AREHIM % & d) oWl (R ME~RAME) @ BN
410.0H (176~615H). #E561.0H (1~1,096H)

CHR (Complete hematologic response) :

FIMER<10x10°/L. I/ <450x 10°/L. I o> Bk + 25 #iEk
<5%. M OIFIROK OFIEFEERO, IFHEEER<5%. Byt L

FE N T AR (4 ~F = 7Pk B o 18 45§
MEEIR) ORIVER I IE, 100.0% (16/1661) T
o7z, EREIWEHIZ. Sk, 3895443.8% (761). 1T+
BRIAE . MM AE ., i e ) )L 2 EEN4$37.5%
(661) . AIMERFAME, FEol, WL, B ) )V & IE.
YoS—EHN, SEE. W5 4531.3% (561) . A, L.
AR, CEMQTHIEMMRILE., FHRESRHE %25.0%
(4fl) &Th o720
(RRESUT R R O — 2K £ TOHEED)
WAV TSR (1 ~F = 7P o B o855 5
YEEImE) OEIEMFEBEE1£94.7% (304/32161) <
Holzo EHEMERIE. 59530.8% (9961). % 9 FEiE
26.2% (84%50) . MI/MIIRAE2S.0% (9061) . HEls24.6%
(79%1) . #5720.2% (6561) EFTH o7,
(RhRESLT IR O —Z KGR £ TOHEED)
17.1.3 ENE I HRRRVCBHEIHHR : (v F2TE
RO ITHOBMEEEANK (KA)
A F T CTHEARATH LA < F = TIBE®O WV
BATH OB E f 1% B E 2, =325 = 7400mg % 1
H 2[5 L 72,
(1) HMREEZHHR
EWE THRBOIEGR, FERABETIE. BTN O
12V B R R ETE AR 1 (14.3%) CTHIMEmS:
BxhE (Major CyR) HMEH N7z, Z D 1BIT 58 48 fif
(Complete CyR) TdHh 729,
WAL AR O IET IR, FEEMABR TIE. BT o2
P B 0 B 1376 416 (29.9%) CHl {54
BAE (Major CyR) 236 N7ze 5 5. 2761 (19.7%)
THLEMH (Complete CyR) A& 5721,

A = F = TIRGUEOBATH O WAL BELE M 5 (235 2 A0
BEPREREYE S

[EI P25 T AR EBR HZAC R =Y
N=7 N=137
Major CyR (Complete
CyR+Partial CyR) 14.3% (1/7) 29.9% (41/137)
95% 12 HE X [ - 22.4~38.3

14.3% (1/7)
0% (0/7)

19.7% (27/137)
10.2% (14/137)

Complete CyR
Partial CyR

#Ir1400mgl H 218l 4% 5

ERFEHIH (KM 2 &) ohdul GR/ME~RAM) @ EN
84.0H (56~338H). #+E264.0H (2~1,160H)

Major CyR : Complete CyR & Partial CyRIlj /7% & ts,

Complete CyR (Ph+45rZ4frii#if0%) . Partial CyR (Ph+45754
1% ~35%)

(2) MAEFEIZHR
E N AR OIER B, JEEREETIE, BiIrHog
P BEVE A MR B TEIRSB) (71.4%) (ISR Rh A
Boh, ToRFUL, MEFHEEEE (CHR) 25141,
Marrow response,” HIIIRDFEMZ L (Marrow response/
NEL) 23361, 1@~ (RTC) 2518 Th o7,
HEALE TR O IERT IR, FEE MR TIE, BATH O
PG B I R 137 B FR 696 (50.4%) LIS RI%)
EVHELN. ZONFTUL, MEFNEEER (CHR) 23
4161 (29.9%). Marrow response,” FIIILJF D FEHM 7 L
(Marrow response/NEL) #3136 (9.5%). &M~ o
[n78% (RTC) #5156 (10.9%) Tdh -7,

A =5 = TISGUEOFAT W O S 005 B35 12 S IR

SRR R

EINE ARG Heyhas TARRRER
N=7 N=137
JiIRGESOEVEN 71.4% (5/7) 50.4% (69/137)
95% 15 HEIX [H] - 41.7~59.0

14.3% (1/7)
42.9% (3/7)
14.3% (1/7)

29.9% (41/137)
9.5% (13/137)
10.9% (15/137)

M54 (CHR)
Marrow response [
MR OFEHLZ: L (NEL)
B~ om#E (RTC)
¥1181400mg]1 H 28152 [145-
BEFEHIH (REHIM 2 &) ol R/Mi~i M) @ EN
84.0H (56~338H). #+EI264.0H (2~1,160H)
CHR (Complete hematologic response) :
IR ER=1.5x10°/L, M/MX=100x10°/L. IIFOIFERO, HHlif
DHFER<E%, UFHEIEER<5%. HYLET R L
Marrow response/NEL (No evidence of leukemia) :
CHR & (LA U Cd 2 288 72 2 pild, IFHER=1 x 10%/L & 1fi/s
M =20x10°/L (/Mg S IO RS 2 L)
RTC (Return to chronic phase) :
Gt VR I O3 ER <15%. B8l S OVHR ARG i o 2R +
A BER <30%. A LA O RFEFEER <20%. BRIE K OBFIE LA L
DT R L
EINE THRE ([ ~F = 7o BT o B i
PEEIRE) ORIVERSSESRE L. 100.0% (7/76]) TH-o
7oo EREIEME. R ERMAE. EO, R, me
VE VE. 569542.9% (361) . I/MIIRAME,  H IERIK
AE. BEIF28.6% (261) T o7z,
(RHBESNI IR O — 2 AKFEIE £ COEED)

WAL TAHBER (A < F = TR O RAT I O 12 144 il
PEEIMIE) ORIWEHISEBEE L, 87.6% (120/137#]) <
bHotze EREIWEHIE. M/MGRAESS. 0% (5261) . &f
TERIEARE22.6% (3161) . 389521.2% (2961) FTdH -

720 (RHRESAI IR O — 2GR £ TOHRD)
17.1.4 EFRHFRS IHEER  BEHO RS8R MR
(G

WIEDL L N3 A < F =7 UL & F = 7 IR
HOBESF (HARNIGIE &) #RRICHEEW. et
MaER % 2 L. =07 =7230mg/m?*% 1 H 245 L 72,
(1) MEROBEHOBEEEMEANK (M) OFFERE
FHIZhE
FHEFFMIEE TH B A 7 V12T TR E 1M
MMRAH 5 7z EF OE AL, 64.0% (2561H166]) <
?)Of:wo



WEEO B OSSR R EE CNE) 12T 5 5 FaEf
ENYES

Hi

N=25
L S 2
ﬁ{i)lleﬂ?..\i“ﬁ A7 { & B 1IOMMR 64.0% (16/25)
R
95% 15 HE X [ 42.5~82.0

1% 4 27 v 28 H[H
BEFEHIM (KSR 2 &) omduii Gr/AME~RAME) - 14.6%
H (1.4~27.6% 1)
MMR : BCR-ABLI#EG 425N — A 7 A~ fEi#efii)> & 3log bl L
XX KM OBCR-ABLEEG ®m AL SN2 R—= AT 1 ¥
D0 1%L F IR
(2) MEOCEMPOEBHEEEANKE (M) OHEEE
2HZHE
FEIMIEE Td 24 A 2 V128 5 CHl L EF 5 4e
“f# (Complete CyR) 255572 BEHEDEI AL, 64.0%
(2561H1661) TH - 7219,
WEEOEE OSSR RS CNE) 12T 2 Mg s
ENEYES

N=25
4 7 V12555 TDComplete CyRIEM 2 64.0% (16/25)
95% 15 HEIX ] 42.5~82.0

134 70 28 H[H

BEEIWIH (EMIR 2 &) ohfl RME~RKMHE) @ 14.67
A (1.4~27.6% H)

Complete CyR : “Ei#fif O Ph + 4324 Fi I A30%

() AXFZITREBLYFZTEAMEEFHEDRMEL
OEREEREEANRE (MNE) OfFERFENMR
MMRAH b N7 BE OEIG1x, EEGFHIEE TH 2 A
7 VERERIT39.4% (33(H13M61) Tdh o721,

A~ F =7 E 7 F = TIRBUE AR 7 O & M O 1815 5
PEAMEEE ChE) 18§ 250 FRIZEAR R

N=33
4 7 VEEE ST OMMRER R 39.4% (13/33)
95% 15 X 1] 22.9~57.9

1A 7)1 28HH

BEFIE (KR 2 &) omdfl (F/ME~RKMH) 0 15.67
A (0.7~30.9% )

MMR : BCR-ABLUEG AN — AT 1 HZHAEA 5 3loghh kg
ALK M A OBCR-ABLEEG & AL S N2 — A T f »
fED0. 1%L T IR T

BIVEFSSBIBEIE. 86.2% (WMFEK A ~F =7 k7
F = ZVIRBUIE AR 728 0 B 50/586), H A A9l %
) Thotze FRENEMIZER27.6% (1661). &Y
YOV CE, F$95420.7% (1261) . Bus15.5% (961).
BEIR LB iRE2513.8% (8B1) . MEH:12.1% (7#1). BiESE
10.3% (6f1) ZTdh o7z, MEMEE O T 2EERIL.
M E ) Ve 3N31.0% (1861) . ALTHMN29.3% (17
Bl) . ASTHIIN24.1% (1481) %S Th o7z (HELTH
HO—LREEE TOHED

D) RANOAR SN MER ORI, W5EOEEHO
B MAE OB &, A TIF1R300mg % 1 H

2B TH 5o
18. EIIIT
18.1 1R

—uF=TE, TF/ Y U= U (ATP) LA
R L. Ber-AblF oy v 3 F—ERHET L2 EI2L 5
T. Ber-AblZBUMI M % FE S 245, —nF=
7%, Ber-AblZZ1F T4 <L WMIET (SCF) &k
c-kit & OV IMRET R R KT (PDGF) 4k F1 s v %
F—=XEHET L. A~ F =7 LD HBer-AbliZx) L
REQPERS 51017, £72, =0 F = 7 3BUKER AR
IZ&X > TA~F = 7TIPEBer-AblZZERARIZ O FEET 5 2
ENRETH Y, £ DA~ F = 7HBTMEBer- AblIZ B4k
LHET HITE,

18.2 HREZEEH

18.2.1 Ber-Abl%& %31 U /- B IR MR HR (O34 9 2 MR 15
MEER
In vitroffaR 3R B VT, = aF=7id e b H il
fatk % OUBCR-ABLEE T # A L, S E/2v Y AH
BRI RO MR 2 JIHI L 72 72, A~ F =7
PitkBer-AblZE 54K % J83 £ 472~ 7 ABa/F3Ml k33t
D9 5. 2O RTE & B L 721,

18.2.2 Ber-AblkFEY & AIMREM ET VIS T 2 1A
=15 =71%, BCR-ABL:#E T8 AMNE % E#IRNFHE L
T SRIER A Y A2 BT, BESEHIGE & I L 22,

19. BRRAICET 2EEFMFR

— AR AR
=0 = 7RI
(Nilotinib Hydrochloride Hydrate)

1Lz,
4-Methyl-N-[3-(4-methyl-1Z-imidazol-1-yl)-5-
(trifluoromethyl)phenyl] -3- {[4-(pyridin-3-yl)
pyrimidin-2-ylJaminol benzamide monohydrochloride
monohydrate

3
CasH22F'sN70O - HCI - Hz20

R
583.99

(EIN
HE~ i EE I REABON K TH L, A5 /=
HIFLy 7 = VIR RETFIZ L KIS THEITFIZ v,

= 35

N FF
/é\ (0] - ‘ N, - HCl- H20
. N N N
CHz

SRt

0.08 (1-#+ 2 % 7 — /0. 1lmol/L¥af;)
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R ) A7 BEETH Z R 2o L, #UNCERT L &,
22. D&
(B3 T FHTRIL50mg)

2071 7 [104 7+ (PTP) x2]
(BT FHT+EIL150mg)

204 7 [104 7L (PTP) x2]

12041 7+ )V [10% 7k (PTP) x12]
(B3 T FHTEIL200mg)

207 7 [104 7k (PTP) x2]

1204 7tV [104 7+t (PTP) x12]
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