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I E R - - BRL, L JE E T CHIEAR O FEBABAEE D BINAS A 5 Nz & DD B,
B, OMEE T
BUN k8. |Riffi. ®E| B, sz 16. FEENAE
- _ |mwmrrr A R Tk i 16.1 M
H FoURA RepooEy 16.1.1 RE#®RE
/=5 > Hm (1) 51 7t V#1200, 400J% UR600mg % F A A (BB Bk 121 1 5 3¢

(15 5)
WARABIC

IZIH1E28H MR ER O S L= & &, BETAEITE
L. Cmax& UAUC-24 3 A5 DL 1~2. T & 72> 7z,

HEIHE KR U288 H (EHIRE) OWVWTHIZHNTHCmax kT
AUCo-24l3 5 G-I L. RN T o 72V



HA A OB M-S #E AR RS (8D ICIH1ERE#O#E Lz & & 03EME)
HEINT A—%

- Cmax AUCo-24 T2
RoR | BR5H (11g/mD) (11g - h/mD) M
200mg 1AE 0. 735+0. 149 7.78+1.53 10.5+0.4
G#D 281 H 1.12+0. 16 16.7+0.6 17.0+2.1
400mg 1HE 1.41+0.41 19.4+7.1 12.4+1.9
3#i) 28H H 2.14+0. 67 33.2+14.9 18.0+4.9
600mg_ 1HH 2.05+0. 65 311411 1 14.3+3.1
6FD * | 9spp 3.94+2. 52 66. 1+40. 8 18.2+3.4

¥ EHAREE T — 413561 [E¥ Ml + R e (R 2]

(2) FE N DM Bl A IR RIS TRV EI25~1, 000mg 21 H 1[5

HDVEIH2ENC T TREROZE LS, MBI FZ B
FEIHETH BICIXEHIREEICE L, #)E% 5 & OE HIREE TDAUC
TN eREREITHEI L. ANBEIZRIE TH - 2.
200, 400} U600mgD1H1EKER O 5ICBWNWT, EyHige)N>
A—FEIZHANTORBERSETH o7z (BIEE BN MR I
T HARBERARZEESN TIH600mg. BITH X IZAESTIH
800mg TdH %).2

(3) 71 7 IV AI400mg 2 H A N O YIBRAFE X i #& 4 OKIT (CD117)
R P VL A VR I s ER I L H L EI29 H B R B/ D3 5- L 7= (W) [El4%
528 B &R U3HBIZAKE) , Cmax i RAUC-2al 3 WIEHE 517 K
I E%T0. 7~2. 6f5Td > 72,99

A A 0 L VR sy ER 3 T L R LR R AR 1B 5 U 7= & & OB AE )X 5 A — %

(IEHE 5%2H B R O3 H HIZREE, Day29i28fi)

Sy n Cmax Tmax AUCo-24 Ti/2
ROR | BIR ) m ) (g - h/mD) M
d00mg | LHH | 2515100 | 3234191 | 3475136 | 155519

OFD  |29pE*| 2.8640.87 | 3.2442.05 | 47.6+17.0 | 20.0%4.9

X 1 n=8 D1 + R 32
16. 1. 2 EZRIE R
(AF=T7100mg Tb—7 1)
ARFZTHEI00mg Th—"7) &FUXy Z§E100mgZ, 7 OX
F—N—EICL D ENENIE (1 YF =T ELTI00me) fEERA
B (n=20) ICHRBEROZS L CfPREZIIEL. H51
= SRMBEE)N S A—% (AUC, Cmax) IZDWTIONEMXEICT
WHEHEN 217> =455, 1log (0. 80) ~log (1. 25) OEIFNTH V. M
F D YA RIS VE AR S 7z,
(ng/mL)
700
::: —o— A RFZTEEI0OME [h—"7 ]
600 —e— : 7N 7 $E100mg
SEEE AR (R 22, n=20
500

%400 e
b ,
7 30

200 |

0
0 12 2% 36 48 60 7
BE#OIER (h)

HEIN T A—5 BENTA—S
AUCo-72 Cmax Tmax T2
(ng + h/mL) (ng/mL) (h) (h)
ARFThE
(00my (T_ts) | 5820+1636 |480.91=176.10| 2555111 | 13.471 36
TURY TG 6418=2634 |510.16:209. 41| 2.30=0.75 | 13.66=1.57
100mg

CEEE + AR 2, n=20)
Mg NCAUC, Cmax% D/8T A—413, #ERE OIR, AR O HREELK -
WS DR R K > TR D ATRENEN B B,
16. 2 BRYR
16.2.1 EREixE
71 72 IV AI400mg & R IC BERE O %5 L 7z & & O Y 2EF]
FARIZ, 98.3% TH o720
16.2.2 RiE#’RE
SLE A DA ME A B B M R 10 400me 2 1 H 1E R E#E D% 5L,
EFARBICBWTEBA S FRRFICRA L -5, CIERIRA &
# L CCmax & FAUCo-2413 > U 7228, TNZN15% K OThDIEK T T
HO, BRMICHEC R RnWEEZEZ SN

16.3 9%

ARFZITOE MIKEEANDOIEERILin vitro il THRIBYTH O,
FIZTNTI RV ar-BEEEALEEL. UREANOEEIX
FEALERSNIIND 2,910
16. 4 35

H AN OB &1 % 8512 5 7/ )L #1200, 4008 U600mg % 1
HIRKEROZRG LEEE, ER#BEWTHDIN-EAFIVIEKD
AUC)-24fEVI RZAARD15~23%TH > /=, V
16.5 HEft
16.5.1 BHEZKES

SRE @R AN ICHUC-1E3E 1 ~F =7 (200mg) ZH[EREOHEEL
F2E&E, BELUZBHEEDS0%HTH LINICHEM X 41, 67%23 3,
13MRHICHD 5Nz TD D BREBAKITHRGED25% (20%1%
. SHIR) ThHol.V
16.5.2 RiE#&RE

H 2\ D E B B %6 88512 7 72 )L #1200, 400 5% U600mg % 1
H1EER %G Uz & & OEFIRBIC BT 2 R A D R it
R (P 515%245 1) 134.3~7. 9% ThH > /=D
16.8 FDfth

(AF=T§E200mg T k—"7 1)
AXFZT§200mg [h—"7 ) 13, 1 XF=TJE100mg [~—" )
ERERERFE Uiz & &, BINZBEOESE SHE SN, AYEICHE
LB INED

17. ERPRBLAE
7.1 BHERVRLECET HEB
(TASFINT 4 T REEBESLEY /S ELE
17.1.1 BRICH T B HAEEICK DR
T4 757V« TREERGESEY 2 MERMEEE IR EX
RICEE SN2 I F =T A IVEEESEZ AN O REED IS
VF B I HE R e A B AR ED 1396, 2% (77/80) T. LEERSPRIEAS N
> M AFE#IZ60. 06, 19, 1R FHIAEFZIIT76. 145,55 TH o /=,
49 ZIR L I MR A R 4 2 1T L 7zo 1)
HEDPEHL 2 A > (K605 DREFIT 0™ % Jai 2 16)
TR AR 27 0R A7 7 2 K1, 200mg/m? (%800mg/m?) % dayliZ 3HF
R RS T 5. ¥ /)VE T 260mg/m? (¥30mg/m?) 7Zdayl. 2. 3
IR THRE#HFET 2. E> 27U ZXF > (VCR) 1.3mg/m? (K
2mg) Zdayl. 8. 15, 22IC#*¥9 %, YL K=V > (PSL) 60mg/m?%
dayl/r Hday2l (¥day?7) £ THRO#ELT 2, 1Y F=7600mgzday8n 5
day63E TR ST 5, day29ic A h RLFH—kK (MTX) 15mg. ¥ FE
> (Ara-C) 40mg. FFH A&V > (DEX) 4mgZHiitd 5.
M O © CL 0 MTX1g/m? D245 R L 2 dayLIC K9 %, Ara-C2g/
m? (¥lg/m?) Z 12K Z &124E, day2, 3ICEHET %, AFITL R=VnO
>50mgZ1H2[E, dayl. 2. 3IC#ET 5. daylicMTX15mg. Ara-C40mg.
DEX4mgZ 8% 9 %. C2: 1 ¥ F=7600mgZdaylh 5day28 % CRELI% 59
%, dayliZMTX15mg, Ara-C40mg. DEX4mgZ#fiix 9 %, (C1/C2Z1YA
VELTAYA VIVEEDERT,)
MR 1 D) A Y F = 7600mgZ daylh Hday28E THEIR 53 %, 2) VCR
1. 3mg/m? (fAk2mg) ZdayliZ#iEd %, 3) PSL60mg/m?%dayl”» 5dayb
TRO#EET 2, 1D, 2), 3 &1ty bE LU TEMBGEZR2ERMEET 5.
TE2) MR F I 5E 2 %% Complete hematologic response (CHR) : %53 o #ifot ]

% D720,
IFFPER=1. 5X109/L,  f/hiR=100X109/L, furh DZFERO, 58l h D ZFEER(G%,
RS LR L

18. EESHEEE

18.1 {E AL

1811 AXFZTIFOL >FF—EEREHERITH O, in vitro i
BRiZB W T, Ber-Abl, v-Abl, c-AblF O > FF—ViEHEHET
%, B2, M/MREERERT (PDGF) ZEMAKUSCFZEATH
LKITOF O > FF—EiEEZHEL. PDGFRSCFRNTY 2 Mifa
N T FIVEEZEET 5,19 19 1O N-Jii A FILER#DIT. in
vitro iBRICHB N T, c-Abl. PDGFZAEARKUKITF O > F5—F
i, R EFFRBEICHET .10

18.1.2 A X F = J1ISCFHliic X BKITF O > FF—Y oifEtkib &
OGISTEZ HEMEICB W TIEINZKITF O > FF— Uik
EENTNEEL 1919

18.2 ber-ab EEFRREHIBI (IGISTHIRR(C XS 5. EIEMNHIERAR

I$inbEZ/ER

18.2.1 A ¥ F =713, ber-ablLii{z 738 AMINE &% Uber-abliE fr T 75

NALNHEBESHEAME (CML) X&YYo XMk A i F
(ALL) HiRMifaoEmEz Ml Uz, £z, in vitroiRBRIZHB W T
ber-abli# = FBETERIIZIC K L 7 R b —> ZFEEM 2R L. CMLK
UALLEE ORI L EEiY > TV 20wz ao0 = — kit T
1E. ber-ablEETFHRBE IO —DOBRZERMICHEZEL
7‘—:0 14), 15), 20) ~28)

18.2.2 A X F =713, ber-ablif iz TR MM 2 R L 2@~ o X
IZBWT, 5 OB X3 K 2 HH U7z, 19



18.2.3 A X F=TJId. KITF O > FF—Eh 9 % il fia s 5E 2 H0 il
U, MLEREMES (GIST) 3%tk g oo M i s 5l 2 4 U 7.
e, ARFIICKLOEMME T (SCF) KAEMEHY R b —X
EFNEBE SN, GISTHIIZICH T2 7 R b—> ZAMlaEadEmL

7zo

19.

18),19)

BT CET 2EFNHR

HE = |
§ N

_N
b Y@m

« CH3SOsH

—H AR TFZTA /)I/Eﬁf’ﬁ (Imatinib Mesilate)
{b2%44 © 4- (4-Methylpiperazin-1-ylmethyl) -V - [4-methyl-3- (4-

pyridin-3-ylpyrimidin-2-ylamino) phenyl] benzamide
monomethanesulfonate

5 F 3 CoHaN7O - CH403S
& 589.71
TR AE~RHEAE TS TWBADOHETH D, KITHD TE

FHR9 <, PAFINANEF L RICETFRIL, AY ) —
IZRREITRT < TF /)b (99.5) ITETFIT<W,

Bl 1 224~226°C

22.

2t

(AFZT7$100mg [b—71)
208¢ [105EX2 : PTP]

100 [10$2X10 : PTP]
(ARF=T§200mg b—7 1)
208 [108EX2 : PTP]

23.
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4
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5)
6)

7

~

8

=

9

=

10)

11

~

12)
13)
14)

15)
16)

17

~

18)
19)
20)

21)
22)
23)

FEm
HARNITBT 2 EMBRERE (7Y Xy 7 7))L 2001411 H
21HRFR., HEEERMEE . 3)
VANESPN %0?%%%@] EpkAE (VU Xy 7 A TE)L 20014E11H
21HAGR, WFEEEMEE . 3)
HANH L EREEEBFICB T 2EMBRERE (U Xy h
Tl 200347 H1THARRE, HEEERMEEA. 1. (1)
ENIZ BV 2 UIBRAEE - #xfEMEGISTERF 1209 5 55 T AHER R ER

(FURyZHTR)) : 20034E7 H1TH KGR, HIAEERMEEE . 1.
@)
tENERL AW EIEERE (BE100mg)
EMHENFIRZ (U Xy 2 78)) 0 20014511 A21 HRRE, H
FHEEMEEAL 3. (D)

BBy (F U Xy 75 T2)) 0 20014611 H 21 H R

A, FBEWMES
BEOFE (JUXyZ ATV 20014E11H21 HKGR. HiEE
BHEEA. 3. (1)2)
MFEHE L OEE ERKAER) (FUXy T hTR)L 2001
FILH2LHARR, W ERHEEA. 2. (2)4)
MEEEEE & OfES (VU Ry 7 71)L 2001411 A 21 HAK
. HEEERHEEA. 2. (2)4)
AENICBT 2R K OHE P REDER (FU Ry TR
20014E11H 21 H&RGE, HIFEERMEZEA. 3. (5))
tENERL ¢ AR RIS ($E200mg)
Yanada, M. et al. : J. Clin. Oncol. 2006 ; 24(3) : 460-466
FO FF—YEE. FO 2 FF— R 5 & O
AN 7 FIIARRICHT BER (F )Xy 75 78I 1 2001411
HA21HAR. HEEEEMEER. 2)
Druker, B. J. et al. : Nat. Med. 1996 ; 2(5) : 561-566
PDGFEZAEAE K Ue-KitF O > FF—E &N LMlaNs 7+
RIS 21EH (VU Xy 772V 20014511 A 21 HA&GE.
FHEE ERHIEEE AR, 2)
ER#HOF O > FF—BEEITHT BEH (FURy I T
)b L 20014E11 A21 AR, HEEERMEER. 3. (2)
Heinrich, M. C. et al. : Blood. 2000 ; 96(3) : 925-932
Tuveson, D. A. et al. : Oncogene. 2001 ; 20(36) : 5054-5058
ber-abli# (7 TR PRI 33V 2 M S 5E s 6l V5 3 & OPUEE 1E
m(fUNvﬁﬁﬁtw:mmEnHmH%%\$%éﬂmﬁ
.1
Carroll, M. et al. : Blood. 1997 ; 90(12) : 4947-4952
Deininger, M. W. N. et al. : Blood. 1997 : 90(9) : 3691-3698
le Coutre, P. et al. : J. Natl. Cancer Inst. 1999 ; 91(2) : 163-168

TX-10

24) Fang, G. et al. : Blood. 2000 ; 96(6) : 2246-2253
25) Oetzel, C. et al. : Clin. Cancer Res. 2000 ; 6(5) : 1958-1968
26) Kasper, B. et al. : Cancer Chemother. Pharmacol. 1999 ; 44

(5) :433-438
27) Verstovsek, S. et al. : Cancer. 2005 ; 104 (6)
28) Kawaguchi, Y. et al. : Leukemia. 2001 ; 15(4)
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