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DOENTE DWEDD B,

15.2.3 4 X & 72138 ) S AR RE 135 538k 0 30mg/kg/ H DL Lo
HTHRTEROKTAALNI, T v hZHvzZiEh Rk ik
FHENOZEICHET 2RBETIE. REM70H M oE512X D
60mg/kg/HEFIZBWT, MHEFAR, ME LREE K OESE T
HBOMKTARD LN OMEND 5,

152.4 5 v b % W24 M O A5 A BB T, BRI o BT /B
W DRI (B, e B ONRE) o FLTENE - NG olRsE - LR MK
OWINE - BB o BV R OB OB NES; - i 'E o FLFE/ R -
e - AR o FLHENE - W o - B (60mg/ke/ H¥%5-)
WO FUHFNE (305 U°60mg/kg/ H % 5-) D SEBUFE O BTN A3 A
LN OWMENDH D, Tz, FMEEMERE L LT, DIEOMK
K OMERO BRI ORI A iz & O®RED D %o

16. EHENHE

16.1 MAEE

16.1.1 RERS

(1) 5 7EVHI200. 400 0600mgz H A A 18 P45 Bk 1 i o (18
HDACTH1MI28 H M ARG L7z & &, $#5:7H BTk # IR IE
L. CmaxJL OFAUCo24i3 Wl 5-D1.1~27R & % o 720 %51 H H K028
HH GEFIRE) Oz BT d Cmax L NAUCo-2413 3% G- =B L.
RNBIEIRHIE CTd - 72V



1 HARA O S A s S () (IS H 1l BKER 8- L 72
L& OEWHIE ST A5
SR BN (egml) | (ug- by | (o
200mg 1HH 07350149 778153 105=04
(360 28HH 112+0.16 16706 17021
400mg 1HH 141=041 194=71 124%19
(381 28HH 214=067 332+149 18049
600mg 10 H 205+ 065 311+111 14331
(1) * 281 H 394252 66.1+40.8 18234
X ERIRE T — & 1356 Mean +S.D.

(2) HhIE A oA Bl FT IR R 1S H 7 R L F125~1,000mg % 1 H 10l 3 5
WIXTH2ENZ 0 TR RS- Lz & &, I A4 ~F = 7RI % 5.7
HEICEEHEIREBIEL, PINES ROEFIRETOAUCIEW T b 5
HICHEIL. RABIRISHRIETH - 72,

200, 400% 0'600mg» 1 H1E AEFET% 5128V C, Y BRE (T 2 — %
I AN TO R & 7% Td - 7 (BYER BEE I 3§ 2 KGRIR K
RPN TLH600mg, BATHI UL EMEL TLH800meTH %)),

(3) # 7 NHI400mgx HA N DYIBRAEE LI EOKIT (CD117) Btk il
AL PRI 55 AR S 1 H LI 29 H RS ARR I 9% 5 L 72 (Il -2 0 B R O
3H HIZKIE) o Cmax B O°AUCo-2413 40 1% 512 e ~_ L 51 T0.7~2.6
RiCdh o 7234,

22 HARANOWALIE BUE RS B L H L AR R 5 L 72 & X 03
BRE ST 2 — & (Ml 552 H B % OB3H BI3HKRSE, Day29i3.861)

- . Cmax Tmax AUCo21 T2
BOR B Gy | an | E L )
100mg 1HH | 251100 | 323+101 | 347+136 | 15519
o) 29H H# | 286087 | 324£205 | 476+170 | 200=49
¥ :n=§ Mean =S.D.

16.1.2 £YEHEEEHER
4= F=75100mg[ BB & 7)) Ny 7 §E100mgx. 2 0 A+ — N —EC
L) FENZENLIEE (L ~F =7 & L TI00mg) fEE SN T3 - 12 £ B o] ek 1
BH LT A v F=7TREZIWE L, HoNEWEIE T X —¥
(AUC. Cmax) 22\ T0%AEBAIX [ 2 THEHRNT % 17 - 7285 . log
(0.80) ~log (1.25) DFEFAKITH 1 . i #] AW 21 1R Sk A3 & 7=,

(ng/mL)
700 r —e— 4 F=74100mg W]
600 L o ZYRYZEEI00mg
I (Mean +S.D.. n=20)
s 500
i
A 400
-
7 300
>
200
&
100
0 &e—— : : :
036 12 24 48 72
IRF ] (hr)
100mg#edx G-RED MM 4 < F = TR EEHER
#3 HYEE T A —F
HE 8T A =25 BEINGA—5
[
P23 ( AU?Lr Cmax Tmax T2
ljrﬁL) (ug/mL) (hr) (hr)
A~F=7
$E100mgl Wl | 20 663209 | 04610166 | 280=+1.15 13.0+19
bl
VN
$100mg 20 6.66+202 | 04700169 | 290+1.07 129+18
Mean £S.D.

M4 EEIE OSIZAUC, CmaxZ5m/85 A — 1%, #BE oEIN, KiEo
FREUEEL - BRI ORI L > TR DML D 5,

16.2 RUIY

16.2.1 BEIRS
A 7RV A400mg & REFE NS LR G L7z & & o A SR H =6
3. 983%TH 5729,

16.2.2 REH/RS
HRE N O PEPE A B I 12 400mg 2 1 H 1 BRI P 5 Ly s IR
RIZBWCTHEHIENE L RS L2354, 2B & g L TCmax
Je FAUC0-24133% 4> L7225, ZNZN15% M OT% DT TH ) BRI
FIMEIC 22 S 2 e 2 5N,

16.3 5

A2 F=7OL MIEEANORKEERIXn vitro B THIB%TH Y, &
WKT7NT IR a-BERHEEAEHEEG L. VREANOREIRIZLEAL
BN o 72910
16.4 X34

H A\ o 1tk A4 B 11 6 8.2 4 7 R V#1200, 400 % 0%600mg % 1 H 11|
FAGRIIPe - Lz & & BB TH 2N A F V1RO AUCo-24f 1 R E
[LARD15~23%TdH - 721,
16.5 HEiftt
16.5.1 BEkS

AL A EE R A IS UC SRR A ~ F = 7 (200mg) & MR G- L & &,
5 L 72 BT RE D 80%A%7 H LLPICHEME S A1, 67%23FEH . 13%A8RHIZFE
OHENTZ, TDH) B RELERIEIE G 2 D25% (20% 133, 5%IEIK) TH -
721D,
16.5.2 REH/RS

A 0k 45 B L% 5312 4 7 R V#1200, 400 5% 1%600mg % 1 H 11
BRI G- L7z & & 0w AR BT 5 RELER O R FEE = (32 5-#
241 ) 134.3~7.9% T - 721,
16.8 ZDfth

4 =F = 7§200mgl HiE &, [ 235 20 2 8% 1 E R A o A Y 220 [
BT A FI4 v IO &, [ ~F =7 5E100mgl BIiA | % 1 4 45
LL7ze &, BmHBHFFE LIS, EYFENICASELE AR SR
7212),

17. ERPRRIE
171 BMERURSM(CET 258
(T4 STIT « PREKBZERMD ) ERIR)
17.1.1 BARICSF DHABEEIC K DERKRIFE
T4 TFNT AT Rt AR AR P FT M R (W5 %ot R FE N
SN A T F =T A VOVEREESE R MU 2 DR REETED IS BV 2 s
SEATYEIRERTED) 1396.2% (77/80) Ty VAEME THIE A X > b AEA751360.0 +
6.1%. VAEREFIAAEERILT761 £55%Tdh o 720 49BN IHHEIL I 75 M
BHZ 1T LY,
FED PR L Y 2 > (605 AL i B 2 i 31 0H)
FREAMY: 0 7 0k A 7 7 3 F1,200mg/m? (¥800mg/m?) % dayl
WZ3IERI 20T CRTREHET 0 7Y /L E Y 2 60mg/m2(¥30mg/m?) %
dayl. 2. SIZ1RFHIA T CHIEEET 5. ¥ ¥ 2 1) ZF ¥ (VCR)1.3mg/
m? (e k2mg) Zdayl. 8. 15, 2212k d 5. 7L F=vu > (PSL)
60mg/m?% dayl#* &5 day2l (¥day7) F TRIO%ELS T 5, 13X F=7
600mg#% day87* day63F TR 53 %, day29iZ X b b L ¥4 — |
(MTX)15mg. ¥ % 7 ¥ ¥ (Ara-C)40mg., 7¥ ¥ 2 ¥ V'~ (DEX)4mg
EHEET o
Ho [ s 0 CL 0 MTX 1g/m20 2415 [ FfiHE % day LICE T % o
Ara-C2g/m?(¥1g/m?) % 120 = & 1240], day2. 3ICEHET 5. A F
V7L F=vur50mgxlH2l, dayl. 2. 3IZH{ET %5, daylic
MTX15mg. Ara-C40mg. DEX4mg# i35, C2: A ~vF=7
600mg % dayl2: Hday28 ¥ TR S-9 %, dayllICMTX15mg. Ara-
C40mg. DEX4mg# i3 %, (CL/C2% 1% A 7 v & LT43 A 7 Vi
0 %d,)
MEFRED: 1 D) 4 ~F = 7600mg % daylh 5 day28 T TR 5T %, 2)
VCR 1.3mg/m? (it Kk2mg) # dayl \Z#Hi9 %, 3)PSL60mg/m2% dayl
A 6day5E THROKST %, 1), 2). &1ty b & LTEMIER
AERIHRRET % o
1E2) ML 5545 %% Complete hematologic response (CHR) : ###t
I % b 2w,
I ER=15x10%9L, M/ME=100x10%/L, M d3FEk0, o3
Bk<5%. HisbITEZ L

18. FEEE

18.1 1EFAKRF

1811 A F =7l Fuy vy 3 —CiFHEATH Y. in vitro fBRIZE
W, Ber-Abl, v-Abl, c-AblF T ¥ ¥ FF—BiEER%ET 5, HIZ, I
NSRRI - (PDGF) Z B K OSCFZBARTH 5KITOF v ¥ F
F— Xtk % % L. PDGFRSCFAMT A MINAN > 7 F W A5E %
B 1160 NBE A T VARACHE . in vitro RBIZBWT, c-Abl, PDGF
BRBROKITF 0¥ v FF— Bk, REMER L IZIZFEAEEICHES
617)0

1812 4 ¥ F = 7IISCFHIZ X AKITF 1 ¥ ¥ * F — B0 thiL K O°
GISTHEFEHAILIZ BV TILE S NZZKITF 0 ¥ ¥ FF— Lz 2 h e
MRS L 721819),

18.2 ber-abbEEFRMMAX EGISTHRRIC K T 5. EIEEIfEAX (&
FEE1ER

18.2.1 4 ¥F = 7%, ber-abliifz 38 AMINE & Ober-ablit fz -8B 5
N2 YRS BEYE FIE (CML) U3 2k > 7S Iis (ALL) B Mg o3
AR L7ze F720 in vitro iRERIZ B\ Ther-ablift fz 1B Mg 126 L
7R M=V AFEMEM 2R L. CMLEL O ALLEE O FKAS i % O 4~ 7
NVEHGZza0 = —BEGRE T, ber-abB{EZFRBla 0 = — DR 2%




RIS L 72 14152027)

1822 4 <F =713, ber-abLBfETF MM Z BAE L 225~ 2 12Bw»
T B OB A % B L 7219,

1823 /1 v F =71, KITFa ¥ v FF—E»id Mm% L. @
AL BRUMESS (GIST) g g o My 2 Bk L 720 F 720 A = F =
& W - (SCEMRAEMEL 7 R b — ¥ AERIZBHE S v, GISTHE
N2 B 2 78 b — ¥ MK L 721819,

19. B ICRET DI LEHNHE
— W% FR - A ~F =7 A 2OV (Imatinib Mesilate)
1b2:44 @ 4-(d-Methylpiperazin-1-ylmethyl)-N -[4-methyl-3-(4-pyridin-3-
ylpyrimidin-2-ylamino)phenyl]benzamide monomethanesulfonate
433 C2oH31N70 - CH403S
Grfat 1 589.71
PR AR F =T AVNVBREAO~RENUI) TuRLoBETH
5o
AETRITHBD THEITR T Y AF VANV KRF Y FIZETFRT
AV AF 7= VIZRREFR T T8 7 = (995) ITiETFIC<
vy,
1boAR I
N/\

N

CHsSOsH

*%22, EE

(ARF=Ti100mgBHEL
Weoe il

AIF=T§g200mglBEAE ]
A

23. FEX@k
1) HARNIZB 2 3P EHRESH (7)) Xy 7 5 7k 0 20014E11 H 21 H K
WA AR ZEAN3)
2)IEI NS BT B3 BHREREL (277 ) Xy 7 A 7 )b 1 20014F11 H 21 H K
A HEHE R EA3)
3) HAR NI ALAE T 5 B 2 B U B BBkt (7 ) Ry 72 h 7k
WV 20034E7 H17H R, HEEERHEEA~1.(1))
4) FEPFIC B 2 RARE - B EGISTEF 103 % TR RS (77 )
Ny 7 H T 20034ETH1TH AR, B RS b.1.(2).1))
S)AENEEL + 4 < F = 7 5E100mgl Wi 10 W1 IR SRS B 5 5
j2gs
6) AEWEEIRNHF(Z ) Xy 7 F 7R )b 2 20014611 H 21 H KGR, HHRE R
WEZEA3.(1).1))
7V MBI 23 ERE (7 ) Xy 7 7 b 1 20014511 H 21 H KR,
i E)
Q) HHDEE (Y Ny 77 )b 20014E11 H 21 HAKFE, s ERE %
~.3.(1).2))
9) ML FVE & DR A (EAMAR) (7 )Xy 7 71b 1 200141121
HKRE, GG R ZEAN2.(2) 4))
10) MAER VE & DFEG (F ) Xy 7 5 7)) 2001411 H 21 HARGE, HEs
BRHEZN2.(2) 4))
1IDAME NS BT 2 SR OF R BRI (7)) Xy 7 9 7 2 )v 2 20014FE11
H21HAR, HEE&EFHEZE~3.(5))
12)FLNEERL © 4 = = 7 §200mgl WG 1o i P (A4 25 04 [ 5 3R
I e pray 2 =8
13) Yanada, M. et al : J. Clin. Oncol. 2006 : 24(3) : 460-466
14)F vy ¥ F—Xil, 7 v 35— BRI bE L O A
T FIMEEIRT BIEH (7)) Xy 7 5 7R v 0 20014611 H 21 H A&
B HEHE R R 2)
15)Druker, B. J. et al. : Nat. Med. 1996 ; 2(5) : 561-566
16) PDGFZ KK O c-KitF 1 ¥ v FF—E 2 A L7MIBN > 7 F VAmELIS
5 AIEH (Z ) Ny 7 A Tl 20014E11H 21 HKEE., WS RS
.2)
1) EREWOF O ¥ FF—BHERIST T LEM (T IRy 2T
20014F 11 H 21 H7REE, WGSBS R.3.(2))
18) Heinrich, M. C. et al. : Blood. 2000 ; 96(3) : 925-932
19) Tuveson, D. A. et al. : Oncogene. 2001 ; 20(36) : 5054-5058
20) Carroll, M. et al. : Blood. 1997 ; 90(12) : 4947-4952
21) Deininger, M. W. N. et al. : Blood. 1997 ; 90(9) : 3691-3698
22)le Coutre, P. et al. : J. Natl. Cancer Inst. 1999 : 91(2) : 163-168
23)Fang, G. et al. : Blood. 2000 ; 96(6) : 2246-2253
24) Oetzel, C. et al. : Clin. Cancer Res. 2000 : 6(5) : 1958-1968
25)Kasper, B. et al. : Cancer Chemother. Pharmacol. 1999 ; 44(5) : 433-
438
26) Verstovsek, S. et al. : Cancer. 2005 ; 104(6) : 1230-1236
27)Kawaguchi, Y. et al. : Leukemia. 2001 : 15(4) : 590-594
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