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LR - BEIRO AT - SRR ORY LR (60mg/keg/ H %
5. @SB oFLEE (30% 60me/kg/ HP%5) OFEHIEE D
IS b7z OEEDRD Do F 72, FFEHEMEIRE L LT DliE
DRER T LR OSSR OB A A S Tz & OIRED D 5 o

16. EYENRE

16.1 MARE

16.1.1 REHRS

(1) A~XF =7 XA IVEE S 721200, 4008 600mg% HA A D
g R E AR (B (C1H1R28H MAERE OG- L
7ol &, BE5TH HICIZEEIREBISEL, Cmax X FAUC2413 %)
F#EGDOL1~27fE o720 #%51H B RO28H B (FEH#IKEE)
DWFIUI BT b Cmax e FAUCo24 3 #5212 HBI L, RS
RIIHIETH - 720,

e m Cmax AUCox Tz
By it #'r 1 (ug/mL) (ug- h(}mL> (h)
200mg 1HH 0.735+0.149 7.78+153 10504
(341) 28H H 112=016 167=06 170%2.1
400mg 1HH 141%041 194+71 124%19
(3f1) 28H H 2.14+067 332+149 18049
600mg 1HH 2.05%0.65 311111 143%31
(6#1) * | 28HH 394%252 66.1+40.8 182+34
¥ ERIRIET — & 13561 (Pl = R )

2) SEANOBEFFHEAMRNEE A ~F =7 2V )VEREY 7'+
JV25~1,000mg™ % 1H 1 5\ d1 H 2R 50 T RAER RS-
L7z& &, M A ~F = 7RIS 7TH HICIEERIREEIEL .,
WEFES T CEFIREETOAUCIT VTN S F 581G L, &
NEJREIZAIE Tdh > 722,

200, 400% 1°600mg? 1 H 1A RAFRE 512 B\ W T, S EhREE <
FA—FHIFHARANTORE L F%ETH - 720,
V) PR R I VoS A AR RR R K i LR T H 600mg. AT
AP CIHI00mE TH %o

(B) A ~YF =T AVIEEE S 7 400megx H AR AN DOYIRARE i1
A OKIT (CD117) Wtk b/ i i 5y 5 121 H LIRI29 H 1
FAEREORS- L (5420 B L OBH BIZKR3E) . Cmax
U AUCo2al 3R A2 G-\ AR G- TOT~ 261 Tdh o 723 4,

S Cmax Tmax AUCo24 Tz
BSR ) BSRmL) (h) (ug-h/mL) (h)
400mg | 1HH 251100 | 323+191 347136 155+19
OF1) | 20H B* | 286087 | 324%205 476170 200x49
¥ 1 n=8 CPI5fE + B fF )

16.1.2 £YFEIRSEMHEER
4 ~F = 7%100mg [NIG] & 7)) Xy Z74E100mg% 7 O A+ —
N—=2 L), BERABTICENLENLE ((vF =7 LT
100mg) % # B A T3S L C I R 2 bR 1 % 3058 L.
o N723EYERE S5 X — % (AUC. Cmax) (22 TI0%EHA
X [0 CRERTHNT % 47 o 7245 5. log (0.80) ~log (1.25) O
PINTdH Y . WA DAY RS AR S 7z,

HENT A% BEINT A=Y
AUCos Cmax Tmax Tz
(ng - h/mL)| (ng/mL) (h) (h)
{~<F=7%100mg | 565676 | 52260
INIG) 132397 | *l4pg3 | 218F065 | 1211+178
7o ria0omg | S | DR | 210=062 | 1176136

(P + R ZE . n=20)

800
700 | —e— { ~F=7%E100mg [NIG]
w00 L ==-0-+ 71 Xy 7 §E 100mg

Ty = B n=20

I 4 (ng/mL)

18 24 30 36 42
P51 ORF (h)
MAE R LI NIZAUC, CmaxZED/87 2 —#13, #bE o
i);\ PRI OFRIRIEL - R EFE OFRERGATIC L o THZe 2 T REMEAS
é o

16.2 IRYY

16.2.1 BEKE
A F =T X VIVIEIE S 72 v 400mg & i B BRI 1 G-
L7 & EO&EWFENFIHZIZI83% TH - 726,

16.2.2 REHKS
AR O 18 P B IR A 12400mg & 1 H 1] RS RS L% 5
L. EWHREICBWTERPE L MR L7256, 2R
F & B L CCmax X NAUCo24ld A L7228, 2 2E15% K O
T%DILTTH Y . FERIICHEIC R SR nwEEZ LD 8,

16.3 2
A< F =7 DL MUFEEANOEEFILin vitro KB TH95% T
HY, FIZTNVTI VR a - FREEEOEEE L. U REAN
DFEFIZITE A ER LN o 729 10,

0 6 12 48



16.4 {55
HARANOBESFEA M EE A ~F =7 X 2 OVERE S 72
200, 400K U%600mg# 1 H 1l B 3 5- Lz & &, £R_Hm T
B BN A F WVARD AUCo24fB I E R AL D15~23%Tdh - 72V,

16.5 HEit

16.5.1 BEH%S
AREL R EE B A HCHERE A <~ F =7 (200mg) % HIAEE 1% 5
L7z& &, %5 L 72 stae 0 80%A37 H LI HEM: X v, 67%78
Frh, 13%DIRPICED SNz D) bRELKIZRGED
25% (20%133E, 5%IZIR) TH o720,

16.5.2 RIEHRE
HARN OB S A IFEERE A ~F =7 AV IVERIE S 72
200, 400% V600mg# 1 H 118 SRR 455 L 72 & & s HREE IS
{gﬁé?&%ﬂ:%@%*%ﬁﬁ% (P& 5- %245 1) 134.3~7.9%C

- 721 o

17. BRERRIR

171 AZMERUREEICET 355

(74277 « PTHREEFBHEAMY /A MR

1711 ERICH T 3 HrREEIC K DERRITR
T4 TTIVT 4 THEAREEEYE ) MR IR EE (W58 %
MRICERS N4 ~F =7 X 2 OVERE§E % AL 7 0F %
‘HEED 2B B M 58 A R D) (396, 2% (77/80) T. 14¢
FEPIME £ N> N AEAFERIZ600£6.1%, TERFRIAEGFRIE76.1 =
55%“(219)07;0 49BN LR Lﬂ?flﬂﬁ'ﬂ?ﬁ%ﬁﬁﬁbtm

HD BEAL Y XY (f60m DL I-O)Fﬁl 269 % s 2 IH)
AR T Y70k A 7 7 3 F1200mg/m? (%800mg/m?) #dayliZ3
R 20T C AT 5. ¥ WV E Y Y60mg/m? (¥30mg/m2) %
dayl. 2. 3IZ1EfI 2 CHlEEET %5, €27 1) AF >~ (VCR) 1.3mg/
m? (fK2mg) #dayl. 8. 15, 2212#iEd %, 7L F=vu > (PSL)
60mg/m?%dayl”: 5day2l (¥day7) T CRIIELGT 5. A ~vF=7
600mg# day87%* 5day63 F TG 5, day29i2 2 M b L FH— b
(MTX) 15mg. ¥ % 9 ¥ ¥ (Ara-C) 40mg. 7¥% 4% >~ (DEX)
AmgH HFET 5.
Hh[E O FRE 0 CL w MTX1g/m20 241 [ 5 ifE % day LICFE T %0 Ara-
C2g/m? (¥1lg/m?) % 12K T & 124l day2. 3ICHEHET 5. AF VT L
F=v1a »50mg#1H2H, dayl. 2. 3I2¥HET 5. dayliZMTX15mg.
Ara-C40mg. DEX4mg#x #ii¥3 %, C2: 4 ~¥F=7600mg%xdayl’h 5
day28 F TS %, dayliCMTX15mg. Ara-C40mg. DEX4mg# i
HT 5. (Cl/C2EITA 7 Ve LTAT A 7 Vi) K ,)
MEFRED: 1) A ~F =7600mg#% dayl Hday28 F TR 3 5, 2)
VCR 13mg/m? (fxk2mg) ZdayliZ#iFEd %, 3) PSL60mg/m2% dayl
A HdaybE THOKG§ 5. 1), 2). 3) &1ty b & L CEMBRIERAE
LS 5 o

12) Mif2F 1564 %% Complete hematologic response (CHR)
Rl 2 b 2 v,
ﬁ?¢£k>1 5x109/L. IM/MX=100x10%/L. I D3FERO,
<5%. HAMITRZ L

18. FuHFIP

18.1 1EA#F

1811 A F =7l Fuayry*F—PEUHEHEERTHY . in
vitro RERIZ BT, Ber-Abl, v-Abl, c-AblF B ¥ ¥ &+ —Hih
WREET 2, HIZ, MMIHREER T (PDGF) & E RO
SCFZEMETH HKITOF Y v FF— Pk %HE L, PDGF
RSCED$ MBI Y 7 F VGEE HES 519 15, N-fii X F
IVIEACE X, in vitro BERIZHB\WT, c-Abl, PDGFZ#ME K Y
KITFu ¥ r ¥+ —EiEts .. REME L IZIZEFE I HE S
Z_)IG)O

18.1.2 A <7 = 7UIESCFHI#IZ X 2KITF 0¥ ¥ ¥ F—EoiFtt
L OGISTEEHEMBICB WIS LAZKITFO Y ¥ F
F =V  FNENHEL 7217 18,

18.2 ber-abl Bz FBEMRAX (ZIGISTHRICX T 5. 5

MHEHMER X T mIEE1ER

18.2.1 A ¥F =71&. ber-ablitfz T35 AMIL K Ober-ablii (138
H23A 6 N2 B g Eamm (CML) UZEE ) 7 sEHi
9% (ALL) HIskMfLo¥shi % 3 L 7o F72. in vitro RERICE
W Cher-abliE R B MM L7 R b — 2 ZFFEER %R L.
CMLE OFALLEE O KR MK SE# > 7V EHw/iza0 = —
TERGAER Tld, ber-abli#ifn 7383l 7 0 = — OJE K & B2 FLE
L7713 .14) 19) 26)

18.2.2 1 ~F =7, ber-ablitfa 1B P EMAE 2 B0 L 72305~ >

IZBWC EB OIS AT AR % ] L 721,

1823 A ~F=71%, KITF T v F+—EL243 2 Mg %
PO L. LB R RESS (GIST) 3 i Sk oo fl i o % 10
L7z /20 AFo7IL YV EBMBKNT (SCF) MKEM7
R =T AERIEAES L, GISTHIILIZBIT A7 R = A
Rl L 7210 19,

19. BRI ICBET 3 IEB{LERIFR

—REBATR A ~F =7 X 3 )VEEKE (Imatinib Mesilate)

b4 : 4- (4-Methylpiperazin-1-ylmethyl) -N- [4-methyl-3- (4-
pyridin-3-ylpyrimidin-2-ylamino) phenyl] benzamide
monomethanesulfonate

532 0 CoHaN7O - CH403S

Grfat 1 589.71

R A ~REBOR RO R TH S,

IR D

Btk 3Bk

%k

koK

koK

bzt

(\N H H
T Tty

- H3C-SOsH

22. A
100 [10§8 (PTP) x10]
23. IE)‘CM
D HARNIBT 2 EWEERA (7)) Xy 7 717k 5 20014

11H21El7¥<m\ RS ERHEEEAN.3)
HHEINIZ B 2 EWBRERGE (7)) Xy 7 9 7 R)b 5 20014F
11T H21HAGE, WG EEEA3)
HAR AL E BB ES B E B 2R EERGE (7)) Ny
7 7“1’_’)1/ 20035157)51 17 H A, E‘ﬁ%'@?*/w}f%’\l. 1)
ENIZ BT 2 UIBEAEE - B PEGIST RS 1283 2 48 TTARERR
ﬁ%(?UA;7ﬁ7kw 20034E7 H17H KGR, HIF5 SRR

M1 (2) 1)
FEPTER A AR [ S R
YRR (7)) Xy 75 7 2)b 5 20014E11 H 21 HA&GE.
Eﬁ‘i”’ﬂiﬂﬁ'\S 1 1)

ioHZ)%%@Jﬁ'E ()X 757+ 2001411 A 21

E|7¥<u“ TAWEH)

$@?m<7u«/7ﬁ7k» 20014E11 H 21 HA&RR, H
FEEHEEAS. (1) 2)
MEEEFE & ofGG (BEMEGE) (FIRv TR,
2001¢11H21E|7¥<w PREEAHEZE~2 (2) 4))

WERHE &S (F) XNy 21 7x)V; 2001411 H21H

7¥<§'?&\ HEFE R~ 2. (2) 4))
FHEINIZ BT AR B O E R BREPRIER (7)) Ry 75 7
V5 20014E11 A21 HKFR, & EHEZEAN3. (5))
Yanada M. et al. : J.Clin.Oncol. 2006 : 24 (3) : 460-466
FO Ty FF =X, 702 — VAR g
CHIFBN > 7 F A3 260 () Xy 725 7
20014E11 A 21 H KGR, EPEﬁﬁ’H WEEE R .2)
Druker BJ. et al : NatMed. 1996 : 2 (5) 561566
PDGFZHEMAE K NcKitFa v > FF -z 4 Lf’fﬂiﬂ'ﬂV\] 7T
AR A1E/H (VX 75 72 20014E11H21 H
TGRS EF'E TR R 2)
FREYOT O FF—EEEIST BER () Xy 7
717 R0V 20014811 B 21 HKRE, BFEERMEE K3, (2)
Heinrich M.C. et al. : Blood. 2000 ; 96 (3) : 925-932
Tuveson D.A. et al. : Oncogene. 2001 ; 20 (36) : 5054-5058
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
Fang G. et al.
Oetzel C. et al. :
Kasper B. et al.:
(5) 433438
Verstovsek S. et al. : Cancer. 2005 ; 104 (6)
26) Kawaguchi Y. et al. : Leukemia. 2001 : 15 (4)

24. XEFERERVEVEDER
HEIHRASH BEMEFT A2y —
T930-8583 LTS HH#E1 T H 6721
TEL (0120) 517215
FAX (076) 442-8948

26. BERTTEEF

26.1 SGERRIETT

BEIIxBE I HZsxax

Nichiko = LT 5w 1T BHE6&HE 21
26.2 F5TT

BEL

Nichiiko & LU T 5 B %
26.3 BR5c

HAZERIERISH
KRHRREEEETE1E1S

2)
3)
4)
5)
6)
7 e
8)
9)
10) i
11)
12)
13)

14)
15)

16)

17)
18)
19)
20)
21)

22)
23)
24)

- Blood. 2000 ; 96 (6) : 2246-2253
Clin.Cancer Res. 2000 : 6 (5) : 19581968
Cancer Chemother.Pharmacol. 1999 ; 44
25) 1 1230-1236
1 590-594

f*iﬁ%*

THB#E?2I

A-01



