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BERRICEILS. BEXE TOREKICENERVERME
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W | A~F=75100mg NIG) é?ﬁs‘;f;ﬂi%ﬂ’ﬁﬁﬁ’&E'TE&BEL’Tfﬂz‘_éf’&b FHNE BRI ZODK

ey | (T ARERE~RCEAEONTEBAD DT 1 LA LS R = -
RS Il THRAT 52 &
7.2 FHggeiaE & RN
) ‘ \ % 0 9.1mm PR (C U vE >, AST, ALT) O LAMRD LR
e ) J2& 1 37mm BARKEL SRS REHG TS L. (82, 93, 1115 &
— Hi : 195.7rng Eﬁ]
#AIT— F | NIG IM 01 UYL E S fi/AST, ALTH BHEWE

T 12 VB BT ET M e

. %hA % (CML) .\ WACRRIENE | ) o pee v | LE UV E AHATLERE R

OB 14 BB 5 s 5 (GIST). 7 ¢ 77| ) S IMRER - AT, ALTH
KIT (CD117) BBiH(LeE =3 T 4 T Gt R b R 2 N N D25FEAR AT 5
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8.6 EIYENH L bNDLZ LD DHOT, EMMIZMEA % I
L. Blg2 1512479 2 ko [1117 &)

87 BHELBRENDHLDONLI LN HLDT, EMIYICEHIEH
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9.3 FFREEEEE
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DFER A R % F 72 208 ] SRR T 5- X 57 D 30me/kg/ H PALE
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5. @SB oFLEE (30K 60mg/kg/ HP%5) OFEBIEE O
IMAsA b7z OEEDRD Do F 72, FFEHMEIRE L LT, DliE
DRER T YRR O SEBUHRE OB A S Tz & OFRED D 5 o

16. EYENRE

16.1 MARE

16.1.1 REHRS

(1) AXF =7 XA I)VEE S 721200, 4008 600mg% HA A D
BEE R E AR R (B (C1H1R28H MR OG- L
7ol &, BE5T7TH HIIZEEIREBISEL . Cmax X FAUC2413#)
G DL1~27f ¢ o720 #%51H B RO28H B (EH#IKEE)
DWFIUI BT b Cmax e FAUCo24 3 G212 HBI L, ARNE)
RIIHIETH - 720,

e e Cmax AUCox Tiz
B a #'H (ug/mL) (ug- h(}mL> (h)
200mg 1HH 0.735+0.149 778+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) SEANOBEFFHEAMREE A ~F =7 2 2 )VEREY 7'+
JV25~1,000mg™® % 1H1EdH 5\ ikl H 2025500 T RAERE % 5-
L7z& &, M A ~F = 7RIS 7H HICEERIREEIEL .,
a5 OEFIRETOAUCIE WS &G &I 6 L, &
NEJREIZAIE Tdh > 722,

200, 400% 1¥600mg? 1 H 1A S AR 4% 512 BT, shRe <
I A= HIFHANTORE &[5 TH - 720,
) PR R I VoS A AR RR R K i LR T H 600mg. AT
IFEEHCIHB00mgTH %

(B) A ~YF =T AVIEEES 7 400mgx H AR AN DOYIRARE i
A OKIT (CD117) Wtk b i i 5y 5 21 H LIRI29 H 1
FAEREORS- L (5420 B L OBH B IZKR3E) o Cmax
AU Co2l I 9 A5 1 A A 572 TO7~26F T o 723 4,

S Cmax Tmax AUCo24 Tz
PSR BIR | mL) (h) (ug-h/mL) (h)
400mg | 1HH 251100 | 323+191 34.7+136 155+19
OF1) | 20H E* | 286087 | 324%205 476170 200x49
¥ 1 n=8 CPI5fiE + R )

16.1.2 £YFEIRZEMHEER
4 ~F = 74100mg [NIG] & 7)) Xy Z74E100mg% 7 O A+ —
N—=RI2 L) BERABTFICENLENLE ((vF=7ELT
100mg) % # B A IS L C I R 2 bR 1 % 3058 L.
o N7-3EYERE S5 X — % (AUC. Cmax) (22 TI0%EHA
X [0S CRERTHINT % 47 o 7245 9. log (0.80) ~log (1.25) O
FINTdH Y . WA DAY RS EARERR 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
7y ria0omg | S | DR | 210=062 | 1176136

(P + R ZE . n=20)

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

Ty = B n=20

I 4 (ng/mL)

18 24 30 36 42
P51 ORF (h)
MAE R LI ONIZAUC, CmaxZE /8T 2 —F1x, #bE 0
;g);\ PRI OFRIEL - R EFE OFRERGATIT K o THZe 2 T REMEAS
éo

16.2 IRYY

16.2.1 BEKE
A F =T X VIVIEIE S 7 2 v 400mg & B A BRI 14 5
L7 & ZO&EWFENFIHZIZI83% TH - 726,

16.2.2 REHRS
AR O 8 P B IR A 12400mg & 1 H 1] RS RS L% 5
L. EEREICBWCEB&E FECIRH L2256, 2ZERR
F & B L CCmax X NAUCo24lE A L7228, 2 215% K O
T%DILTTH Y . FERIICHEIC R SR nwEEZ D 8,

16.3 2
I=F =70 MIEEANDOHBEERILn vitro S THI95% T
HY, FIZTNVTI VRGP a - FREEEAEEE L. U REAN
DFEFIZITEAERL N o729 10,

0 6 12 48



16.4 XH
HARNDEMEEFEMEAIMFER A ~TF =7 2 2 VERE S 7V
200, 400K U%600mg# 1 H 1l B 3 5- Lz & &, FAHm T
& BN A F IWVARD AUCo24fEIX RZALARD15~23%Td - 72V,

16.5 it

16.5.1 BEH%S
AVE N N UCHER A ~F =7 (200mg) % B S-
L7z& &, %5 L2gtie080%457 H LI HEM S 4. 67%4°
#rp, 13%HIRAFIZED SNz 2D ) bREEKIZHGED
25% (20%133E. 5%I3IR) TH - 7210,

16.5.2 REHRS
HARNOEE A MREE A v F =7 X VIVERIES 72
200, 400K U600mg# 1 H 1B BUAERR 13 5- L 72 & & O iR
{;}‘Hé?ﬁ%ﬂ:%@%*%ﬁfﬂ'%& (P& 5-1%24H5 1) 134.3~7.9%C

- 721 o

17. BRERRIR

171 AZMERUREEICET 558

(74 277 « THREEFBESMY /A MR

1711 ERICH T 3 HrREEIC L DERRITR
T4 TTIVT 4 THEAREEEYE ) MR IR EE (W3S %
MRICER SN A ~F =7 X 2 OVERM§E % AL 7 0F %
‘HEED 2B B M58 A 2 D) (396, 2% (77/80) T. 14¢
FEPME £ N> N AEAFERIZ600£6.1%, TERFRIAEGFRIE76.1 =
55%“(219)07;0 A9FNE IR Lﬂ?flﬂﬁ'ﬂ?ﬁ%ﬁﬁﬁbtm

HD BERL Y X Y (f60m DL I-O)Fﬁl 29 % i 2 IH)
IS AR Y7 0Kk A 7 7 3 F1200mg/m? (%800mg/m?) #dayliZ3
R 2T C AT 5. ¥ /W E Y Y60mg/m? (¥30mg/m2) %
dayl. 2. 3IZ1ERI 2 CHlEEET %, €27 1) AF >~ (VCR) 1.3mg/
m? (& K2mg) #dayl. 8. 15, 2212#Ed %, 7L F=vu > (PSL)
60mg/m?%dayl”: 5day2l (*day7) T CRIIELGT 5. A ~F=7
600mg# day87%* 5day63 F TR G- 5, day29l2 2 M b L FH— b
(MTX) 15mg. ¥ % 9 ¥ ¥ (Ara-C) 40mg. 7¥% 4% >~ (DEX)
Amg% HFE T 5.
Hh[E O FRE 0 CL - MTX1g/m20 241 [ R e % day LICFE T %0 Ara-
C2g/m? (¥lg/m?) % 12K 2 & 124l day2. 3ICEHET 5. AF VT L
F=v'1 »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
Hd 5. (Cl/C2EITA 7 Ve LTAT A 7 Vi) K ,)
HEFRED: 1) A ~F =7600mg#% dayl Hday28F TRIIS53 5, 2)
VCR 13mg/m? (fxk2mg) ZdayliZ#iFEd %, 3) PSL60mg/m2% dayl
A HdaybE THROKG$ 5. 1), 2). 3) &1ty b & L CEMBRER2AE
RS 5 o

12) MifF 154 5% Complete hematologic response (CHR)
R 2 b 2 v,
ﬁ?¢£k>1 5x109/L. IM/MX=100x10%L. I DFERO,
<5%. #AMITRZ L

18. FaHFIP

18.1 1EA#F

1811 A xF =7l Fuayry*+—PEUEHEERTHY . in
vitro RERIZ BT, Ber-Abl, v-Abl, c-AblF 1B ¥ ¥ &+ —Eih
PR EET 2, HIZ, MMIHREER T (PDGF) S# R
SCFZEMETH HKITOF Y v FF— P2 HE L, PDGF
RSCED T MBI Y 7 F VGER HES 519 15, N-fii X F
IVIRACE X, in vitro BERIZHB\WT, c-Abl, PDGFZZME K Y
KITFu ¥ r ¥+ —EiEs .. REMUE L IZIZEFEIHE S
Z_)IG)O

18.1.2 4 <7 = 7IESCFHI#IZ X AKITF 1 ¥ ¥4 —Eoiftt
L OGISTEEHEMBICB W CIHE S LAZKITFO Y ¥ F
F— Vi  ZNENHE L7217 18,

18.2 ber-abl Bz FIBEMRAX (ZGISTHRICX T 5. 5

MEHMER X T mEE1ER

18.2.1 A ¥F =71&. ber-ablitfz T35 AMIL K Ober-ablii (5138
H23A 6 B B g Ermm (CML) XSk 73R
9% (ALL) HIskML o3 % 3 L 7z. F72. in vitro RERICH
W Cher-abliE B MM L7 R b — 2 ZFFEER %R L.
CMLF OFALLEE O KR MK SE# > 7V EHw/iza0 = —
TERGAER TlE, ber-abli#ifn 7383l o 0 = — OJEK & BRI FLE
L7713 .14) 19) -26)

18.2.2 1 ~F =7, ber-ablitfz 1B P EMAE % B L 72305~

IZBWTC, EB DT AT AR & ] L 721,

1823 A ~F=7%, KITF T v F+—Er43 2 Ml bus %
PO L. THACE IR ESS (GIST) 3 H Sk oo i i i o 2 10
L7 /20 A F 7L Y EBMBKNT (SCF) MKEM7
R —=T AERIEAES L, GISTHIILIZBIT A 7R = A
Rk L 7210 19,

19. AR ICRET 3 IEB{LERIFIR

—REHATR A ~F =7 X 3 )VEERKE (Imatinib Mesilate)

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

532 0 CaoHaiNZO - CH403S

GrFat 1 589.71

R B ~REBOR RO R TH S,

RO

Bk 3Bk

%k

koK

koK

bt

(\N H H
T Tyt

- H3C-SOsH

22. A
100 [10§8 (PTP) x10]
23. IE)‘CM
D HAEANZ FMBRERAL (7 ) X v 7 77 &)b 5 20014

11H21El7¥<§ﬂ\ R ERHEEEAN.3)
HHEINIZ B 2 EWBRERGEE (77 Xy 7 9 7 R)b 5 20014F
11T H21HAGE, WG EESEA3)
HAR NS MBS B E B 2R EERGE (7)) Ny
7 7Jc)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, B G5 ERBE

F1(2) 1)
FEPTER A AR [ S SR
EWRRIE (7)) Xy 75 7 2b 5 20014E11 H 21 HA&GE.
Eﬁ‘i”’ﬂiﬂﬁ'\S 1 1)

ioHZ)%%@Jﬁ'E () Xy 757+ 20014E11 A 21

E|7¥<u“ FAMEH)

$@?m<7u«/7ﬁ7k» 20014E11 H 21 H7&RR, H
FEEHEEAS. (1) 2)
MEEEFE & oOfGG (BEMEGE) (FIRv s TR,
2001¢11H21E|7¥<w TREEAHEZE~2 (2) 4))

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

7¥<§'?&\ HEFE R~ 2. (2) 4))
FHEINIZ BT AR K O E R BREPRIER (7)) Ry 75 7
V5 20014E11 A 21 HKFR, & EHEZEAN3. (5))
Yanada M. et al. : J.Clin.Oncol. 2006 : 24 (3) : 460-466
FO Ly FF—XiGtE, 702 — VAR g
CHIFEN > 7 F WA lZxd 3 2760 () Xy 725 7
20014F11 A 21 H KGR, EPEﬁﬁ’H WEEE R 2)
Druker BJ. et al : NatMed. 1996 : 2 (5) 561566
PDGFZHEMAE K NcKitFa v > FF—¥ x4 Lf’fﬂiﬂ'ﬂV\] DA
AR A1E/H (VX 75 72 20014E11H21 H
TGRS EF'E TR R 2)
FREYOT 0 FF—EHEEIST BER () Xy 7
7170V 20014E11 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\WN. 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 BEHEFTR-—bEr s —
T930-8583 LTS HH#E1 T H 6721
TEL (0120) 517215
FAX (076) 442-8948

26. BERTTEEF

26.1 SGERRFETT

BEILIxBEIHZsxaxn

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

BEL

Nichiiko & LU T 5 B
26.3 BR5c

HAZERIERISH
KRHRREEEETH1E1S

2)
3)
4)
5)
6)
=
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
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