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FpeHE - B O FLEE - WO EEHE (60mg/kg/H¥
5. W o FLEEE (30 060mg/kg/ Hix4-) OFEBUHED
BmpA LN OREDD D Fioy FFMWHIHEL LT, L
[ D HER B O PR D FEBIHE DB AIH S N7z & DG H D %o

16. EYEIRE

16.1 MHBE

16.1.1 REH®RS

(1) # 7 #1200. 4005 0°600mg % H A A 185 Bk 1 s
HO(BRAEW) (CLHIMI28H MR AERRH G- Lz &, & 57HH
WIZEHIREITE L, Coac L PAUCo20E BN B F2 5-01.1~2.74%
Lipodze HGIHHKU28HH (GEHIREE) owdicBnTd
Conas L OVAUCo200 3P G- 2B L ARNEEIERIE TH - 72V

HA KN OBVEE RIPEE M 8 (PRSI LH I BRI 3S- L 7z &
DIEYEREI ST X —F

ke L - Cinax AUCo-24 t12

BIE | #5H (ug/mL) | (ug-h/mL) (h)

200mg 1HH 0.735+0.149 7.78+1.53 10.5%0.4
(3f1) 28HH 1.12+0.16 16.7+0.6 17.0+2.1
400mg 1HH 1.41+0.41 19.4+7.1 12.4+1.9
(3f1) 28HH 2.14+0.67 33.2+14.9 18.0£4.9
600mg 1HH 2.05+0.65 31.1+11.1 14.3+3.1
(6f1) * 28HH 3.94+2.52 66.1+40.8 18.2+3.4

¥ EHRIRE T — & 12561 [P = SD]

(2) HhE N OIS B T M B 7 2V AI25~1,000mg %
TH1IE & 5 W IE1H 2N 50 TR RS- L2 2 &, Hurp A
< F = TG TH B3 EIREBIE L, WhE S RO
?ﬁg%vwmmuwfn%&%%mwML\WW@%H%
2 Cdho 72,

200, 400 0°600mg 1 H 1 ARSI 18 G2 BT, SE B
N5 A= FMEIEAARNTORRE L A% TH 72 (1BHEERTEE
MRV A3 2 AR ER R K 318 PR C1H 600mg. B 4TI i
AN TIH800mgTH %) 2,

(3) # 7 NH400mg % H A A Y BA fE i3 i % oKIT
(CD117) P PENS LA W55 T H 1129 H [ SRR T
5172 (w520 H R O3H BIZK#) o Cmax 2 (FAUCo-24
AP GAZ ARG 572 T0.7~2.6f5 TH - 728 Y,

HAR N DAL M NE S B S 1 H LI AR e - L7z & & o SR spig s
5 A =% (WS #H2H0 0L O3H HIZKE,. Day29i38641)

L u Crnax tmax AUCo-2 tie
BSROEGH ] GomD | @ e bvmD| @
400mg 1HH [2.51+1.00/3.23+1.91(34.7+13.6| 15.5%x1.9

(9%1) 20HH*|2.86+0.8713.24+2.05|47.6+17.0| 20.0=4.9

% 1 n=8 (34t +SD)

16.1.2 EMFHIEFMHEHER

A<F=78100mg [+ —1TF] &7 Xy 7§EI00mgE. 7
OAF ==L D ZENENIHE v F=TLLTENTE
N100mg) e BE I A B3 - Lt £ L Iml R T 8 5 L Cam s b ok 2
bRREZME L, o8B s 5 2 —% (AUC,
Comax) 122 T0 % 15 BA X [ 95\ THEEHENT % 17 o 7285 8.
log (0.80) ~log (1.25) DHPATH 0. WA DAY 1 [H 55
PEAFER S 72

HHBRE ST A — %

N AUCo-9% Crnax tmax 12
(ng * hr/mL)| (ng/mL) (hr) (hr)
A2 F= T4
OOmg 4 /5| 24| 694742128 |443.6+123.8) 2.96=1.44 | 14.06=3.16
70X 75 oy | 6306+2180 452.6+157.5) 2.94=1.45 | 13.33%3.04
100mg
(P41 = SD)
(ng/mL)
600 |
—O0— A X FZTEHL00ng [H—/N\7F |
500 —— 7 1 Xy 7 §E100mg
ul TAfE+SD, n-24
;?
7
1
A
5
3
E
0 6 12 24 36 48 72 96 (hr)
#E5%EHE

M 4 <5 = 7REOHER

MLEHEEE G ONIZAUC, Crad5 D785 A —F13, BRERF D BEIR,
M OFRILMIEL - WSO RERSAC X > TR 2 REMED D 5

16.2 IRIX

16.2.1 E@EiZE
H 7RV FHA00mg & EHER A ERE O G- L7z & & oW
A 1398.3% Td - 729,

16.2.2 RiE#HS
AL 08 A 6 1 a9 A 12 400mg & 1 H 11l A #% P 5
L. EFIREICBOCERIEA L FIRHCIRE L2E. 2SR
MR & L8 U T Cmax e FAUCo 24l IR L 7275, 2 N15% M
Y7%DETTH Y BIRIICHEICZ S 2w EZ bND Y,

16.3 9%
f<vF=TOb MIFERANDREEF L vitroREETH95%
ThHY, FICTNVT IV RUTa-BUEREED EHAGL. ) KRE
EANDEAIIITEAER LN o720 10,

16.4 R34
H AN @ 18 P4 BV 9% B F 2 h 7 2 V#1200, 400 K O
600mgZ 1 H1Im AEE %S L2 5, ERAHWTH HN-B
A F IWARD AUCo- il lZ R ZEALRD15~23% T dH - 727,

16.5 HEttt

16.5.1 BE@Ei%5
AR AR B A ICHC-EE A <~ =7 (200mg) & BRI
Bl Lok &0 $5 L2 lgt e 080%A%7 H LLIN I kil & dv,
67%253E 1, 13%2SRHIZFED bz 2?9 b REBIbIRIZR
HED25% (20%133, 5%3IR) TH o7z,

16.5.2 R{E#%S
H AN @ 18P BV 9% B8 H 7 2 V#1200, 400 K O
600mg% 1 H 1M RAER IS Lz & 20w IR B 5 R%E
LR D R RIS (e 5-124F5 ) 134.3~7.9%Tdh > 72V,

17. ERERERHE
17.1 B RURLMH(CEEYT 255k
(71 7TNWV7 « 7HeFEBEAaMY > /\HEaMNR)
17.1.1 ERICH T 2 5EREEIC K DERKRMTR
T4 T TN T 4 T R A ) o ME AR R E (05
EMRICER SN v F =7 X VOVERKESE 2 MU ORI
PV B B MR e e R 1396.2% (77/80) T, 1
AEEETIE A X M AEAERRIZ60.026.1%, TAERFFAEL 3R
m&;a%f&otowmu%ﬁ%uﬁM%%%%m%mﬁ
L7,

EED PERL Y 2 v (F60iLL_EOREBN R 2 ik FHIR)

TR ARD: Y7 aKk A7 7 3 F1,200mg/m? (*800mg/m?)
Z dayLWZ3IE ] 220 CTREEET %, 7/ VW E ¥ »60mg/m?
(*30mg/m?) #dayl. 2. 3IZIKEREI ) CRUEEHES %, €2 Y
ZF >~ (VCR) 1.3mg/m? (#% K2mg) %Zdayl. 8. 15. 22|Z#i:
T5, 7L F=vnor (PSL) 60mg/m’*%dayl#Sday2l (*day?)
FCRIOKLG T 5, 4 <vF = 7600mg% day87* 5 day63 F THEL]
535, day20i2 A b L ¥FH— b+ (MTX) 15mg. ¥ ¥ ¥~
(Ara-C) 40mg. FF¥% x4V~ (DEX) 4mg#% {3 %,

Hi O # L © C1 - MTX1g/m? o 2415 [ Fifi 57 % day 112 FE i 9
%o Ara-C2g/m?® (*1g/m? #1285 Z & 124, day2. 3I2
H9 5, AF VT L F=vu ry50mgx1H2MHE, dayl, 2. 3T
#9 %o daylicMTX15mg, Ara-C40mg. DEX4mg# #ii£d %,
C2: 4 =F=7600mg#%dayl# 5 day28 F THRI 1573 5, dayl
IZMTX15mg. Ara-C40mg. DEX4mg# #ii:4 %, (Cl/C2%1%
A7V LTATHA 7 Vi) &)

MEFFEHRM: 0 1) 4 ~F = 7600mg % dayl 5 day28 £ THRELIH% S
9 %, 2) VCR 1.3mg/m* (3% K2mg) #%daylZ #{ET %, 3)
PSL60mg/m?% dayl7 Hday5F TG54 5. 1), 2). 3) #1
oy b & U CEMBIERE RS 5o

1L 38 5+ 1Y 56 4 & % Complete hematologic response (CHR) : %)
ROFHFEIE % b 2,

IFrhEk=1.5x10°/L. M/ME=100x10°/L, IiLrh O 3FEERO, i
DIFER<5%. BFMIT R L

18. FExhIRIE

18.1 1EAF

18.1.1 A~F=7IFFuy v F—YilHERNTH Y., in vitro
BRI B W T, Ber-Abl, v-Abl, c-AblF 1T ¥ ¥ FF —Eif
WxHEST %, HIZ, M/MRHREER T (PDGF) %%k
M OSCFZEATH HKITOF Oy v FF— B2 ML,
PDGFRSCFA A3 B ML ¥ 7 F W mE 2 &S 219 19,
N-JiE 2 F VAR A3 W & in vitro# X BR 12 B W T, c-Abl.
PDGFZHMA R OKITF 1 ¥ v ¥+ — iz, RE{LkE 13
IFFERREE I E T 519,

18.1.2 4 = F = 7I3SCFHIMIC X BKITF B ¥ ¥ ¥+ — ¥ Dik
AL L O GISTEZ H A I BW T I N 2KITFa ¥~
FF -t EENERHEL D Y,

18.2 ber-ablEE FIE MM X (ZGISTHRICK T 5. HIEHF
1ERAR I HIEEIER

18.2.1 4 ~F =713, bcr-abli#E{z 13 AMINE . Ober-ablif fz
THRBPALNLEMEFHEAMmRF (CML) idadky v
PR mE (ALL) HRHIIE oM %2 ¥l L 72 F 72, in vitro
AERIZ BV Ther-abliE (MBI L7 R b — 2 ZA55E
TEM Z7R L. CMLM& OPALLEH O KA I & 5 #iY > 7 v %
v/ ao = —BEREETlX, ber-ablfz T REBHIT=—0
TR % BRI B L 721 1) 19 =200

18.2.2 4 ~F =71, ber-abli#ifz - FEMINE 2 A L 72105~
7 ZNZBWTC, JES OB IE K Z B L 7229,

1:2)



18.2.3 A ¥ F =71, KITF T ¥ ¥ FF—EH»05 2 M HEsH
2P L AL BRI (GIST) *%‘Hﬂ%a‘ﬁﬂ’ﬂ@‘fﬁiﬂ’ﬂiﬁﬁ_
B L7z, 72 A F =TI )BT (SCF) K
AP T R b — ¥ ZEH Lil‘ﬂ%‘é . GISTHINIZ B % 7 K
b= AR B L 7217 1,

19. BRI AHCET 2E{EZHFER

—fREIRTE A~ F =7 A VOV (Imatinib Mesilate)

1t % % : 4-(4-Methylpiperazin-1-ylmethyl)-V- [4-methyl-
3- (4-pyridin-3-ylpyrimidin-2-ylamino) phenyl]
benzamide monomethanesulfonate

4 F X CpHaN7O - CHiOsS

2 F E:589.71

b R ARBEAL~REA L) TWBLORETH S,
AREIKITBD THEITR T, Y AFVANVEFF
YRIZETR T, A = VIR RBIIRT
< IH =) (99.5) IZHEIFIZ v,

‘ S
N
Z * HsC-SO:H
CHa

il = R225C (5R)

22, A%
(PTP) 20%¢ (10%Ex2x14%)
1205 (108 x 12 14%)

23. EEH
1D HARANIB 2EMERBEGE (7)) Xy 7571 20014
1L H21HKGE, HIREEAHETEA3)
2)FhE AL 2‘0”5%%@%&5‘2% (IR 757N 20014
1L H21HAKGE, HIREEAHETEA3)
3) H A NTHALAE 8 ﬂi%%%‘ IBIT B EYBEIAR () Ry
e VA 2003$7H 17HAGR, HEHEEEEA~L. (1))
4) ENIZ BT 2 UIBRAEE - B EGIST A 139 % S TIAHER
%ﬁﬁ(ﬁUNvﬁﬁf&w:mmﬁﬂHwﬂﬂﬂ\$%§
FHEE 1. (2) 1))
5)?(@%5:1%%??%& AR 1 A0 ) S R
2013
6) AR (7)) Ny 2 9 7L 1 20014E11 H 21 HKEE.,
B RS, (1) 1))
7k MBI HHEWBRE (7)) Ny » 7L 20014611521
HARGR, i)
Q) AHDWHE (F )Xy ¥ 77 20014E11 H21 H A&, H
AR EEAS. (1) 2))
O IMMHEEIVE L oG (HAMEE) (FIRy 7 h TN
20014F 11 21 HA&GE. HEHFEREEA~2. (2) 4))
10) MEERAE & DS (F) Xy 7571V 20014E11H21
HARGE, WEEREA~2. (2) 4))
1D AMEL S BT B IR L O Eh R (FY Ry 2 h Tk
VD 20014E11 A 21 HARRR, HIRSEREZEEAS. (5))
12) Yanada,M.et al. : J.Clin.Oncol. 2006 ;: 24 (3) : 460-466
13)F vy ¥ F—¥iith., 71 ¥ F— BRI H bl
KON > 7 F MBI BB (U Ry 72 a7k
)V 20014E11 A 21 H7¥<w H RSB RE2E A 2)
14) Druker,B.].et al. : Nat.Med. 1996 ; 2 (5) : 561-566
15)PDGFZ KK c-KitF 2 ¥ v FF—X¥ 2 L-HIN >~
TFVREICKT 2l () Ry o 75’70'12)7/ 20014F11
H21H KGR, WEEREEER2)
16) BHMOF v v v F—BEEICHT AEH (FYXRy
2 Hh TR 200151311HZIIE|7¥V’J HESE R EE A3, (2))
17)Heinrich,M.C.et al. : Blood. 2000 ; 96 (3) : 925-932
18) Tuveson,D.A.et al. : Oncogene. 2001 : 20 (36) : 5054-
5058
19)Carroll,M.et al. : Blood. 1997 ; 90 (12) : 4947-4952
20) Deininger,M.W.N.et al. : Blood. 1997 ; 90 (9) : 3691-3698
21)le Coutre,P.et al. : J.Natl.Cancer Inst. 1999 ;91 (2) :
163-168
22)Fang,G.et al. : Blood. 2000 ; 96 (6) : 2246-2253
23) Oetzel,C.et al. : Clin.Cancer Res. 2000; 6 (5) : 1958-1968
24)Kasper,B.et al. : Cancer Chemother.Pharmacol. 1999 ;
44 (5) : 433-438
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