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% 20224E11 HEkET (45300
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B R R MEMEER (FO> > xF—tE1bESL-)
AAHE : 3 £ F T A IVEESE
— N
A4 IF =D 5100mglKMP)
Imatinib Tablets 100mg [KMP]
JR5E
VIWE 175 S ABEE | 23100AMX00119000
) EE-EMSONFEC LV ERTL WE A 201446 1

1, B

FEOIREIE, BREFCTOMLTE EEBRICHEVT,
PACEEEICT DL - BREFOEMOHET, &K
AP BEY) EHME N BERICOVTDAFEETE L, £
fo. RERAIBICEIL S, BEXEZORKRICHIERTRE
PRtz 2 ICEBAL. ABERTASRELERIRT S L,

CBR (ROBEICIBBELAREVI L)

AHN DI N LB BOE DM D & 5 B

i ATIENR LT\ B W REE D & 5 ik [9.55: ]
I EFEHRGHOER [10.15]

A< =7%100mg [KMP ]

15 A ~F =7 2 YOVEN119.5mg (f ~F =7, LT
100mg)

TRVBATFTT7TYNF M)A, 7O AT—A, ¥
7. WS TERMER SR AvFuoNay

3.2 BHIOMERK

Wire 44 4 %5 =7%&100mg [KMP]

< AZZHR I~ RO B S

PR KM AY D7 4 v aa—F 1 ¥ 74k

E) JLTH B

HhIE

S | @ | =

HAF:7.6mm JEE:3.3mm

£ 125mg

EVE=ZD YL122

4. FHEERIIZHR
OBt R IR
OKIT (CD117) R H{LEREEE
O7 4777 « TREHFBESMEY 2/ \MERINRK
OFIP1L1-PDGFRafzH D T ie kB
IFERERIE S IREE. 1RMITRRER M B R

5. RHBEIIRRICEIET 3=

(2B B M)

5.1 Fefa A UG TR X 0 B B0PE 0% & 2 X
N7-HBB T 5,

(KIT (CD117) BBtEEILEEEES)

5.2 SRIEMLR IS X YKIT (CD117) BPEmsfbes i 2 s &
DM ESN72BEIHINT 5, =B, KIT (CD117) FtEofEsRid,
o0 R A5 AR ERE UM ERR IS B VW CEIET H 2 &,

(71577 ¢ 7EBHEBERMY >/ M IRE)

5.3 Fe AR ULEETHRAICE D 74 57V 7 1 7 3tttk
PSR ¥ S EII & W S BB %,

(FIP1L1-PDGFRaf& 14 DIFESEkHE £ fE R B R S 18P EAER M B IAR)

5.4 Yefo (AR 38T A4S X Y FIPIL1-PDGFRal T d
5 EDHER I NI BB T 5,

6. BERUHAE
(BB B M)
PR Sl BAICIEA v F =7 L LCLHLE400meg % &%
RTG53 5, B, MEPATH. 4Fi - RIS X D @R
3575 1H1E600mgE THETX 5%,
BATHI SO 2 @, AR ~F =7 LTIHLN
600mg% AHITRIIRG-T 5, b, MATR, il - SERIC K
DB %A% 1H800mg (400mgZ1H2M) F THETE %,
(KIT (CD117) BHHEILEREES)
L RAIIEA = F =7 & LCTLH1NA400mg % IR
595, B, FE - ERICE ) BEEIRET 5,
(71577 ¢ 7EBHEBERMY >/ B IRE)
L. RAICIEA v F =7 L LTIHLE600mg % A 12 F% 1%
H52%, B, MEHTR. ERb - EIRIC X ) BERET 5,

(FIPIL1-PDGFRafZ 4 DIFEA TR S E IR B R S IS IFER Bk M B I R)
SEHEL. RAICIEA v F =7 LTIHLE100mg % B IR
55%, B, BEFORBICLY, BEMMET 525 1H1N
400mg ¥ TH¥ETX %,

7. BERUVAZEICEET 2EE
(GhEEHE)
7.1 HALERIBE % AR ICHI 2 % 720, RANIERICL OO
KTIRHT 22 L,
7.2 s & BERAR
JFREBERAIE (YU v E Y, AST. ALT) O LA RO LN
HlIkEr B GRERHTHI L. [8.2, 9.3, 11.1.55H#]
Y1) V¥ UAil/AST. P
ALTHH

5 B i
(CML). HALHEME
JE 55 (GIST). 7 4 | 1)V ¥ ¥ fli> i i% 1E
77N T 4 T Ytk A B34

1.E YV E AMEAs1.50 %k
i 12, AST. ALTA# 73
2.5 RT3 5 %

B P k) v ok i o i
PR (Ph+ALL),|AST. ALTli> i E|, i%@%ﬁ%?i%%m
UF 1 5k 11 % 3 % BE | AL gL REER

(HES) X I3 18 1 4F
BEERYE 1% (CEL)
7.3 M&H%RZE & AERE )
IR ERIRA MIMGRA H3EED S N7 G 3 IR FE R & Y-
BEHFHEGTLZ L, (8.4, 11.1.1&17]
IR ER B/ I/ ISR

P 5

1.4 v Bk $01,500/mm?® 2L
b K OV N FR 75,000/
mm*L 2T 5 T
T %,

2 KSR (EEORIET O
FEBLET) & AR TR
AR

1.4 v Bk $01,500/mm?® 2L
b K OV ER 75,000/
mm*Ph B % F T
T %,

2.400mg/ H TiH# % 7B

%

HESXiZCEL (#)[al

I i ER¥<1,000/mm?
JHH100mg/H) X

I /M <50,000/mm?®

12 7% I CML. GIST
(%) I8l H +400mg/
H) ES X X CEL
(

I Bk %<1, 000/mm?®
1%
. H
JHE400mg/H)

3.H OV ER 0 AT1,000/
mm®%& Tl % 4, i
JINAR %2 A350,000/mm® %
Tl o 726 1E, IR
0. 300mg/ H TiHH %
B3 %0

BRI A A L9751 B
LCTwa0ED% iR
(EHizER) 35,

ALV B L 2 By Ay
13400mg/ H 2k E T %,

I ER 38 A A28 [ <
A3 H2300mg/ H S 3%
w5,

P I3 02 B L 7 o afi Bk
IR D34 e < Bt |3
REREAT,000/mm? L L,
W O i /s A B2 320,000/

mm*Ph BICE T 5T

KFEL. ZD1%300mg/H
THHEE T %,

D FHIE LT, AR &by ALkt (BEoegREICT

SERETAIL)

(I8 &M H IR)

7.4 LA TFERRAD R L EIIN 2 B 4 WIS 7 i BRI
DR M/ RO b ILT, TREICHEST A6, [6.H
R OHE] X TRAZHET LI LD TE %,

CIRRASHELT L 72 (S oWEIRwDTY)

SRR L B3 AU RS LTH. o MR
Ao N e

- INFTRDO LN TWIMIE ARSI AL N o 72 E

i/ E<50,000/mm?

—

w N

BATWCML, &%
HJCML X 1ZPh+ALL
(#I1m] JH #:600mg/ H )

VIS R <500/ mm*
PaEs
M/ %2<10,000/mm? 4.




8. EELEARNIE

(ZhEELLE)

8.1 HELIKEEANDH S5 bNE I EDHLOT, KEXEHN
WCHET 5 7% EBIEE 5T 2 &, [11.1.6311]

8.2 mIELIFAERE ESH S5 b DI EWNHLDT, HEHIA
e PG50 HE. &5 WIZEEOREICE U TR
£ (v, AST. ALTRUALPE) #4719 2 k. [7.2,
9.3, 11.1.5%H]

8.3 Ber-AblF 1 ¥ ¥ ¥+ — EHER 0512 L ) BT 47 4
VADFEEALDH SbIvd Z e 5H DT, KAFIFERG Ik
o THFE™ A WV A IEG DA B2 Rl Ly AHIPE G- 18y 2
WE#479 2 &, [9.1.2, 11.1.78H]

8.4 HHENHFIADH SN D ENDHLHOT, FMRI MR (i
BREGE, AIMERDMS) 2479 &o MAMATIIIE5-BIMGRT &
PG50l AMEEE, 22 HHIZREHE, 72, 20%132~37
HHZATH) 2 & STNEDOIMERFBANIE BRI KA L, 18
PSP A BB 1 I L Fe RS AT IR P B F L R
HATEPE S BEYE MR O BB TOHED BV, [7.3. 11.1.12MH]

8.5 MM, AR T HL. LA, R A I e
NHSbNDE I ENHBDOT, EMMI MR % E/iS 5 %
CHEE T 2k, [11.1.2, 11.1.38H]

8.6 IEAYEDH LONDL I ENH LD T, WMz %
Mil. Big%+51479 2 &, [11.1.781K]

8.7 HELEBEENRHODLNLI ENHLDOT, EIEREER
& (7 L7 F=>, BUNS) Z2%EMiT 52 &, [11.1.850]

8.8 B EEEBRED D L bND Z WD H DT, lMiGHEMRL
TR R O BRBERAT 24T 9 e &, BEOREZ T 1253 %
Z &, [11.1.18%M1]

8.9 I, A, BHENDHODLNLIENHLDT, HITHEE.
E B o085 (b 2 11 ) B B E T A BRI S8 b 2 k.

(IBMEREEAMRE. KIT (CD117) BiELERHEEE. FIPILI-
PDGFRafF 1 DIF B TR % E (R 2 X (L 12 P BE R 14 B AR)

8.10 MOPLEMEIEL A & OB G5B 2Lt i3 sh
TV,

(KIT (CD117) FMEILEREER)

8.1 JH D2 R EIE - i/ e X 7 LIESE I, 951k 22 7L
BhHobNLIENDHLOT, EHMICMERES % 205 L.
MWEIR E LCo i, M, &, B, I mi&E 0Bl
BhEH5IITH) T &, [11.1.458]

(714 5FN7 « TEeEBEaMY >/ E MR

8.12 A & BN EIEMEEAOHEMICE) I VAT I F—
Y EARPELE Y VY VIEZ /R —8EONHEDH 5 b
LI ENHY, FREAMTAEOMRELH D LA S, TR
fEd it 2 5 BEN 0 b 2 PrBEE# & 03 2 561385
24T Tk,

(FIP1L1-PDGFRaf3 14 DIFERER 8 % fE MR B XSS T RATR I B IHS)

8.13 BHE STk ([ LMD B RARGEIE - IS/ MG
Ktk NMHGENOGUMEIRIMEE A~ F =T A VIV
¥ (FIP1L1-PDGFRafh &8 % 1 Btk o 18 P A BEERk M 1 1l B
OHEFEVERF IR BRI 2 i) | 55) 23T 5 2 &,

. BEOEEEETIREICHTIEE

A BHHE - BEEZEDH 2 8BE

A1 DERBRIIZOEREEDSH 58E

SERPEALT 2 BENDDH D, Tz, LAPHEZE AT 5 IFEEER

WEIEREIBREICBWT, LDEMY 3 v 7 RO SR G

HKHL2ZEPREENT WS,

9.1.2 BRIFRIA I XX+ U T7DEBREXIIERFERESLEE (HBsi
ERatt. A DOHBcHA R ZHBsHi A1)
KA O 5-FIG 5 3k L TR RERAE R I LY A Vv A~ —
H—DEZFY) VTR Y, BEIFEY AV 2 DORGEAL
DEAERIERDFEHNIEETAHZ &6 Ber-AblFa v v ¥ F—
YIHEA OB X ) BRAF 7 £V 2AOFENAL2H b
LBTENDHD, [8.3. 11.1.78H]

9.3 FFipers=EmE
FCHHBEEEDMET LT b 720, AHIORPIGRIEDS 5§ 5 W hE
MdD b, 720 FEEIELTLBZNDH 5, [7.2, 8.2,
11.1.52H]

9.4 £JEREE BT &
TR e 2 et LTy S5 R OB 508 T 1 — 2 W R
WIS 2 X AT 52 &, [9.58H]

9.5 17
IR IR L TV AW REMED & 5 &S L vz &,
HENZBWTE N CTORERHTIEEZ AT A ROMEIRE ST
TWh, F-8WES HET v ) TIE & P TORSEK
F#800mg/ HIZIZIZM YT 5 (RKEFHRS) 100mg/kg/H
ZIR6~I5H IR G T5 2 L I12 X D, HEREBIL RO
UIRRARE DAL T S O MRS EANDOEEN A S N, HITh
Moty TR R OVBESS A KAEEE SR LA RO b -2 &
PHEENTWS, (2.2, 9.48H]

9.6 HILF
BALBZVWIEDPEE LV, b M TA YT =T ROZOFENER
DI HIIRITT B L OHEND 5,

9.7 IRE

NS S G U 72 IR ERER I S L T e v, ANBIZE S L

72A. REBIEDSHRE SN TS,

O O o

9.8 SmE
WET AR EFERET ST & —BITHEIE TIXAHEREIMKT
LCTWw5, YEERREBECIE, BE, hEEOFEAEMEREO S
BUBZ X655 L) O EilE THIER L 0 B\ & OB X
nTwns,

10. #HEEA

ARANGFNEEW AL F ~ 2 0 — L P450 (CYP3A4) THH
ENb, —J. AHIZCYP3A4/5. CYP2D6 [ OFCYP2CID i

BIERTH D 2 L D% vitroRBETRENT WD,
10.1 BEAZE BALAEWI L)

S 455 WGP E IR - H i 7 1 B - fabrA T
aIFER o 3 YN o E AR O CYP3A4BH EE ]
(¥ 725y F) | BHELLLEARTLEBZ)ICEID, IO
[2.35Hd] nd s, R HEIND LF

AHNb,

i) 035 FOlT

WXBH

10.2 GrREE BHRICEET S L)
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By - ek T
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B > 58 B e 15 L
72k DD D B
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LTV =V RIUE WA
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EEJF KRNE S ONAYF 0| OB &2 FLE L, 1L
)T VT A PERIZE D, Yo NR Y EEY EA S8 0
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WV A EEBUA T TENZEN2ROSME
O¥IMER LIz, F 7,
COMEAEERE R
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AHl L =aF =T oM EE LA S50
I ). AROAUC| D D 5o F 720 AHIH
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B O NI ARG 2 Pk B % L) 2 ALE & 47

;) ko
1.1 EXZENER
1.1.1 EREE
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11.[1.2;%35[ (BEmn, FEETFEMM) (W30S HEAH)

8.5Z= M

MNA3HEIEE R (%K), B 8 E B £ # Il & ik R iE
(Gastric antral vascular ectasia : GAVE) GHEAH)

I ER BN PERAE (2 & AL LTk, B S A il
R M ZED I, Al2SETT2560H57-00ETS
Z &, [8.5%0H]
11.1.4 BEBEFEFL. EEERM (£1%AK0)
BRi2, AL RS o BE Tl TS o S8R B8 - M/ e
&7 LIESS ., LIl BIEESEL D S b b 2 Lhd
5o FlliL, Mhfin, £, B, BB, WA, RS0
WHERICHEE T2 2 EBIG 2 1012479 2 &, BREFROLN
WA, B ICECTMA S 2 F2 0t L CHiEhs. 2240
IR MDIEREITH Z Lo [8.11FH]
11%@)5*%%5’5% (10%Aim) . FE (1%Ki0) . FARE GHE
AST. ALT. ALP. €Y V¥ v FA 20 IFREREREE, d9E,
WARERBHSbNDLZENDH L, [7.2. 8.2, 9.357]

11.1.6 EEAAFRETE (K. K 5%kl FKE. OER2
. D MM OARE - £1%ET. DFRF—T  HEARH)
DU AREORM, PR SO FH AR b N7 AT
?%i#:]bx FRAN 2B 535 %L, BYRWEZIT) L,

8.1

11.1.7 BEEE
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CERHB, T BENFLET AV ADORIEUALYH b D
BB, [8.3. 8.6, 9.1.2%0K]
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SR ESEOREEREEELNDH HbNE I DD L, [8. 78]
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11.1.10 EE L EEER
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FERDBDH S DNEZ LD 5,
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LK, ML FA M by |29 A, CRP.E|TSH.E &, i
R0 Ao N 200 1S N 1187 2 SN = 3 N = o7 ) A7 e~ SN 194
M7V T ANy MET € v Wl o EfRES LA 7
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H. CKLH BT, mh7I0EE 7147
I —¥ L5 V= B
FDP L 5. ff~
733 A
FARIE S EG 9E 3R B R R, e ElL
ARTE B0 Do Bk, H|%E. 8T
Z Db 0. . WD
(&), HEHE. Wy
sii. ByiE

i) FEBGENEGR L BT

14. BALDZEE

14.1 ZEHFI3Z(FEE
PTPUEEDIEANIIPTPY — b2 SH) L TIRH$ % & 9 5
$5Zk, PTPY— FOBEMKICE D, WCHA I LB R
FIA L, B3z flE B 2 L TR 225 o :1E 2 & 0HE % §F
HBTLIEDRD b,

15. ZOOEE

15.1 EERR{EAICE D < 53R

15.1.1 AP S OHET, LEF Oy YHliBEL 2T
% FUIRBAE BB IC BT ARANPE G H I HUIRBR B AR T w2
HHbNIEDMEND 5,

15.2 FEEREREAERICE D 154

15.2.1 WEHSICE LT, I v & w7228 B KRR 53
BRcid, BRR M ES00mg D2 .51 (RFmAHRE) 1T Y§
%51,200mg/m?/ H (200mg/kg/H) ®O14H M52 X )., L
TERD LN TV RV, H7.5[B0HETH %3,600mg/m’/ H
(600mg/kg/H) Tl #57~10H 12— #BARRE D FAL Jz 07
L2580 S, BRI BRI B W TR 2 Ak S 2w
EARBEINT VD,

15.2.2 5 v b % i 72200 B RO R 1 35 5 3B 0 200m g /kg/ H
ULOBERTA X % H v 72208 [ RAERE 3 53058 9 30mg/
kg/HLLEOBET, Wl - ) V3% o) VR I B W T
ZEfE ) SEREED L <Id) YoSEREE S A S L, v EH
V723938 [ AR 1% 5-3RBR 0 15mg/kg/ A UL Lo BT~ 5 )
TG DAL DD ST & DD D B o

15.2.3 A X % i\ 72 1338 1 BOAE AR 114 5 3k 8 0 30mg/kg/ H LA
FOBTHTFEROEKTAALIL, Ty ba 2R
WIRFE A~ OB T 2R Cld, CEAT70 H B o$e5-12
X D60mg/kg/ HEIZB VT, BEER, KEEAERLOE
B FROMT 2RO LN O 5,

15.2.4 F v F 2 W 7224E I O 28 AR T BRI oo M5 I / i
#E - REE (B BB ORIE) OFLIENE - MEOBE - LR



ARG - HIE o> BLAE Je O E O BE R IESS - 1 ¥ 0 FLIHE /i T
R - R OFLEE - WERO R ERCRE (60mg/kg/ A%
5\ WO FLEEE (305 060mg/kg/Hix ) OFEBUHED
BmpAsohic L OWEDRH L, i, FEHIHELE LT, O
[ D WER I DR DFEBIHFE DI AI A SN 72 & DIWED D %o

16. EYENRE

16.1 MABE

16.1.1 RiE#RE

(1) » 7 #1200. 4005 U8600mg 7z H A A O 1E8PE5 Sk 1 ims g
F (RN (CTH1MI28H B RCAERRHS- Lz e &, &57HH
IIZEFIRREIE L. Cmax X PAUCo- 24l E #IEH% 5-01.1~2.78%
Lipoize #GIHHKU28HH CGEHIREE) owihiclsnTd
Cmax }, NAUCo 23 G- 2 HBIL . ARNBIEBIIHIE TH - 720,

HAN O v A s 8 (%) (IC1LH 1 BER P S- Lz L &

DY EFENT A — 5

b L I Cmax AUCo-24 tiz

BER BEH | pml) | (ug - Wml) (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

X ERIRIE T — & 13561 [P +SD]

(2) AHEA OB RV A R RS A T 2V FI25~1,000mg %

THIE S W1 H2ENI /50T TRAERE G- Lz L &, 1A
< F = TREERGTH BICIZEwIREBIEL, kL RO
?ﬁ‘?gﬁ%?@AUCliu\fﬂ%?’i%%b:ﬂ:ﬁﬂL‘ PP T
Z2CTH -7,
200, 4005 0°600mgd 1 H 1l S ARSI H G- 12 BT, S @hhg
NTA—=FHIFHARANTORS L S TH -7z (EBEERtka
LI V2R3 2 KGRI R = 32 T1H 600mg, #4731
AV TIH800mgTH %) 2,

() A 7 NHF400mg#E H A N DY BEA g X1 dm P OKIT
(CD117) BaPEiE 04 i RS 3 (2 1 H 1Inl29 H R AR RR T4 5
L7: (E$eb-%2H0 H R OBH HidfR3E), Cmax M FAUCo-21
(X 51 H~ S 5 C0. T~2. 605 Tl o 729

HAR N OWACE I ZNESS B S H Ln] BOAERE T3 G- L7z & & oSEBhig s

I A—% (WFG-#%2H H L OBH Hidfk#E, Day2913841)

u e . Cmax tmax AUCo-24 tiz
Ba | BT H (ug/mL) (h) (ug + h/mL) (h)
400mg 1HH [2.51+£1.00|3.23+1.91|34.7%13.6| 15.5*1.9
(9%1) 290 H*|2.86+0.87 |3.24%2.05|47.6x17.0| 20.0+4.9

¥ 1 n=8 [P35 = SD]

16.1.2 EMFHIFEEFMHER

4 <F =7%100mg [KMP] & 77 Xvy 7 §100mgx. 7 1
AF ==Ly EnENIEE A ~xF=TLLTENE
N100mg) e BE 1 A B3 - Vot £ B ml AR T 95 5 L i ok
LRIEEZME Lz, BohEYHE S 2 —% (AUC.
Cmax) 22 T90% 15 BIX [ 12 THEEHRAT 2 17 o 7248 8.
log (0.80) ~log (1.25) O#IPATH V. Wil A4 W=y &
PEDSHERR & 7Y,

HWEE T X —F

N AUCo-% Cmax tmax e
(ng - hr/mL)| (ng/mL) (hr) (hr)
A=F =75
100mg [KMP| | 24| 09472128 |443.6123.8) 2.9621.44 | 14.06+3.16
TVRI TG on | 68062180 |452.6+157.5 2.94=1.45 | 13.33%3.04
100mg
(‘¥ = SD)
(ng/mL)
600 F
—O— A XY F =T HEL00ng TKMP |
500 —— 71 X 7 5E100mg
Q':E SEH{E+SD, n=24
$
P
~
EA
Z
]
=
0 6 12 24 36 48 72 96 (hr)
5%

Mg A4 < F = 7REOHERE

PRI NZAUC, CmaxZm /85 X — %1%, PhH OB
M DOFREURIEL - WS O RER SN & > TR D HENED D 5,

16.2 RIR
16.2.1 HEZE

7 7V AI400mg % A HE R A HIEHRE L 14% 5 L 72 & & ok
HIFI 281398, 3% Td - 729,
16.2.2 RE#HE

ALELN 18 P B S B 12400mg % 1 H 1R AR R 3% 5-
L. ZHIREICBWTEE&E L MR L2256, 2R
R & R L CTCmax e NAUCo-2ld 38 L7243, ZF I E115% I
V7%DETTH Y. FEMICHEICR S vnweE 2z 6NRED 2,
16.3 9%

42 F =70 MIEEANDEER LN vitroRERTH95%
THY, FIZT7TNVT IV ROPa-BUEHEEAEHEAL, U RE
FINOREEIRIZEA LR O N D729 10,
16.4 X

H A A o 48 Pk B60E 1 190 BB 12 1 7 kL #1200, 400 K O
600mg# 1 H 1M BRI G L& &, AW TH HN-
A F IWARD AUCo2 I REALRD15~23% TH - 72V,
16.5 Bttt
16.5.1 BEEKE

A4 A B N HC R A ~F =7 (200mg) % B IAIER T
Beh Lzl & %5 LR 080%A7 H LA LI HEE & 4,
67%HFEH, 13%ARHICHD Hize DS HRELEITE
HE025% (20%133E. 5%I3R) TH 72",
16.5.2 R{E#HE

H A A o 18 Pk B60E 1 090 B #5127 & L #1200, 400 K O
600mg% 1 H 1 BRI S L2 & X O EFIREIZHBIT 5 RE
LR DR HER (35 5%24850) 134.3~7.9%TdH - 72"

17. BERPRRCIE
17.1 A RURLM(CET 558
(71 5TV 7 1« 7EEEGERMEY >/ A K
17.1.1 BRICH T 2 5REEIC L 2EKRAR
T4 TFNT 4T GRS Vs B (W5E)
EHQICER I NI A < F =7 A 2OV ERHLGE R ML 72 O ¢
BB B M A 5E A T 1396.2% (77/80) T, 14
A A R N EAEERI360.0+6.1%, VAR T2 47 313761
£5.5%CTdH o720 A9FNLHERF R I MR 2 5ifT L 7212

FD BEHL YA v (F60i% L OSEBIN S % i iE)
B ARE D Y7 a5k A7 7 3 F1,200mg/m? (¥800mg/m?)
% day LIS SHERI 22 TR HES 50 ¥/ VE ¥ Y60mg/m? (*
30mg/m?) #dayl. 2. 3IZ1IKFRIA T CREEES 2, €Y 27U R
F» (VCR) 1.3mg/m? (3 K2mg) #dayl. 8. 15, 22\Z#HET
%, 7L F=vur (PSL) 60mg/m*% dayl? Hday2l (*day7)
I TRIO%ES T 5. 4 <7 =7600mg% day85* 5 day63F THEI1
#H95, day20l2 A b L FH— K (MTX) 15mg, ¥ ¥ ¥~
(Ara-C) 40mg. 7FFH% 2% V'~ (DEX) 4mg#% #ii¥ 3 5.
Mo D FE T CL : MTX1g/m* 241K [ 3565 i1 % day 112 FEHE &
%o Ara-C2g/m? (¥1g/m? 7 128:[] Z & (24Wl, day2. 3T
Th, AFINVTL K=V ry50mgx1H2M, dayl. 2. 3IIHHET
%o dayliZMTX15mg. Ara-C40mg. DEX4mg# #ii¥:3 %, C2:
4 < F = 7600mg%x dayl 2> 5day28 F TH I 53 %, dayli
MTX15mg. Ara-C40mg. DEX4mg# #i1:3 %. (C1/C2% 141
JWE LTASA 2 Vi) )
MEFEEEE 0 1) A4 < F = 7600mg % dayl A & day28 ¥ THEIIH G-
9 %, 2) VCR 1.3mg/m® (3 K2mg) % daylIZ#iEd %o 3)
PSL60mg/m*% dayl?* Hday5 ¥ THRII 595, 1), 2). 3) #1
oy b &L CEBEER2ER MR T 50

H2) M54 %% Complete hematologic response (CHR) : &2
DFHGEMIE A b2,
IR ER=1.5x10°/L, Ii/MK=100x10°/L, ML+ O3EER0, 45 #fikh
DIER<5%. BFMI L L

18. P

18.1 1EARF

1811 AxF=7RFay rFF—BHUERERNTH Y. in vitro
SERIZ BT, Ber-Abl, v-Abl, c-AblF 1 ¥ ¥ F F — £
WEHEST L, W2, M/MRKHREERN T (PDGF) Z#4k
R OSCFZAEKRTH HKITOF B Y v FF—Viitk & & L,
PDGFRSCEAAT B HINAN Y 7 F MEE % d 4 519 ~19,
N-Ji 2 F VAR 3 W 1. in vitro i B2 B v T, c-Abl.
PDGFZ AL OKITF 1 ¥ v ¥+ — Btk %, Rk E 13
FFRIAEREICRLE S 519,

18.1.2 £ ~F = 7WISCFHlikIc £ 2KITF 2 ¥ ¥ ¥+ — ¥ Dif
AL J2 OSGISTHE Bk BTt S N 72KITF o ¥
FF—BEEEENENHEL LD W,

18.2 ber-ablE{E FIE MM 2 GISTHAIC X 5. HEHEMME
TEAXR I RESER

18.2.1 4 ¥ F = 7. ber-abliifz -3 AM & Ober-abli %
TEEHH SN LB B IE (CML) Sd&tk) o3
Y (ALL) HRMIL o 2 $fl L 7z. F 72, in vitro
ARERIZ B CTher-abli fx 7B RIS K L7 R b — ¥ 7%
e % 7R L. CML&E OSALLEE ORI KL S8~ 7V %
vz au = —JERERB T, ber-abl@fz TR ao=—n
TENE % SBIRAYIS S L 721 ) 19 =260

18.2.2 £ ~F =71%. ber-abLE T FEMINE 2 B hlE L 72485~
Y ZZBWT, SO ALK 2 i) L7221

18.2.3 A ¥ F=7%, KITF U ¥ v FF—EHNT 2k
ZPOHIL . LA REAE RS (GIST) R H A i oo Al i 1 il
ZWHEI L7z 20 A F 270X 0 BMLKE T (SCF) &
TP A =¥ AEEE S, GISTHIIZIZBIF 2 7R
b — ¥ 2RI L 7217 19,



19. BRI ICEET 2 E{EFRIFER
—MERER A ~F =7 X VB (Imatinib Mesilate)
1t % 4% : 4-(4-Methylpiperazin-1-ylmethyl)-V- [4-methyl-
3- (4-pyridin-3-ylpyrimidin-2-ylamino) phenyl]
benzamide monomethanesulfonate
¢ C2oH31N7O - CH403S
1 589.71
X AR P~ AT ) T WO K TH b,
AFEAKITHBD THEIFRT L, I AFVAVKF
YRIZHETR T AF ) = VIZRRBE TR T
v TF =) (99.5) IZHEITFIZL v,

x® :
ﬁN H H | -
N N N_ N N
HC ~ \©f O -He-soH
o chN~F

] =1 #9225C (4fR)

22. A%
(PTP) 208 (10$Ex2)

23. XEXH
D HARNIB 2EYERERE (7)) Xy 758 7 20014
11H21 HAGE, HIEEREZEA3)
MENICBU 2 WBRERE (7 Xy 75 7L 20014F
11 H21H KGR, W ERE2EA3)
3) HAR NI MV E MRS B B A 3B REREE (7Y Xy
o #7Rv 1 20034E7 A 1T H KGR, WIEEERHEZEAL. (1))
4) EPNZ B 2 WIBEAHE - fnBPEGIST A 33 5 5 1A ER
Rkl ()X 77V 2003FE7H17TH AR, HiEE
FHEZE FL. (2) 1)
5)%*%@]52?;67 7 =<t ARAERE AR R [ A R
2013
6) AR () Xy 7 7 Ev 20014611 H 21 H ARG,
HEEE R EA~S. (1) 1))
e MBI AEYEE (F) Xy 7471 2001411721
HARRR, #AHE)
Q) AFDWE (F )Xy 7 H 7 : 2001411 H21 H A&,
FHERMEEAS. (1) 2))
) MHEHEIVE & OfES BAKAER) (FIRvy 2 a TR
2001411 21 HAKR, IREEETE~2. (2) 4))
10) MAERAE & DfES (F) Xy 77XV 2001411 A 21
HAKGE. HREREZEA~2. (2) 4))
1D AHE A B 2 R R OFERBREPRIER (7)) Xy 78T+
bt 20014E11 21 HRGE, HIRFEAHEEEAS. (5))
12) Yanada,M.et al. : J.Clin.Oncol. 2006 ; 24 (3) : 460-466
13)Fa v ¥ F =ik, 79 ¥ F— BRI
S OHINEN > 7 F WABEIZRT A1 () Ry 2 T+
VD 20014E 11 H 21 HAKRE,  HI G BRI 2 AR 2)
14) Druker,B.J.et al. : Nat.Med. 1996 ; 2 (5) : 561-566
15)PDGFZ MR L e-KitFa ¥ v FF—E 24 L7zl &
T FMmZIZ T AEH (ZF7) Xy 7571 2001411
H21HAKGE, W E R 2 AR 2)
16) EREM DT 0 v v & F— BT A () Ny
7 7 7RIV 20014611 H 21 H KR, HREERMEZ RS, (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
25) Verstovsek,S.et al. : Cancer. 2005 ; 104 (6) : 1230-1236
26) Kawaguchi, Y.et al. : Leukemia. 2001 : 15 (4) : 590-594
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