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2.1 RHN O LEBOE O BAEREO & 5 BE

2.2 R ASHEIR L T W A e O H 5 it [9.528 ]
2.3 Iy ¥ FEHRSGROBEE [10. 18]

3. M - MR

3.1 5%
Lo 1 ~F=74100mg [NK]
FADHS 1k A ~F =7 A2 VM 119 5mg

(f~F=7& L T100mg)
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6. AERUVAE
(C=dea=g A= Tikesy
PP . BACIE A v~ =7 8 LCLH1A400mg % £
BRI G-9 50 b, MEHT R, FH - ERIC XD #E
Bk 575, 1H1HI600mgE THETE 5,
BATH O dw . A cidf ~F =7  LCIH 1M
600mg % BRI 545, B, MR, Filfh - R
L0 BT %A% 1H800meg (400mg % 1 H2/a]) 3 T TX 5,
(KIT (CD117) BHHtERERES)
WHE L, AICIEA v F =7 LTC1IHLE400mg % A 1R
35950 BB, FEk - ERICK ) BERET 5.
(71277 1« 74aEGEESME >/ AR
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B340 B, MG, F - RIS K D EERET %,
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7. BERUVHAEICEHET 2R

(zhREFLIE)

71 IHALE R 2 IR R B 7. AR ERICS D
DTS 2 2 &

7.2 JrkRERRAT & TR
JFRERERM A (YU vE v, AST. ALT) O EADPRED S
NI ERRELSE RS mefEi+ o 2 Lo [8.2, 9.3,
11.1.5Z:H]
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I BRI, MR 25780 B N A Id Ik FEE B 12
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I BRI < R OIMEETS, 000/
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Al 5 100mg/ H ) i THRIEET 5,
MR < 2 KSR (FEE O EIEH
50,000/mm? OFBlET) L HHET

HHRETRT %0
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). HESXCEL| o S 3 FFOFHERET, 000/
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—
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8. EELXEXRNEE

(hREHE)

8.1 EELAKMITEDNHEbNLZ ENHLDOT, KELEY
BNZIES 2 7 B % 151217 9) 2 Lo [11.1.62H]

8.2 EELITHEEELHSLNLZ L2H LD T, %55k
e #5513y B, &2 WIZBEZ OIS U TIF iR
& (€Y r, AST., ALTRUALPE) #1179 2 &, [7.2,
9.3, 11.1.521]

8.3 Ber-AblF 0¥ v ¥ F —VHEF OG- 12 L 1) BEIFF 47 A
VA DFIEMEALD D b D DD DT, KEIFES 1254k
oo THRY ANV AEGO A M fER L. ARHG-11 128
BALERIT) 2 &, [9.1.2, 11.1. 78]

8.4 HREIPIHIA D S5 bNDH I EADBHOT, EHIH MR
(MERFEE, HIMERDES) 2179 2 &o Mg idiz 5 5
a5 %01y A3 mEE. 22 A BISmEE, £/-. 20
BlZ2~37 HHICAT) 2 &0 TS OIMERRMA I35 B oY
W2 HARAE U 12 M B I 12 LR AT AR
TV I <0 S VE RS R IR 0 B3 COBEEDTE
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8.5 My, LN H. LR I, R E A I LR
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5 BB AR AT T &, [11.1.2. 11.1.35:H]

8.6 RYIEN D HHLNDL Z ENH L DT, EMIWIC M %
FEREL. BEE2+51247) 2 &, [11.1. 78]

8.7 EIELEEENDHLDONDLZ EDHHDOT, ELRYIZEHEA
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8.8 NEEMIEIEMEIED D S5 bNDE T D LD T, IMiFHEM
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9. HENEREEFII2BEICATIEE
9.1 ABHE - IEEEDH 5 8H
9.1.1 DREXIZIZOBREEDH 325
IERDEAST 2 BENDH L, o, LEBELET LI
BRI ZIE BB R E I Z BT, LDEMEY 3 v 7 ROEEEEA
ENHB L2 ERESN TV D,
9.1.2 BEIFR VAN ZAZ v U T7DEEIIEEERLEE (HBs
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KA O 5B R HG L TR R IRy A VA< —
H—=DEZH) T wfr) e, BEWTFS Y A )V A OFEE
ILOBBECTEIRDFEBNIFEET H 2 &o Ber-AblFuy v ¥
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REMED D B0 70 FEENEAT 2 BZNDDH 5, [7.2.8.2,
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N EPHBEEN TS, [2.2, 9.45H]
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L HURBRE B 2B W T KBS A FR IR REAK T E
WH L bz e DML D S,

15.2 FEEREREER (CHE D < 153k
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15.2.2 5 v b & 7228 1 SR 55885 0 200mg kg / H
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TG DAL DSERD LTz & DOHEDD 5 .

15.2.3 4 X & 721308 M S g R 10 P 5Bk 0 30mg/kg/ H LA
FOBETHETEROKTFTAALIL, Ty b EHvZhbE
UWIIAIRSE AN O ZEIZE T 5B TIlx. ZKBAI70H B o
502X 9 60mg/kg/ HEEIZ BT, EHI R, K L AT E K
OEFFE RO T AFED b/ OMEDNH 5.

15.2.4 5 v M EHW2EMO DA R ERER T, B E o E/
P - REE (B, MR O RE) OFLUEEE - NG OMRE -
FRMEDIREIE - BB O B OCEROBEIES - wiE o
FLUENE /i - _F R - AR o FLEEIE - R IR o R b R
(60mg/kg/ H#%5-) . @R RO FLHENE (30 % 060mg/ke/ H#%5-)
DOISBHE O INA A SN2 OHRERH L, T2, FEEE
MRZE L LT DD KK OYEFRE O FEBBHEE OB I A A 5
N7z OWEDD 5o

16. EYENEE

16.1 MeEE

16.1.1 REHE

(1) 5 7& #1200, 400% O°600mg % H A N O i1k F i
JREE (YY) C1H 128 H MR HxS- L b &, &%
H7H HIIEREIRREICE L, Cmax M TAUCo-24 340 015 5-
DL 1~2. M5 o720 % GIHHRU28HE CGEFIRE) @
WEFRIZ BT D Cmax L FAUCh 2338 58 1B L. RN
FHRE I TH - 7205

HARANOWS &R RS (B 1C1H 1R RAER DS L

oL EOEWHENNT X —F

b e - Cmax AUCo-24 T2
RIR #5H (ug/mL) | (ug - h/mL) (h)
200mg IHH  [0.735%0.149| 7.78+1.53 | 10.5%0.4
(3f31) 28HH | 1.12%0.16 | 16.7£0.6 | 17.0%2.1
400mg 10 H 1412041 | 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
(6f3) * 28HH | 3.94+2.52 | 66.140.8 | 18.2%3.4
M EHIREET — £ 13561 [Mean=S.D.]

(2) HAEA OB FEAIFEE IS 72V AI25~1,000mg

1A D B VIZTH2ENZ 0 CRAER ARG Lz & &, 1
A < F = 7 RERRGTH HIZIEEFEIREISEL, ARG
M OEFIRETOAUCITW T NS BGEI2BI L. KNERE
IR TH - 72,
200, 400% 0°600mg® 1 H 1A SRR G128V C. 3 E)
BN A= FHIZHARANCTORHR L FETH o7 (1BTEE R
PEEIMAR 33 2 KRR s R = 124 T1H 600mg. B17HH
AZEMEHTIH800mg TH B) 2o

(3) & 7 NH400mg % H AR AN DY BEARE LB EDOKIT
(CD117) Bk LA o R M B JR 3 2 1 H 1IR129 H R R AERR 9%
5 L7z (Wal#%5-%2H0 H % 03 H B3 #k38) o Cmax . OFAUCo-2
VI G2 A 512 T0. 7~2.6f5 T - 7257

HARNOWHALE BV S B8 21 H La AR G- L2 & & o3y

B/ 8T X — % (WHk5-#%2H B R U3H BI3K3E. Day29i3861)

s | 5H Cmax Tmax AUCo-24 nv
(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) | 29H H* |2.86+0.87/3.24%2.05|47.6=17.0|20.0=4.9
¥ 1n=8 [Mean*S.D.]

5/7

16.1.2 E£MFHIRIEMERER
4 < F =7 H100mg NK | & 7)) Xy 7 §8100mg#% . 7 O A% —
NW—lBE I L ) el (A ~F=7& LTl100mg) f&
BB N I3 142 22 JE IR B T T 45 5 L Ui A ~ - = 7R
R L7z 1RO N7-3EYENEE/ ST 2 — % (AUC, Cmax) |2
DT W AZ ALK MRS CHRERHIRIT 2 1T 5 72454, log (0.80)
~log (1.25) OHEPANTH V) . TFH] W21 [a] 14 A R
Y,

A< FZTIEDSG 5 NI WERE ST X — %

HENT X —F BEINT A =4
AUCo-72 Cmax Tmax t1/2
(ug - h/mL) | (ng/mL) (h) (h)
1< F =T
100mg [NK 6100+1460 |453+117|2.44+0.79 |12.7+1.7
7))y 7§E100mg | 6120+ 1520 [449+11012.75+0.83|12.7+1.9
Mean*S.D., n=22

@ 1 ~¥F=74100mg [NK
O 7)) Ny 7 $E100mg
Mean+S.D., n=22

600 -
600

500

500 +
100

400

300

300

200

AR (ng/mL)

100 P
36

ji
0
P G- REEER (hr)

MEEFFEEEIEONZAUC, Cmax®EmD /387 A—4 1%, BERE OFR,
AL OFRIAIEL - WERTSE DRSS Ko TR 21D B %o

16.2 RN

16.2.1 BOKE
B 7V EI400mg % B A RS- L2 & & 04
SRR, B S-T98.3% THh - 729,

16.2.2 RE#HS
AELN O 1P R T I 12 400mg % 1 H LAl SRS L1 5
L. EHIREICBWTEIRE & R L7256, 2280
AR & i L CCmax L FAUCo 2l 3 ik L7275, Fh2115%
FOT%DAET TH Y FERIICRIREIC R S nw e EZ SR/,

16.3 9%
A<F =70t MMIFEEANORK A Ln vitroi{BTH195%
THY., BTV T Iy ROa-FBEEEEN &AL, URE
HANDREAIRIEE AL RSN h o 72910

16.4 X3
FAS A 83 B 1 9% ER o 12 72 V#1200, 400 % OY
600mg#x 1 H1m ARG Lz &, EA#TH HN-BL
A FIWARD AUCo 2B IZ R AR D15~23% TH > 72,

16.5 HEittt

16.5.1 BEKRS
HREDERE S M C 5 A ~F =7 (200mg) % B[R
Beh Lk &, #&5 L2 D80% A7 H P Iz HEflE < .
67% W FEF . 13% DSIRFIZFED SNize TD ) BRELEIZ
B H5ED25% (20%13FE, 5%IIR) TH -7,

16.5.2 RE#HE
H AR 8 8 Bl I R 12 7 7 2 V#1200, 400 K% OY
600mg % 1 H 1M FAERE %S L7z & OB RIRBICBIT 5%
ZALIR D SRR (5124 ) 134.3~7.9% Td - 72V

24 60

12

48 72



17. ERERAHE
171 EHROREMICEET 258

19. HRRAICET 2E{EFHHME
— R - A~ F =7 A L )VERIE (Imatinib Mesilate)

(714777 « TLBEHFBERME) 2 /\EH IR b4 © 4- (4-Methylpiperazin-1-ylmethyl) -N-[4-methyl-
17.1.1 ERICH T 2 5:AEEIC K EEERTR 3-(4-pyridin-3-ylpyrimidin-2-ylamino) phenyl]
TATTNT 4 THRORGEEME) O EHIIE RS (9)5) benzamide monomethanesulfonate
BEXRICERINTA Y F =T A IVERSE A N6 4F3 0 CooHaiN7O - CH403S
FREEZ BT B MRS A58 2 B ERT1396. 2% (77/80) T 53 1 589.71
TAERFTME A X M AEFRI360.0+6.1%., ERETHIAELRF fLE g

1276.1%5.5%CTdH > 720 A9BNL IG5 M R R Al % fti

FL721%,

D BEH LY A v (F60m% DL S B L0322 IE)
EREASE T Y7 0R A7 7 2 F1,200mg/m? (*800mg/
m?) %daylIZ3WFH 2T CRIMEE T 5, S /v E S v
60mg/m? (*30mg/m? #dayl. 2. 3IZ1HERI 22 0F C A0
WET5H, ) AF» (VCR) 1.3mg/m? (FxKk2mg)

(\N ~ ~

ShOUPS Y

HC” {I T N ZN L HC-soH
0 SN N

IR A~ REA L) TWREOHMETH 5. KITHED
THEITRTL, VUAFLVANEFY FIZHEITRT .
AT )= VIZRRETR T, =¥ /=) (99.5) 12

%dayl. 8. 15, 22I1C#ET 4, 7L K=o~ (PSL)
60mg/m’%dayl”* bday2l (*day7) F CRIOHES 354, 1
<F = 7600mg% day87* Hday63 F TG 5, day29
A MLFH =1 (MTX) 16mg. ¥ ¥ 7> (Ara-C)
40mg. FFH A ¥V (DEX) dmg#x BEiET 5,

Hi[E D 0 Cl  MTX1g/m?D 24KE R Fif T % day 112
FERiT 5, Ara-C2g/m? (¥lg/m?) % 128 & & 12408,

T2 <

22. Ak
208¢ [10§E (PTP) x2]
1208 [10¢ (PTP) x12]

o s < 23. EEXW

day2. 3IZ#HET S AF V7L F=v1 »50mg#1H2[A., . . B . .

dayl. 2. 3IZEET %o dayllCMTX15mg. Ara-C40mg. D EZ!'(}\L‘}’”AZ’ ﬁe%{@‘%&ﬁ:ﬁ (7))~ 797 E)r 2001

DEX4mg#% #iiE$ 5, C2: 4 ~F = 7600mg# dayl> 5 FILH21 HAKFR, HREE R ZAN3)

day28% TR S3 %o dayliCMTX15mg, Ara-C40mg. 2) HHE NI BT B Y BRERAL (7Y Ny 75 7R 2001

DEX4mg#* #f{£5 %, (C1/C2% 1% 4 7 )& L T4 A 7 v 11 H21 HAE. B EEEEA3)

%7"?3”)@@”0) R ALt ““r T - 1a SHr B b gk > Sw

SEFFEE 1) A ~F = 7600mg % dayl 4 b day28 % THELI 3 W MTHER TSRS - 50 2 RIIIEIE (7)<

P59 2,2) VCR 1.3me/m’ (i A2mg) % dayll B 2. 757 2003 THITHAGE, WEFeREA~L. (1)

3) PSL60mg/m*% dayl”: Hday5F TRIHG T 5, 1), 2). 4) ENIZBT 2 WA - R EGISTEE (I3 % 25 TAHER
- 3L@kwk&bf%ﬁﬂ%%ﬁﬁ%ﬁ¢éo KRB (7)) Xy 7 A7)V 200347 H17TH AR, a5
1£2) MK #r5e 2% Complete hematologic response (CHR) : EHEE R (2) 1)

SR ORI A [ 7 ' )

By B0V U =100 X 1071 s> 30. 5) ALPERY 1 WA FSHE AR

BB DER<5%. BIOMITRZ L 6) HWPFIAINR () Ny 24 7L 1 2001411 B 21 0K

B, HEEEEEAS. (1) 1)

18. ZERhIKIP ne

(8.1 e 7) e B HEWIEE (7)< s H TR 2001411
' . N I — ) 21HAFE. i)

1841 AYF =T WEFOL 5 —BERRERTHY . in NSNS o )
vitroRIZ BT, Ber-Abl, v-Abl, c-AblF Y ¥ % F— 8 iﬁf;{;; z; /ZD/ Z;; e AL AL RIE

o & - . - = iR AP .

CumhE s £ iy WIBHAAER T (PDO0 % o) mpwamz o REHET) (7)< 7570

BIRLOSCESEIRTH SRITOF 112 o 5~ LiFft & P00LF1LA2L KRR, MAEhEE~2, (2) 1))

B5E L. PDGFRSCFA s Ml v 7 F )V fmE % HE 10) M4 (1T & Okt (71 <y 55 74 2001411821

T B N-I A F VR, o vitroBRICEB VT, EE@F‘ RS2, (2) 4))

e LI 0y 2 R TR AR 1) A 1 B R ORI RREE (7)< 2 57
R e e ) o L 20014E11 A 21 HAKFA, HIS%EMESE~3. (5))

18.1.2 A v F = 7USCEMfI- £ OKITF 0> > %7 —¥DW  15) Vanada, M. et al. : J. Clin. Oncol. 2006 : 24 (3) :
ALK O'GISTEE M IZ B W Tt SN AKITF o s v 460466 o o ' ’

T LR L17.18) N : :
TR E T LT 13) F03 yFF L, 50D Y% — LA

18.2 ber-abli B FE MM SGISTHARICXT 9 5, EIEIDH] FOMIEN S 7 F EZ ST 6060 (F YRy 25 Tx
UZERE 2 L - ‘ o WV 200145113 21 H KRR, AR EORMEE h2)

18.2.1 4 ¥F = 7'1%. bcr-abliE{z1E AMNL K& Nber-abliE{z 14) Druker, B. J. et al. : Nat. Med. 1996 ; 2 <5> . 561-566
THBAH O N L BB HEA A (CML) UE@dty) >/ 15) PDGFEAMN Ue-KitF 03 ¥ ¥ F — B4 40 L 781 >
']éE[ﬂl’rﬁ (ALL) EEEE%‘HH’&@%%%W%’J Lf:o i f:\ n vitro 7“1‘)1/@?5%0:;@?51/]3}% (7“ )Xy 7oA 7"{,)1, : 2001_/,1311
ABEIZ BV Ther-abli#m TR MBI L7 R b — 2 R A2l HAR. HEsE RS A2)
ez L, CMLRUALLE# OAMIMEOHELY > 7V %  16) iemmoF o v 55— CEEKT 2160 (7)< 7
M7z 30 = =PRI C I, ber-abl#{A TR T 0 =—0 H 7l 20014E11A21 AR, R ERE A3, (2)
TR A EIRAG |2 B L 72101009720 17) Heinrich, M. C. et al. : Blood. 2000 : 96 (3) : 925-932

18.2.2 4 ~F =713, ber-abliE (A T-F MM 2 F2 40 L 72404 18) Tuveson, D. A. et al. : Oncogene. 2001 ; 20 (36)

< ANIBWTC, JESOTEOUEER & W L 22,
18.2.3 A ~F=7&, KITF T &+ — L2315 M ahisE
L. WAL RIS (GIST) b sisiie ool o gl

5054-5058
19) Carroll, M. et al. : Blood. 1997 : 90 (12) : 4947-4952
20) Deininger, M. W. N. et al. : Blood. 1997 ; 90 (9) :

ERHIL 720 T2, A F T X DEMIBET (SCF) K 3691-3698
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