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FHE, ) CNERBIEE D L I3y v osER g S A S, L E A
W 723938 B RO R % 53 Bk 0 15mg/kg/ H UL E O BT~ 5 1)
TG DEALDFED SN2k OREDND Do

15.2.3 1 X & F v 721330 [ ORI % 5- 388 0 30mg/kg/ H LA
LFOBETHEFIEROK T 2ASIL, Ty bx vz iiE k)
AR A~ DR BT 5 EE Tl REHIT0OH B 0¥ 512
X V60mg/kg/ HEEIZB W T, MHEER, FHE LAEE K OE
RO TFARRD 5N/ OMEDNDH 5o




15&47vh%ﬁu%ﬂ¢ﬁ@ﬁhﬁﬁ%%f\%mwﬁﬁﬁ%
3 - PRIE CBF . BB R ONR ) O FLEENE - NG ORE - BRI
TROBRIE - BT O B R OEE O BB IER - §rE OFLEE /R
TR - BRIR O FLEE - WO R E R E (60mg/kg/ H $%
5\ AR R o FLEEME (30 % 060mg/kg/ H #%5-) D FEBIEE D1
A LN DMEDRDH S, T2, FEHEHREEL LT, O
D REI T OIEFR O FEBUEEE OHEINAS A H 7= & DEREDSD 5o

16. ZE4)ENRE

16.1 MAEE

16.1.1 REKS

(M # 7 V#I200. 400% U8600mg% H A A 12 Mg it B s A & (12
PERD) 1T H LM28 H [ R AEAR % G- L 72 & & & 57H B3 e wIREE
123# L. CmaxX FAUCo 2l 3 (I 5-01.1~2. 75 & 72 o 720 $5:-1H
H X U28H H (FEHIREE) OV il BT Cmax L NAUCk-uld % 5-
EIZHHI L. ANBIREIEEIE TH - 72V,

H AN M Sk F s B (IR 121 H 1l

BREINT A — %

RS L7z & S 03y

o n Cmax AUCo-21 Tz

BSR B5H (ug/mL) (ug-h/mL) (h)

200mg 1HH 0.735+0.149 7.78+ 1.53 10.5+0.4
(381) 28H H 1.12 £0.16 16.7 = 0.6 17.0+2.1
400mg 1HH 1.41 £0.41 194 = 7.1 12.4+1.9
(381) 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
(6f)* 28HH 3.94 £2.52 66.1 £40.8 18.2+3.4

X ERIREE T — & 13561 [PI9fiE + e 2]

@)FFE N OV BEVE IR 2 H 7 2L FI25~1,000mg % 1 H 118 &
B VIETH2MNZ 00 CRAERE OG- L7z & &, i A ~F = 73X
ETHBICIEERIREIE L, #EHRS R OEFRRETOAUCIEWT
NHELGEIHHEI L. ARNEIEEIEHIE CH - 72,

200, 400/% 10'600mg® 1 H 1Al FAERR I G- 12 BT, SEERE S5 4 —
B HANTORME & RS T o 72 05 B I 12503 2 KGR
IR HRIE B TLH600mg. BT UG A T1H800mgTd %)%,

(3) 71 7 IV HI4A00mg % H AR A DY) BEAFE LM OKIT (CD117) ik
T RS AR LU L IRI29 H B AR T3 - L 72 (0 Il 5142 1
H & OBH BIidk3E) . Cmax M FAUCo- 2444 a1 3% 5- 12 e~ A% 514
TO0.7~2.6f5CTH -7V,

HAN O WAL B S B 1 H LI R R G- L7 & Z O3 EIRE/ N T

A — % (A5 #%20 B R OSH B3k, Day2912861)

o n Cmax Tmax AUCo-2 Tz
BoR ] OBSE | Ggm) ) | gbml) | O
400mg 1HH 2.51+1.00 | 3.23*1.91 | 34.7+13.6 | 15.5*1.9

(9f1) 29H H* 2.86=0.87 | 3.24%+2.05 | 47.6=17.0 | 20.0+4.9

¥ 1 n=8 [P fiE + R e 2]

16.1.2 £YFHEIEF MR

(AIF=TEI00mgld 1)
A< F =7 E100mg[ T A 1 7)) Xy 7 §E1I00mgx R A 12 F
NN ([ ~F =7 ¢ L Tl00mg) EHE LG (7 0 A% — /83—
B L. Mg A <~ = 7IEAIE L7z, BoN3YEE T A—%
(AUC. Cmax) (22> T0%1E HEIX 212 TREHFNT 2 47 - 7245 . log
(0.80) ~log(1.25) DHIFHNTHD V) . WHIOEYEM RS EATERR S 7z

BRAN G G RO LM EE/ ST X — 5

Cmax Tmax Tz AUCo-18nr
(ng/mL) (hr) (hr) (ng-hr/mL)
4 < F = 7§100mg .
T4 4 | 552+103 3.0£1.2 12.4£1.0 7198 +1553
7)) Xy 7 §E100mg 496+ 131 3.1£1.0 12.2+1.3 6794 + 1759

(Mean =S. D., n=20)

700
i —e— AXF=75E100mg [H7 1]
i 600 | sem0-ms Z) Xy 7 §E100mg
f 500 b Mean 8. D. (n=20)

3 00t

= 300 f7ff

B ool |f

(ng/mL) 100 | f*
£ —
PRI A R T R 1 1 1 1 I 't
43456 8 12 24 ' 48
15 25
Bt oW (hr)

(AIF=Tf200mglt 11>
A< F =7 H200mg 7 A J& 7 ) Xy 7 5E100mex HHER A B I
ZNA~F =7 L L C200mg EAH ARG (7 0 A4 — =) L, il
Feh A ~ F = TRERIE L7z BONHMEEE T 2 — % (AUC.

_5_

Cmax) 122> TI0%E FHIX M 2 THRERHIRIT 2 17 o 725 R 10g(0.80)
~log(1.25) DFEFANTH O . WHOLWFI RS R S 70,

BRI G RO ERE/ ST X — 5

S L
%f%i*;% i Cmax Tmax T2 AUCo-48nr
rL 'C)_ (ng/mL) (hr) (hr) (ng-hr/mL)

A~ F = 7 §200mg 15

B (200mg) 993+235 | 2.2%0.6 |13.1+1.5| 123492929

7)) Xy 7 $8100mg (2020%1 940+252 | 2.4+0.5 [12.5+1.3| 11967 +3371

mg)

(Mean =S. D., n=20)

1200 }
it | —e— A~ F=75E200mg [H7 1 ]
e 1000 Fr b —--0--- 7YY 2 §E100mg
T : Mean =S. D. (n=20)
800 |
2
7 oo}
7 :
400 b
B H
(ng/mL) 200 ff! \q
43456 3 12 24 ! 48
15 25
5% R (hr)

ML 7 5 ONZAUC, Cmax50/85 X — % 13, WERE ofER, K
TEOFRI L - WEE S ORGSR X > TREZ D WML D 5o
16.2 ORUY
16.2.1 HEi%5
71 7 RV AIA00mg & fEHE B BRI G- L 72 & & o A= W2 11
3R1398.3% TdH - 727,
16.2.2 RIEHZRS
ﬂlA@&# R T IR R 12400me & 1 H B BCERE % 5 L, E
FAIRREIZ BV CREIBI & L RFFICIRA L2856, ZIERIRT & el L
TCmax M WAUCoulI A L 7225, TN ZEN15% M CT%D T Tdh
0. BERAICRIBEICZ S Rnw e EZ LN Y,
16.3 £
A F =T Ot MIFEEANORA I Xn wtro:xt%%‘(f’]%%f&) UIN
FIZTNVT IV RCa-TREREEREA AL, U RBEANOREAIZITZE
AEBZ SN Hro 7210 1D
16.4 {38
H A\ O 18P 861 F1 0% 312 7 7 2 V#1200, 400% 0%600mg % 1 H
I AERE OIS Lz e & ERHYW TH LN-IE X F VR D AUCo-24(H
W RZAED15~23%Td - 72V,
16.5 HEttt
16.5.1 BOi%s5
%lkﬁﬁmk THUC-fEE A ~ F = 7 (200mg) F HLERE G L7z &
v PG L T RE 0 809% 457 H LA L2 HEME S AL, 67%ANF . 13%78
W¢Kﬂb%htoZ@5%$%ﬂ¢ﬁﬂ5§@%%@%d§\WM
) Tdh o721,
16.5.2 RigxS
7R N O P A5 P T I8 BB 12 4 7 2 V#1200, 400 % 1%600mg % 1 H
L AR G L 72 & & OERIRIEIC B 5 RELRO R R
(Fe5-1%2455) 134.3~7.9% TH > 72V,

17. BRAE _
17.1 BAMRUESMIET 5B
(T4 5717 « PREFBIERIED > WEENFD
17.1.1 BRICHIF 2 HABEIC K DERKRIAZ
T4 TTIVT 4 T R EEYE ) VSRR R RS (F158) &R RIS
FEMS NI A ~F =7 A 2 OVERKESE & ML BRI ETVIC B U A il
AR 58 4 95 R 30521396, 2% (77/80) T LAERE T4 £ N> M A
1360.0+6.1%. AEEEFHIAGFHRIZT76.1£5.5%TdH - 7o 496113 1HE
Bl ML A % JifT L 7219,
FEDBEH L Y A v (F60m L EDOFEBIZ X § 5 ki 2IH)
BRI A 0 7 0k A7 7 3 F1,200mg/m*(*800mg/m?) % day1 |23
B2 C A EET A, ¥ 2V E Y »60mg/m2(¥30mg/m?) % dayl. 2.
SIZUHE [ A1) T EE S 5. ¥ ¥ 2 ) 25 ¥ (VCR)1.3mg/m* (i K2mg)
%dayl. 8. 156, 22128F ¥ 5. 7L F=v 1 »(PSL)60mg/m’% dayl7* &
day2l (*day?) ¥ TR 53 5. 4 ~F = 7600mg#% day87%* Hday63 ¥ THE
O%5-3 %, day29i2 A b b L ¥4 — F (MTX)156mg. ¥ ¥ 7 €~ (Ara-C)
40mg. FFH A%V 2 (DEX)dmg% BiET %,
i E o CL e MTXlg/m D241 [ £ e i %dayl WZERET 5o Ara-
C2g/m (Flg/m?) % 1285 [ & & (24, day2 SICHET B AFNVTL R
= »50mg#x 1 H2[, dayl. 2. 3 ﬁ?ﬂf?‘%q dayllcMTX15mg. Ara-
C40mg. DEX4dmg# #iiE9 5. C2: 4 ¥F =7600mg% dayl# & day28 F Tk
%59 %, daylicMTX15mg. Ara-C40mg. DEX4mg#% #fi%:9 5. (C1/C2
1A 7V E LTAH AL 7 Vi) iEd )
MR 0 1) 4 ¥~ F = 7600mg% dayl?: Hday28F TR G345, 2)VCR
1.3mg/m?(f K2mg) % day LI #HET %o 3) PSL60mg/m’% dayl2> Hday5F C
RS T 50 ). 2), 3) &1ty b & L CRRNERAUEMMRT 5.



2) ML Ay 5E 4 8 % Complete hematologic response (CHR) : %5 o $:5t 1 []
b,
Qﬂcquszlﬁx 10°/L. /AR =100 x 10°/L. I H o 3 2RO,
<5%. BAVITR.Z L

R o 3 Bk

18. FESEIE
18.1 {EFHER

18.1.1 A ~F=71FFus ¥ )r—ElEERERTH Y. i vitroER
1235 W T, Ber-Abl, v-Abl, c-AblF 1 ¥ ¥ F F — ViM% HES
Bo W2, MU/MKH R E KT (PDGF) 25146 % OUSCFZ 716 THh 5
KITOFu v F ) =itz % L, PDGFXSCFAY/ a“éﬁfﬂﬂav\] N
T FAEER HET 51979, N-Ji 2 FOUEAEWIE. in vitroatBRic
WT, c-Abl, PDGF%MZW OKITF a3 v ¥+ —Biftkz, 5!%2%1&
IR E IR ICHE S 217,

18.1.2 4 ~F = 7IASCFHl# I X 2KITF 1 ¥ ¥ ¥ F — B DAL 2 O
GISTHREHFMPIZB W TIESNAKITTF O Y v FF—Yighs ¢
NENHE L2919,

18.2 ber-abliE(EFR AN (EGISTHRIEICX T 5. EHEHIFIERAXIE
MESER

18.2.1 £ ¥ F =7'I&., ber-ablif fz 735 AHNE K& Ober-ablift {n 138 8 A%
A5 N5 18 MEE B E R (CML) XOd 2 > s A I (ALL) R
HfE O Ba5E 2 W U720 72, o vitroRERIZ B W Ther-abli (it
MUz L7 R b — ¥ AFEMEH 278 L. CMLK ALLEE O R 1fi
B VBB > v E vz oo = — g TIE. ber-ablis s 88
o — @ﬂ:’ﬁ‘j % é{k!ﬁ/] rﬂ% L 7:1/1% 15). 20)727)0

18.2.2 4 ¥ F = 71&. ber-abliffn T HEife 2 il L 72405~ 2128
WC, JEB DT A 2 0] L 729,

18. 2 3 4vxF= 7 i KITF 10 ¥ ¥ ¥+ —EH ¢ 5 M ba s 2 5

L. WAL W= 55 (GIST) ,%\%m%fmﬂamﬂwalmwmm L7 %
7o A 7%:7*@: L0 SR IA T (SCF) R 7 R b — 2 AR X
FHE S, GISTHIRLIZ BT 2 78 b — o s fua s L7219 9,

19. BRI ICET DIBLFMAR

—f%%2 . A ~F =7 A OVEENE (Imatinib Mesilate)

{E24 : 4-(4-Methylpiperazin-1-ylmethyl)-NV-[4-methyl-3-(4-pyridin-
3-ylpyrimidin-2-ylamino)phenyl]benzamide
monomethanesulfonate

9FI - CoHaN7O - CHaO3S

SFE 589.71

BiE

ST Oyt

1 N E R RS %@lli')’s“bk?%&@#ﬁkfﬁ)é AKIZETRT <

+ HsC-SOsH

AE )= VIZRREITRT L, T/ — (95 IZRREITICL
. 7% b: N IVIZHRD THEITIZ { Vo
22. 2%

(AIF=TEE10mg[ D1 1)

PTP : 205 (108E x 2) . 1208% (10%¢ % 12)
(AIF=T§200mg[ U D1 1)

PTP : 1082 (105 x 1)
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9) AFOREQ(Y
ﬂ:i)
10) MAEEFE & OfEE (FEAKATR) (7)) Xy 75 7€) 20014E11
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