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R B30 (ug/mL) | (ug - h/mL) (h)

200mg 1HH 0.735+0.149 | 7.78+1.53 | 10.5+0.4
(361) 28H H 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
(361) 28H H 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
(61) * 28H H 3.94+2.52 | 66.1+40.8 | 18.2+3.4

) SR M ST A 2 5

14, #EAEDZE

=z
B
=

14.1 EFZMFEFOXE
PTPARED#EANIPTPY — P2 S B L CHRET %
X842, PTPY — FPOMAKIZE Y, TS
DS EEREARTA L, HIZI3ELE B2 L CHERR
REOEELRAIEZ RS L2 DD 5,

. TOMOEE
15.1 BRERERICE O 158
15.1.1 NS5 OMET, LRFOF S U HiFEEE 2T
TV 5 RIS EF I B W T, AFFS- I FIR
IR T RED D S b7z & DS H 5,

15

% EHEARAET — 4 1256 (P41 = e fi 3
(2) M E N D18 M B R B2 7 e L #I25
~1,000mgZ1H1M & 5\ IF1H 2[5 T
ERORG L &, M A ~F = 7
STHHIZIZEEREIGEL ., WRES K OES
REETOAUCITWI NS EIZLAI L. KN
BjBIIHIETH - 720
200, 400J% 0°600mgm 1 H 1[H FAE R #5128
W, SEWENIRE/ ST A — FEIE H AR AT O R
& FEETdH o 72 (18 MEF R s (k3 2 2KER
A AE IR C1H600me. BT Z &M
WCIH800mMg T %)%,

(3)# 7 WHEI400mgx H A N DY BEAFE X1 ¥
BMEOKIT (CD117) B4 AL 1 8 HE 55 (85
WZ1H1IA29 H B RE RIS L 7z (% 5%
2HB K U3H BIER3E) . Cmax L IFAUCo-24



A B 542 B~ UL 5 C0. T~ 2. 64 <
o120,

A AR N DAL W EEF S5 121 H 1l JAZRE 1455 L 72 & & o3 ERg <
7 A= (#$5-1%2H H R O3H HIEK3E, Day2913861)

e e . Cmax Tmax AUCo-2 Tz
BIR BT gmn) | ) g obvml) | ()

400mg | 1HH [2.51+1.00(3.23+1.91| 34.7+13.6 | 15.5=1.9
9f) | 29HH* |2.86%0.87(3.24*2.05| 47.6+17.0 | 20.0%4.9

¥ :n=8 [P = 2]

16.1.2 &HEHREEM
[ RS 3550 00 AL 5 28 B 0 HE Wy 2 11 ) 5 1 S B 7
A NI 4 ] CEF2442H29H SEAFAFE02294
105) 12D &, FF A O A ~F = 7§100mg
[ 7% &, [HWEF#EF O A ~F =7 5100mgl ¥ 7
7 [ pZFnEn1§E (4 ~F =7 & LTl00mg) % .
70 A — =ik &0 RS 12 22 R R H ]
FePe S LI R LRI 2 il Lz, 155
N7-FEYERE/ YT X2 — % (AUC, Cmax) 2DV THE
FHRAT % 47 o 7oA R T O A4 W0 IR S5 1 ST 2
7Y,

D IR H O A ~F = TEE100mgl ¥ 7 5 |2 7)) Ny 7 §E
100mge . & hExGE LRSI L ) FE

HEWEAHER SN TV D,
(ngnL)
600
-1~ F=7§E100mg" ¥ 7 ¥ )
500 1 100mg (n=19)
i 400 H mean+S.D.
i
4 300
3
200
100
0 R ‘ .
0 6 12 24 48 2 ()
FRE[H]
HENTA—S BENTA—S
AUCt Cmax tmax tiz
(ng - hr/mL) | (ng/mL) (hr) (hr)
A ~F =7 EE100mg 5873.68 496.77 1.92 12.85
[Z7h%] +1410.49 +131.85 +(.61 +1.50

(mean+S.D.)
I G ONIZAUC, CmaxE0 /85 A — ¥ 13, BB ORIR, Kilio
FRAURHL - BRSO SERA M\ & o CRA D THEMEA S % o
16.2 TRIR
16.2.1 BEES
B 7 VE400mg & R I BRI O G Lz &
X OAWFHFIEZEIZ, 98.3%THh - 729,
16.2.2 RE#HS
AVELN O P i IR R 1 2400mg & 1 H 11815
ERROHEG L. EFREICBWCEIRA L FE
WCHRH L7286, ZiERIRA & i L CCmax K O
AUCo24lFZ D L7208, 2 2N15% K 7% DR
THY ., BRMICEEIC S nweE L 5™,
16.3 2%
A <YFZTDOk bMEEEANDEERILn vitro R
THIS%TH Y . BTN T I ¥ a2
EREAEL. VREANOKEAIZIIEAEALN 5
729.10)O
16.4 38
H AR N ot 5 14 A I B 12 5 7 2 V#1200, 400
T U%600mg % 1 H 1| SAERR %G Lz b &, FAH
WCd BN A F WARD AUCo-asfili 13 2D 15~
23%TdH o 72V,
16.5 HEt
16.5.1 BEKRS
ARE AR A HUC-1ERE A~ F = 7 (200mg) & Hi
ARG Lz e & %5 L2t o 80% 437 H
DIPIZHEM S A1, 67%H33Em . 13% DRI IZFED &
N7ze T09 BLREEIZE G B D25% (20%I13 3
5%IER) Td - 7210,

16.5.2 RE#HE
H AR 8B Bl 0 R 12 7 7 R V#1200,
400 % 0°600mg % 1 H 1R SARRE OB 5 L2 & EDE
HOIRFEIZ BT B RZEALIE D R P HEE R (3 5- 1224 1
M1)134.3~7.9%TdH - 72,

17. ERERFUAE
17.1 AHHERVCREMICE Y 555
(F145T7N7 ¢« 7EHEFEHBESMY >/ AR

17.1.1 ERICH T 2 REEICK KRR
TATTIT 4 T REAEGIESNEY PR R
H(05) # R FICEmE NI A ~F =7 XV )VEEEE
$E A AN O IC BT B I e
21396, 2% (77/80) T LAERET-HIME A N> b A
FE1360.0£6.1%. VEREFHIAFER1276.1£5.5%
TH o720 A9NTIEHRZIE IS FERE & 1T L
72,

FED P LY A > (F60m DL B OFE BN R 3 2 i 3H)
FEHEIIRY: : v 7 kA7 7 3 F1,200mg/m? (*800mg/
m?) % dayLIZ3IER 22 1 C BIEEHET 2. ¥ 7 /v ED »
60mg/m*(*30mg/m? % dayl. 2. 312 1EF [ A\ T 53
HiET A, ¥ 2 1) 2F Y (VCR)1.3mg/m*(#% K2mg)
#dayl. 8. 15, 2212##iE3 %, 7L F=v 1 »(PSL)
60mg/m*# dayl2* &day2l (*day7) ¥ TREIOHG T 5. 1
~F = 7600mg% day87* Hday63 F THEIIH% 59 %, day29
IZAMMLFHY— MMTX)15mg., ¥ % 7 ¥ ¥ (Ara-C)
40mg, 7 XY A5 (DEX)dmg fiiEd %,
H o B2 0 CL s MTX1g/m? 0 2415 B £ 46 % 1 % day1
ICFEfi T 5o Ara-C2g/m?(¥1g/m?) % 1205 [ Z & (24[A],
day2. 32T 5o AFIVT L K=y »50mgz1H2MH,
dayl. 2. 3I2##F9 5. dayllcMTX15mg, Ara-C40mg.
DEX4dmg#% #fi{E 3 5, C2: 4 ¥ F = 7600mg % dayl 2*
5day28 ¥ T #% 5 3 %, dayl IZMTX15mg. Ara—
C40mg.DEX4mgx #iiEd %, (Cl/C2%1 4 7 vk L4
A 7D KT )
MR 1 1) A ~F = 7600mg % dayl 2 & day28 £ THE
#1545, 2)VCRI 3mg/m’ (& A2mg) % dayl |- BIET %
3)PSL60mg/m*#% dayl7 Hdaybs $ TR 53 %, 1).2).
3) %1% v | & LCEMEEHEE R 5.

1E2) MU 5E 4% % Complete hematologic response(CHR) :
WROFFHEINE D%
IFhER=1.5%10°/L, IM/ML=100X%10°/L, ML O 3FERO,
B OFER<5%. WA AR L

18. FExpEEIE

18.1 fEFHFF

1811 A~F=73Fud rFF—YEEHERTHY .
n vitroikBEIZ BT, Ber-Abl, v-Abl. c-AblF
Oy rdF—EiENEHET 5, B2, M/MUHR
R (PDGF) 753K L O'SCF %7k T A KIT
OFuy ¥ F—EiEEHE L. PDGFRSCFA®
AT LMW Y 7 FIVEEZ HEST 259, N-§
X F ARE L, n vitroRERIZ BT, c-Abl,
PDGFZ B K OKITF 0y v ¥+ — ¥tz K
ZALIR & ZIZAARE I HE T 519,

18.1.2 4/ ¥~ F = 7 IISCFHl#IZ L 2KITF 1> > ¥ F —
¥ OWEMAL L O GIST & ML I B\ CInE S
N7ZKITFOY v ®F—BiEE 2N EnHEL
7’;17,18)0

18.2 ber-abl Bz FHHMREX IZIGISTHRICKH T 5. #HiE

M ER X IS nEEER

18.2.1 4/ ¥ F =71, ber-abliifz 735 AMINE I Ober-abl
EAR T FEWASA 5 L5 BV #EPE A i (CML) X
XEME) v I (ALL) FH L oo a5 & )
L7ze F72. in vitroi{Bfi2 B\ Cher-abli#E a1
PRI L7 R =3 ZAFEEN 2R L. CML
KM OALLEE O KR M O EFEE > 7V vz a
O = — R TIiE, ber-abliEfa FHEE a0 =—
DIERG % BN |2 PHE | 7218141920

18.2.2 4 ¥ F = 7L, ber-abliifz 7B hliE % B L 72
I~ 2B WT, B OISR A& Hi L
7=,

18.2.3 1~ F=7I%, KITF O > F—ENN7v 505
AGE A P L. AL U E RS (GIST) Bt kel
oM EEE M L7z $72, A~ F=T7I2LD



19.

22.

23.

1)

FEAIIE R T (SCE KRR T A b — ¥ 2AFRIFHE
L, GISTHINEIZ BT 2 7 F b — ¥ Al £ i L

f:17‘18)o

B ICEEY 2 EB{EFERIAMEAE

—MEMARE 1 A~ F =7 X 2 )V (Imatinib Mesilate)
(JAN)

4-(4-Methylpiperazin-1-ylmethyl)

-N-[4-methyl-3- (4-pyridin-3-

ylpyrimidin-2-ylamino) phenyl]benzamide

monomethanesulfonate

fbatgag s

K\N S P

SROUPSTUY

e’ Z \G[ \( N 2N HC-SOsH
o cns N~

HF
GRS ¥

7oK

L -

C20H31N70 + CH403S

589.71

KRt A ~RE AL ) TWEaOBRETH 5,
AREIIKRITHD THEITR T, T AT IV AR F
TRIZETRT L Y = VIR RETRT <
I 7 =)V (99.5)IZEITFITL v,

Bl 224~226C

23
208 [10%E (PTP) x 2]
120§ (108 (PTP) x 12]

FEXH

HARNIBU 23 ENRERRE (7 ) Xy 7 4 7 20014F
11H21 HAGE. HFFEREZEAS)
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EIPZ BT 2 UIBRAEE - BB EGISTEE 1259 4 25 LAHER
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EEPEERRI R (7)) Xy 7 7 7R L 20014E11 H 21 H 7K
. HEEREAS. (D)
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MEEEE & OfEE (EOMKER) (V) RXy 7T
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