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o foks fofer

) YSEIFED ) N

U U SEREE D L U3 Y SERA A A B AL, TV R H

SRR IZ BT

V723938 [ RCE R 1% 5-3B 0 15mg/kg/ H L E BT~ 5 1)

7 &G D EALDS

RO LN E DD D B,

15.2.3 A X % H\» 721338 1) SOAE #1045 5- 53U 0 30mg/kg/ H DA

LOBCHFRROETSALN, 79 LM 7%

AHE X O

T EAO BT 2B Tld, RECAT70H B o$ 512
£ ) 60mg/kg/HEEICBWT, BHER., B LAER N OE
B ROE TGO SNz L DIWEN D 5,




16.2.4 Z v M2 HHW724E M O 208 AIERER T, B o I/
P - PR (B, BEME & O BRE) O FLEE - /NG ORI - L5z
ROMIE - BIE O BN TE O SR IEE - 518 OFLEE/ R
FReE - EEIROFLEE - W IO RF L ERE (60me/ke/ HE
5.) . W R o FUHANE (30 % U60mg/kg/ H ¥ 5-) D FEBUHE D 1
AN DHEDV S D, T72, FEFGMHRELE LT, L
NED LI e CHEFR D SEBUHIE DHIINA B 5N 72 & DWED B 5o

16. EYENHEE

16.1 MMEE

16.1.1 RigxS

(M) 7 V#1200, 400K U8600mg % H A A 18 P45 Bk 11 1o 2 (18
PEIA) ICTA 1RI28 H M AR 1% G- L7z & &, %570 BISIZEH IRRE
1253 L. Cmax M OAUCo2uld WIS D1 1~2. 7f5 & % o 720 #%51H
H K& O28H H GEHIREE) O V312 BT b Cmax L FAUCo2413 % 5-
HICHHI L. ANEIBIEE TH - 720,

H AN O 1% 0 5 (2 T H LR SRR T 5 L 72 & & 0 3El)

BHREINT A — %

ne e b Cmax AUCo2 )

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

200mg 1HH 0.735+0.149 7.78+ 1.53 10.5+0.4
(3f) 28HH 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
(3f) 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 SERIRAET — 513501 [Pl = 1 (R ]

(R@)HEE A O P R IR ER 3% 12 4 7 2 L #I25~1,000mg % 1 H 11a] &
BVIETH2MNZ A CRAER OG- Lz 8 & b A ~F = 73
BeG7H HICIZERIRFEIE L, WS R OEEIRETOAUCITWT
NHPGEICHBIL . RNBIREIRIETH - 72,
200, 400% U0600mgdD 1 H 1A SAERE 512 BT SE@iE ST 4 —
F MBI H AN TORGE & 74T d o 72 (8 B s 123 2 &R
IR R IR TLH600mg. BATHIUE A CLH800mg Tdh %)%,

)7 7V HI400mg % H AR N DL EAFE LR OKIT (CD117) ik
T AL R B 5 AR L L 1 IRI29 S SCA R T - L 72 ([l P 5142 1
H & O3H BI1xR3#) o Cmax M OFAUCo-24 340 [ $% 5- 12 e~ SAE 514
TO.7~2.6/TH o721,

H AN O H AL - IR B L H Ll ORI G- L 72 & E O3 BRE N T

A —% (RS20 H R OBH B3k, Day29(2861)

oo ,L Cmax Tmax AUCo24 Tz
i B (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
(91) 29H H* 2.86+0.87 | 3.24+2.05 | 47.6+17.0 | 20.0+4.9
¥ n=8 [P + R ]

16.1.2 EYWFHIEIE SRR

ARFZTEI00MgT D11
A< F =7 E100mg[ T A & 7 Xy 7 EE100me % R AT T2 7
nenlgE (5 =7% L CTl00mg) EEH RS- (7 0 A% — 3 —
B L. Mg A ~F = TR L7z O N-3MEEE T 2%
(AUC. Cmax) 122\ T0%ME HEIX [ 112 THREFHINT 2 17 - 7245 3. log
(0.80) ~log(1.25) D#IPHNTH V) . WHIO AWM SRR S 72,

BRAN G G OSEFIE/ X T A — ¥

Cmax Tmax Tz AUCo-18nr
(ng/mL) (hr) (hr) (ng-hr/mL)
4 < F = 7§100mg p
T4 | 552+103 3.0%1.2 12.4%1.0 7198 1553
7)) Xy 7 §E100mg 496 131 3.1x1.0 12.2+1.3 6794 +1759

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

700 } .

it —— A F=T75E100mg [H 74 ]

[ 600 ---0--s )Ry 7 §E100mg

E/I{J 500 b Mean =S. D. (n=20)

3 a0t

> 300 b7

B a0l |f

(ng/mL) 100 } & —
I I T R N 1 1 1 1 {( 1
243456 8 12 24 ’ 48
15 25
P51 OB (hr)

(ARF=T5200me[H T4 )
A< F =7 5E200mg[ T A4 & 7Ry 7 §E100mg & EEE ST T2 Z
ENA YT =7 L L C200mg EARHIEFE LIPS (Z 0 A% — =) L, il
B < F = TR IGE L2 BN EYEIE/ $S 2 — % (AUC,

Cmax) 122\ CT0%IE A X M 2 12 TREFHEAT 2 47 - 7245 H. 1og(0.80)
~log(1.25) DFEFN TS V) . WHI D4R FIZEVEDHERE S 729,

BRI GRE O ERE/ ST X — 5

| P
%ﬁfi}_ _i\ Cmax Tmax Tz AUCo-48ne
b 'C)_ (ng/mL) (hr) (hr) (ng-hr/mL)
1~ F = 7$£200mg 15
(474 | (200mg) 993+235 | 2.2+0.6 |13.1+1.5| 12349+2929
7)) Xy 7 §E100mg (202(? 940+252 | 2.4+0.5 |12.5+1.3| 11967 +3371
mg)

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

1200 |
it | —— AT =7 5E200mg [ 7 1 ]
s 1000 1l 0 7Yy 2 E100mg
T : Mean =S. D. (n=20)
800 |
< h
7 o0t
7 ;
i 400
JiE ;
(ng/mL) 200 ff! \q
143456 8 12 24 ' 48

1525
¥ 5.1% 0 WER (hr)
MR 22 5 NZAUC, CmaxBEm/ 85 4 — & 13, HERE OEIR, 14
TEOFRIA L - WEH S O RS IS X > TR 2R D 50
16.2 ORUY
16.2.1 BHEi%5
71 7 2 )V AIA00mg & B B S BRI G- L 72 & & o A= W52 11
R(398.3% Tdh > 727,
16.2.2 RIEHZRS
AV 18 VB B I I R 12 400me 2 LH 1A SR T3k 5 L.y 58
FIREBIC BV CEIRIIE & FERICHE L7286, Z2IERIRH & ik L
TCmax M WAUCould A L 7225, TN ZN15% M OT% DT TH
0. BERAICRIBEIC 2 S anw e EZ BN Y,
16.3 9ff
AR F =T O MIBEREHANORKEFEIZn vitroiEETRH95% TH 1 |
FIZTNVT IV RCa-TREREEE AL, U REANOREAITIZE
AEB SN Do 72100 1D
16.4 {38
H A N\ O 1 A5 B MU0 B35 12 4 7 2 V#1200, 400/ 1%600mg % 1 H
IE ARG Lz & ERHY TH LN-IE X F L 1KkD AUCo-24(H
I RZEIED15~23%TdH - 72V,
16.5 HEttt
16.5.1 BHERS
SRE AR R A UC-HE# A ~F = 7 (200mg) % HLERE R E- L 72 &
&, 5 L2 U RED80%AYT H LA I HEME S, 67%08F i, 13%A°
RAICFBD BNz D) b REARITIG 2= D25% (20%13 3. 5%i%
R)Tdh o722,
16.5.2 Rig&xS
H AN 18 P B F 195 B3 12 4 7 R L #1200, 4007% 10%600mg % 1 H
1 SRR PG L7z & & OB FIREIC BT 2 REA o IR dr k5
(Fe5-142455) 134.3~7.9% TH - 72V,

17. BRARRGHR i
17.1 EMERURSMICET DR
(T 14 5FI7T « PREKZERMED ) ERIR)
17.1.1 BRICH(F B HABEIC K DERKIAZE
74 TN 7 4 T REEEERIE) 2 R I ERE (5E) RIS
FfiE NIz A < F =7 AV OVERESE A MU BFFE IS B U 5 1
AR 58 4 95 R R 21396, 2% (77/80) T LAERE T4 £ N> MK
1360.0+6.1%., VAEEFFHIAGFHRIE76.1£5.5%TdH - 7o 496113 1HE
B MR & JidT L 721
FEDBEH L Y A v (F60m L E ORI 6§ 5 ik 25IH)
FEMRE A 0 Y7 u kA7 7 3 F1,200mg/m?(*800mg/m?) % dayllZ 3/
B2 C A EET A, ¥ /L E Y »60mg/m2(¥30mg/m?) % dayl. 2.
SIZUHE [ A2 T EE S 5. ¥ ¥ 2 ) 25 ¥ (VCR)1.3mg/m* (it K2mg)
%dayl. 8. 15, 22128F 3 5. 7L F=v 1 »(PSL)60mg/m’% dayl7* &
day2l (*day7) ¥ TR 53 5. 4 ~F = 7600mg#% day87%* Hday63 ¥ THE
0855 %, day29i2 A b b L ¥4 — F (MTX)156mg. ¥ ¥ 7 € ¥ (Ara-C)
40mg. FFY A%V 2 (DEX)dmg% BiET %o
[ @ 0 CL : MTX1g/m? 0 2415 1 £5 65 &1 & dayl 12 FE 3 5. Ara-
C2g/m*(¥1g/m?) % 12 ] & & 1240\, day2. 3ICHiiEST 5. AF LT LK
= »50mg#x1H2[. dayl. 2. 3IZEET %o dayliCMTX15mg. Ara-
C40mg. DEX4dmg# #iiE 9 5. C2: 4 ¥F =7600mg% dayl# ©day28 F THE
%59 %, daylicMTX15mg. Ara-C40mg. DEXdmg# ffiii: 3 4. (C1/C2
1A 7V E LTS 7 Vi) T .)
HEFEREE: 0 1) 4 ¥ F = 7600mg % dayl A Hday28F TR 53 %5, 2)VCR
1.3mg/m?(f K2mg) % day LI #HET %o 3) PSL60mg/m’% dayl2: Hday5F C
RO 5, Dy 2). 3) &1ty b & L CEBRERAEMMEST 5,

_5_



2) ML Ay 5E 4 8 % Complete hematologic response (CHR) : %5 o #:5t 1 []
b %,
&i‘ﬂPf:‘Kzl_Sx 10°/L. M/~ =100 x 10°/L. I A o 3 2RO,
<5%. BAVITR.Z L

R o 3 Bk

18. FEEIE
18.1 {EFIHER

18.1.1 A ~F=71FFus ¥ )r—EEERERTH Y. i vitro R
128 T, Ber-Abl, v-Abl, c-AblF 1 ¥ » F F — Vi % HE T
%o B, /MR KR T (PDGF) 2 A K OSCFZ Ak Tdh %
KITOFu P v ¥ - —EiE%EHE L, PDGFRSCFA a“éﬁfﬂﬂav\] 2
7 IEE R BET 5079, N-Jii X F VAL, i vitroitBRIC
WL, c-Abl, PDGF%MZW UKITF O v > &+ —Biltk%, 5!%2%1&
R EFIZREREICET 57,

18.1.2 4 ¥ F = 7IISCFHliIc £ AKITF 1 ¥ ¥ F F—EOiHHL KR
GISTEHEHEMIEIC BV TIE S NAKITF B Y v ¥ F — ViM% &
NENEE L2919,

18.2 ber-ablE(EFEMMIE G GISTHIRIC T . 1EiEMEIfERA (&
HRER{ER

18.2.1 4 ~F = 71d. ber-ablif{n 73 AMINE K Uber-ablit (= T F8 B A
F BN B 1B P B M9 (CML) SUE &k > 7P (ALL) Hisk
M oBsE 2 W U7z F 720 in vitroiRBRIZ B> Ther-ablig =1 Bk
MR L7 R b — v AFEEHZR L. CMLKE CNALLE#H O KA I
BOVEREY > TV ax vz oo = —EEGEERTlE. ber-abliffnF-58 38
o — @ﬂ:’ﬁ‘j %33 4‘)_\!E/J rﬂ% L 7:1/1% 15). 20)727)0

18.2.2 4 ~F = 7%, ber-ablit (& FH UM 2 B L 7230~ 7 212k
W BB O LR 2 ] L 7222,

18. 2 3MA~vF= 7 i KITF U ¥ ¥ & F —E203 5 Al s % #i)

L. HLEME (GIST%%%‘HJ%%HEH‘@@%HH’@W?L%}lﬂﬂil L7z F
7o A 77‘“:7‘1: £ 0 LR T (SCF) MRS 7 AR b — 2 AR
P S, GISTHIRZIZ BT 2 78 b — ¥ ARfaEudsgn L7219 19,

19. B CAET 2IBEEMAR

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

{E248 : 4-(4-Methylpiperazin-1-ylmethyl)-V-[4-methyl-3-(4-pyridin-
3-ylpyrimidin—2-ylamino)phenyl]benzamide
monomethanesulfonate

9FI - CoHaN7O - CH1a03S

SFE 589.71

BE

ST Oyt

1 N E R RS %@lli')ﬁ“bk%ﬁéﬁ)#ﬁkfﬁ)é AKIZET T <

+ HsC-SOsH

ALY )= VIZRRBETRT L 27 7 = (95) 12 REITI2<
. Tx b:M TR THEITIZ v
22. 3%

(AIF=TEE10mg[ D1 1)

PTP : 20 (10%E x 2) . 120%¢ (105 % 12)
(AIF=T§200mg[ U D1 1)

PTP : 1082 (105 x 1)
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3) HARAALE BRI B 2B 1) 2B () RNy 72 7
b 1 20034E7 H 17 H KGR, maﬁﬁwﬂﬁﬁf\l 1)
4) HARNMALE B RIER B 2B 5 8 ARG AR B GRE (7)) Xy
75T 20034ETH1TH AR, HREEERE R 1. (2)
5) EEAZM B & HEE 2014 5 51(9) : 848-853
6) LR AR SRR ($2200mg)
7) R (7)) Xy 75 7L L 20014E11H 21 H KRR,
EREEAS. (1)1))
8) HHDWED(ZF YNy ¥ H 7 2001411 H21 HARR, HiEE
FHEEAS. (1)2))
9) AFOREQ(Y
ﬂ:i)
10) MAEEFE & OfEE (FEAKATR) (7)) Xy 779 7€) 20014E11
H21 A&, i % SEMEEEA2 . (2)4))
1) MmEEEHE L D (71%\/77]7@ 2001411 A 21 H &G
%%’ﬁ*ﬂr%P}EENZ (2
12) #HEIALC mwwﬁq: R (7)) Ny 7 7 7 )b 2001
E1LA21HAGE., HEEREEAS. (5))
13) Yanada, M. et al. : J. Clin. Oncol,, 2006 : 24(3) : 460-466

)Ny 7 970 L 20014811 H 21 H KRR A

14) Fuv ¥ F—YiFEM., Fud ¥ - — PIREM IR & O
W 7 FIRZIZRE S 25 (7)) Xy 7 5 7 20014511 H 21
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