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V723938 B AR R 1953 BR 0 15mg/kg/ H ML Lo BT~ 5 1)
TG DTEALATRO SNz L DL H B,
15.2.3 4 X % i\ 72 13:8 [ SOE A D3 5- 38k 0 30mg/kg/ H LA
FOBETHETEEOETAALN, Ty beHWzZEREDY
IR S EA OB $ 2 3BTl ZCRERT70H Bl o512
£ D60mg/kg/HEEIZBWTC, WBHEER, B LEER L OE
TR 7RO T 300 5 N7 & OHED D 5o
15.2.4 5 v & HWZ2EM O A ERER T, B IE O B/
3 - RIS (B, BEE R OWRIE) OFLBENE - /N OBYE - BRI
RORRIE - GBI B K OE O EIES; - 7iE O FLEE/ R
R - BRI O FLBENE - SRR O R B2 (60me/ke/ H %

_4_



5, RO FUEE (30K U60me/ke/ H 3% 5) 0 SR D1
MBIk OBEN D Do 720 FWHHHREL LT, L
BEONE AT D3R D S B ORI 2 & 17 & DHE B 2

16. EYENHEE

16.1 MMEE

16.1.1 RigxS

(M) 7 7 V#1200, 400K U8600mg % H A A 18 P45 Bk 11 1o 2 (12
PEIA) ICTA 1RI28 H M AR 1% 5- L7z & &, %570 BISIZEH IRRE
1253 L. Cmax M OAUCo2uld @RI G- D1 1~2. 7f5 & % o 720 #%51H
H K& O28H H (GEHIREE) O V312 BT b Cmax L FAUCo24 3% 5-
HICHHI L. ANEIBIEE TH - 720,

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

BHREINT A — %

oy "~ Cmax AUCo-2 Tz

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

200mg 1HH 0.735+0.149 7.78+ 1.53 10.5+0.4
(3f) 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
(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

¥ ERIREET— 5 13561 [Pl + iR ]

(R@)HEE A O P R IR ER 3 12 4 7 e L #I125~1,000mg & 1 H 18] &
BVIETH2MNZ A CRAER OG- Lz & & b A ~F = 73
BeG7H HICIZERIRFEIE L. WS K OEEIRETOAUCITWT
NHPGEIZHBIL . RNBIREIHRIETH - 72,

200, 400 U600mgd 1 H 1 SAEFE e 512 BT SEMEE ST 2 —
F MBI H AN TORGE & 74T d o 72 (5 B s 123 2 &R
IR R IR TLH600mg. BATHIUE A CLH800mg Tdh %)%,

)7 7V HI400mg % H AR AN 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 & OBH BIi1xR#) o Cmax M OFAUCo- 24340 [0 $% 5- 12 e~ SAE % 514
TO.7~2.6/TH o729V,

H AN O HALE - RS B L H LR ORI G- L 72 & E O3 BRE ST

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
# 1 n=8 [P + R ]

16.1.2 EYFEHIEIEMSHER

(AIF=TEI00mMgP T 1]
A< F =7 E100mg[ T A & 7 Xy 7 EE100me % R AT T2 %
nenlgE ([ vF=7% L Cl00mg) A& H RIS (7 0 A% — 3 —
B L. Mg A ~F = TR E L7z O N-3MEEE T 2 —%
(AUC. Cmax) 122\ T0%ME HEIX #1112 THREFHINT 2 17 - 7245 3L, log
(0.80) ~log(1.25) D#IPHNTH V) . WHIO AWM SRR S 72,

BRAN G G OSEFIE/ T A — ¥

Cmax Tmax Tz AUCo-18nr
(ng/mL) (hr) (hr) (ng-hr/mL)
4 < F = 7§100mg p
T4 | 552+103 3.0x1.2 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 —e— A F=75E100ng [H7 1]
[ 600 [ ; ---0--- )Ry 7 §E100mg
;P s00 L i Mean =S, D. (n=20)
3 o0t
> 300 b7
B a0l |f
(ng/mL) 100 | ¥ —
AT I T T T 1 1 1 {( 1
243456 8 12 24 ’ 48

1.5 25
P51 oW (hr)
(A IF=T§g00meglt o1 1)

A< F =7 5E200mg[ T A4 & 7Ry 7 §E100mg & EEE ST T2 Z
A ~F =7 L LC200mg A HEFE 35 (7 0 A4 — N —F) L, il
A T TIREERE L, 155N EhEE 8T 2 — & (AUC,
Cmax) 122\ T0%1E JA X M 212 TREFHAT 2 17 > 7245 . 1og(0.80)
~log(1.25) DFFANTH Y . WA O EW AR HR S 725,

B WA G OSEYIRE X T X — 5

%ﬁﬁf—_%i Cmax Tmax Tz AUCo-18hr
v Lf)w (ng/mL) (hr) (hr) (ng-hr/mL)
ﬂ:j}j 7 §200mg (2015;‘ig> 093+235 | 2.2+0.6 |13.1=1.5| 12349 +2929
7~y 7 §£100mg <202§§1g> 940+252 | 2.4+0.5 |12.5+1.3| 11967 +3371
(Mean=S. D., n=20)
1200 |
it —e— A F=T7EE200mg [T A1 ]
31000 F11 b o ZY Ry 2 5E100ng
';lf" : Mean =S. D. (n=20)
800 |
2
z 600 | I
7 ;
400 F
E ’l
(ng/mL) 200 f
43456 8 12 24 ! 48

1525
PG50 (hr)

MAEPERE 22 5 IZAUC, Cmax@Em/8 5 4 — 1%, HERE OEIR, 14
WO - B ORBREMIC L > TRZ B TREELS D 5,

16.2 MRIY

16.2.1 BEOgS
717 NV FI400mg & fEEHE R BRI $ 5- L 72 & & ORI
#(398.3% TdH 727,

16.2.2 RiEHES
FRELN 018 VA BEYE F 9% B 12400me % T H 1l SO RE TS L. 8
HWIRBICBWCERE & R L2246, ZIERRA & L
TCmax M} WAUCould A L 7225, TN N15% M CT% DT TH
D, BEMICHEIC RS nEEZ 5N Y,

16.3 &0
AR F =T O MIFERHANORKEF din vitroikBETH95% TH 1 |
FIZTNVT I U RPa-TREREEE AL, U REANOREAITIZE
AER SN o 721010,

16.4 X3
HAR N O 81 A w E 5 12 7 772 v #1200, 4000 08600mg % 1 H
1 RAEZEORS- Lz e & ER#HYWTH 2N x T VRO AUCo-24fH
1FARZEAED15~23%TH - 72V,

16.5 HEitt

16.5.1 BEO%S
AR AR HE R A M C- R A < F = 77 (200mg) & HLERR IS L7z &
&, %5 L 72T EE 080%A37 H LA L2 HEME S AL, 67%A5F i, 13%7°
JRHIZRRD H7ze 209 HRZBILERIZ 58 025% (20%13 3, 5%I1%
JR) T o722,

16.5.2 RIEH%S
25 N O P A5 P I 2R 3512 4 7 2 V#1200, 4007% 1%600mg % 1 H
LIl AR G- L 72 & & O R IREEIZ BT 5 REALR O JR P HEE
(¥ 5752415 1) 134.3~7.9% TdH - 72V,

17. BERRALE _
17.1 BEERURSMICEET DHER
(T4 5717 « PREFBIERIED > WEEDFD
17.1.1 BRICSIF DHAEEIC K DERKIRR
TATTIVT A TGRS 2 s B (%) & RIS
FEMS NIz A ~F =7 A 2 OVERKESE & ML N7 BERIREETIZ B U 4 i
AR 58 4 95 R 2921396 2% (77/80) T TAERE P4 £ N> M A%
1360.0+6.1%. VAEEEFHIAFHIE76.1£5.5%TdH - 72, 496113 1H#E
B MR & JidT L 721
FEDBEH L Y A v (F60m D EOFEBIZ 0§ % ki 25E)
PR ARG Y7 ak A7 7 2 F1,200mg/m? (¥800mg/m?) % dayl (2 3H;
[ 200 CHEBHET 50 ¥ 7 )V E Y »60mg/m?(*30mg/m?) #dayl. 2.
SICIBE A CAEE#ET 5. ¥ v 2 ) ZF » (VCR)1.3mg/m? (2 Kk2mg)
Zdayl, 8, 15, 2212#E$ %, 7L F=v 1 ¥ (PSL)60mg/m?%daylh 5
day2l (*day?7) T TR ST 5. 1 ~F = 7600mg% day8h* Hday63 F THE
559 %5 day29i2 4 b b L ¥ 44— M (MTX)15mg, ¥ % 7 ¥~ (Ara-C)
40mg, FFH A% 2 (DEX)dmg% BiiET 5o
b [ & 35 5 0 C1 0 MTX1g/m>0 2405 R F5 f5¢ i 1 & day 112 FE i 5 %0 Ara-
C2g/m*(¥lg/m?) % 12 ] & & \24Ml, day2, 3ICHHES 50 AF LT LK
= »50mg#x1H2[., dayl. 2. 3IZ&E T %, dayliCMTX15mg. Ara-
C40mg. DEXdmg#%x {9 %, C2: 4 ¥F =7600mg% dayl# ©Hday28 F TiE
%59 %o daylicMTX15mg. Ara-C40mg. DEX4mg#% #fi+:9 5. (C1/C2
1A 7V LTAT A 2 Vi) BT ,)
HEFRE D 0 1) 4 ¥~ F = 7600mg% dayl2: Hday28F TRO#% S5 %, 2)VCR
1.3mg/m”(fx K2mg) # dayLIZHHET %0 3)PSL60mg/m?*% dayl#: Hday5 3 T
RBOST 5. 1. 2). 3) &1ty b & L CEMPNEREMMTET 50



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

MR A~k %@llioﬁw?%émnakf(%é KiICHEF LT L,
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)

23. IESZEK

1) HAMNIBIU 2HEWBRERAE (7)) Xy 75 7 0 20014E11H21
H A& ER. EE HYURHEEEA3)

2) SFEINIC BT 2 SEWBRERGT (77 ) Ny 7 5 7L 20014E11 H 21
HARFE. HEHERMEZEANS)

3) HARAGHALES BB B 2 B 1) 2 SE B R Rk (&
b 1 20034E7 H 17 H KGR, Hﬁlaﬁﬁifwﬁﬁf\l 1)

4) HARNGACE T E S B E 2B 5 8 TR AR (7)) Xy
7 TR 2003¢7H17E|7¥<m HREEEMRE 1 1. (2)

+ HsC-SOsH

DR /A

5) EEFHIZM © B & K, 2014 ¢ 51(9) : 848-853
6) HPNEH EE%%CE@ [ S 3R ($E200mg)

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) HHOEHED(/
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

%%E’ﬁ*ﬂr%P}E%«Z (2

12) #HEIALC mwwﬁq: R (7)) Ny 7 7 7 )b 2001
E1TA21IHAKRE, HFHERIEEA~3. (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
HARFR. HEEE R R2)
Druker, B. J. et al. : Nat. Med., 1996 ; 2(5) : 561-566
16) PDGF=ZAk K Ue-KitF 1 ¥ ¥ F—E &4 LMl > 7V iz
BT BER (7 Ry 7 TR 20013511H21E7¥< . B
ERHEEEAR2)
17) ER#WOF Oy > F 5 —BHEISET 2R (T Ry 79 Tk
Vs 2001411 H 21 H KRR, HIRFEORHME S A3, (2))
) Heinrich, M. C. et al. : Blood, 2000 ; 96(3) : 925-932
) Tuveson, D. A. et al. : Oncogene, 2001 ; 20(36) : 5054-5058
) Carroll, M. et al. : Blood, 1997 : 90(12) : 4947-4952
21) Deininger, M. W. N. et al. : Blood, 1997 ; 90(9) : 3691-3698
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26) Verstovsek, S. et al. : Cancer, 2005 ; 104(6) : 1230-1236

27) Kawaguchi, Y. et al. © Leukemia, 2001 ; 15(4) : 590-594

*24. MERFERFERUBEUVEDEE
PO A R v —
T532-0003  ABrEN X E F5 T H2-30
TEL : 0120-381-999 FAX : 06-7708-8966

26. BUSHRSEREE
26.1 SGSHARZETT

RAFRERIST

ABRTENIIRERSTH2-30

DA3 A221114



