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BWmpAhohic L OWEDRH L, i, FEHIHELE LT, O
[ D WER I DR DFEBIHFE DI AIA SN 72 & DIWED D %o

16. EYENRE

16.1 MABE

16.1.1 RiE#RE

(1) » 7 #1200. 4005 U8600mgz H A A O 1EPE5 Sk A ims g
H (RN \CTH1MI28H B RCAERRH G- Lz &, &57HH
IIZEFIRREIE L. Cmax X PAUCo- 24l d #IEH%R 5-01.1~2.78%
Lipodze #GIHHKU28HH CGEHIREE) owihiclsnTd
Cmax }, NAUCo2 3 G- 2 HpBIL . ARNTIEBITHIE TH - 720,

HAN O v A s 8 () (ICLH 1l BUER PG Lz L &

DY FFENT X — 5

b . Cmax AUCo-2 ti2

Begdt | Bl (ug/mL) (ug - h/mL) (h)

200mg 1HH 0.735+0.149 7.78+1.53 10.5+0.4
(3f1) 28HH 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
(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
(6f0)* 28HH 3.94+2.52 66.1+40.8 18.2+3.4

X ERIRE T — & 13561 [*F¥fii +SD]

(2) AV NS BV E EE A 7 2V F125~1,000mg &

TH1EI® 2\ IETH2ENZ 50 TR IH G- Lz & &, i A
< F = TREERGTH BICIZEWIREBIGEL, kL RO
?ﬁgﬁﬁﬁf‘@AUCliu\fﬂ%i"i%%b:ﬂ:ﬁﬂL\ PRP B TR 13
2 CH o7,
200, 4005 0°600mgd 1 H 1l S ARSI $e G- 12 BT, S Ehhg
NTA—=FHIFHARANTORHR L S TH -7z (Bt a
I V2R3 2 K ER IR R = 32 T1H 600mg, #4731
AV TIH800mgTH 5) 2,

() A 7 NHF400mg#E H A N DY B A g XL dn P OKIT
(CD117) BRI AL R IE S5 838 2 1 H 1In129 H B AR 4 5
L7: (E¥eh-%2H H & O83H BidfR3E), Cmax M FAUCo-21
FWEF LA AR 5% T0.7~2.6f5 CTH o 722 Y,

HARN O ACE I ZNESS B2 H Ln] BOAERE T3 5- L7z & & o3EBhig <

T A—% (WFG-#5%2H H L OBH Hikfk$E, Day2913841)

v e v Cmax tmax AUCo-24 tiz
PR | B H (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
(9f) 29H H™|2.86+0.87|3.24%2.05|47.6+17.0| 20.0+4.9

¥ :n=8 [P35 = SD]

16.1.2 EMFHIFEEFMHER

4 =F =7%100mg [KMP] & 77 Xvy 7 §100mgx. 7 1
AF ==z L)EnENIEE A~ F=TLLTENE
N100mg) e BE 1 A Y3 - Vot £ L Rl RE T35 5 L i ok
TLRREZME L. BohEYHE S 2 —% (AUC.
Cmax) 122 T90% 15 BIX [ THEEHRANT 2 17 o 724 8.
log (0.80) ~log (1.25) O#IPATH V. Wil AW a=ny I &E
PSR S 7Y,

HWEE ST X —F

N AUCo-% Cmax tmax e
(ng - hr/mL)| (ng/mL) (hr) (hr)
AF= 75
100mg [KMP/ | 24| 09472128 |443.6123.8) 2.9621.44 | 14.06+3.16
TVRI TG on | 68062180 |452.6+157.5 2.94=1.45 | 13.33+3.04
100mg
(¥4l = SD)
(ng/mL)
600 -
—O— A XY F =T HEL00ng TKMP|
500 —— 71 X 7 5E100mg
;[g SEH{E+SD, n=24
$
P
~
EA
Z
]
=
0 6 12 24 36 48 72 96 (hr)
5% R

Mg A4 < F = 7REOHERE

PRI ONZAUC, CmaxZm /85 X — %1%, PhH OB
M DOFREURIEL - BE S5 O RER ST & > TR D HENED D 5,

16.2 RIR
16.2.1 HEBE

7 7V HI400mg % A HE R A HIERE L 14% 5 L 72 & & o ke
HIFI 281398 3% Td - 729,
16.2.2 R1E#HE

AL 8V B S B 12400mg % 1 H 1R AR R 3% 5-
L. ZHIRECBWCEEE L MR L2206, 2R
R & iR L TCmax e NAUCo-2ld A L7245, ZFE115% I
V7%DETTH Y. FEMICHBEICR S nweE 2 5NRZD 2,
16.3 9%

42 F =70 MIEEANDEER LN vitroR B THI95%
THY, FIZT7TNVT IV ROPa-BUEHEEAEHEAL, U RE
FINOREEIRIZEA LR LN D729 10,
16.4 X

H A A o 48 Pk B0 1 190 B2 7 7 kL #1200, 400 K O
600mg# 1 H 1M KR HRG L& &, AW TH HN-Hi
A F WARD AUCo2 I REALKRD15~23% TH - 72V,
16.5 Bttt
16.5.1 BEEKE

A4 E A N HC R A ~F =7 (200mg) % B IAIER T
B Lzl & %5 LR 080%257 H BLN I HEfE & 4,
67%HFEH, 13%ARHIZHD Size DS HRELEITE
HE025% (20%133E, 5%I3R) TH 72",
16.5.2 R{E#HRE

H A A o 18 Pk 45 B 0E 1 190 B 12 7 7 & L #1200, 400 K O
600mg% 1 H 1 BRI S- L72 & X O EHIREIZHBIT 5 RE
LR DR HE R (35 5%24850) 134.3~7.9%TdH - 72"

17. ERPRRCIE
17.1 AR UR2M(CET 558
(714 5TV 7 ¢« 7EEEGERMY >/ A R
17.1.1 BRICH T 2 6EREEIC L 2EKRAR
T4 TFNT 4 T GAARB Y Vs B (W5E)
EHQICER S NI A < F =7 A 2OV ERHGE R ML 72 O ¢
BB B M A 5E A T 1396.2% (77/80) T, 14F
A £ R N EAEERI60.0+6.1%, VAR T 47313761
*£5.5%CTdh o720 A9FNLTHERF R MR AL 2 5ifT L 7212

FD BEHL YA 2 (F60i% DL OSEBIN S % i IE)
B ARE D Y ak A7 7 3 F1,200mg/m? (¥800mg/m?)
% day LI SHERI 20 TR HES 50 ¥/ VE ¥ Y60mg/m® (*
30mg/m?) #dayl. 2. 3IZ1IKFRIA T CREEES 2, €Y 27U R
F» (VCR) 1.3mg/m? (3 K2mg) #dayl. 8. 15, 22\Z#HET
%, 7L F=vur (PSL) 60mg/m*% dayl? Hday2l (*day7)
I TRO%S T 5, 4 <7 =7600mg% day85* 5 day63F THEI1
#5935, day20l2 A b L FH— K (MTX) 15mg, ¥ ¥ €~
(Ara-C) 40mg. 7FH% 2%V~ (DEX) 4mg#% #ii¥ 3 5.
o[ D FEE 0 CL : MTX1g/m* 241K [ 3565 i1 & day 11 FEHE &
%o Ara-C2g/m? (¥lg/m? 7 12W:[] Z & (24Wl, day2. 3T
T5h, AFINVTL K=V ry50mgx1H2M, dayl. 2. 3IIHHET
%o dayliZMTX15mg. Ara-C40mg. DEX4mg# #ii¥:3 %, C2:
4 < F = 7600mg% dayl 2> ©day28 % THII¥ 53 %, dayli
MTX15mg. Ara-C40mg. DEX4mg# #i1:3 %. (Cl/C2% 141
JWE LTASA 2 Vi) )
MEFEEEE 0 1) A4 ¥ F = 7600mg % dayl A & day28 ¥ THEIIH G-
9 %, 2) VCR 1.3mg/m® (3 K2mg) % daylIZ#iEd %o 3)
PSL60mg/m*% dayl?* Hday5 ¥ TR S5-9 5, 1), 2). 3) #1
oy b &L CEBFERERMS T 50

2) M54 %% Complete hematologic response (CHR) : &2
DFHGEMIE A b2,
I ER=1.5x10°/L, IMi/MEK=100x10°/L, ML+ O3EER0, 45 ik
DIER<5%. BFMIT L L

18. P

18.1 1EAAHRF

1811 AxF=7RFay rFF—BHUERERNTH Y. in vitro
SERIZ BT, Ber-Abl, v-Abl, c-AblF 1 ¥ ¥ F F — £
WaHEST L, W2, M/MRHEREERNT (PDGF) Z#4k
B OSCFZHEKRTH HKITOF B Y v FF—Viitk & [HE L,
PDGFRSCEMAT B HINAN Y 7 F MEE % d 4 519 ~19,
N-Ji 2 F VAR 3 W 1. in vitro i B2 B v T, c-Abl.
PDCFZ AR OKITF 1 ¥ v ¥+ — Btk %, Rk E 13
FFRIAREEICRLE S 519,

18.1.2 £ ~F = 7WISCFHl#kIc £ 2KITF 2 ¥ ¥ ¥+ — ¥ D
AL 2 OFGISTHE Bk B CIL# S M 72KITF o ¥
FF—BEEEZENENHEL LD W,

18.2 ber-ablE{E FIE MM ZGISTHAIC X 5. HEHEMMEF
TEAXR I HRESER

18.2.1 4 ¥ F =7, ber-abliifzs 738 A M & Ober-abli %
TEEHBH SN LB BEYE A IE (CML) Sd&tk) v o3
Y (ALL) HiRMIIL o 2 fl L7z. F 72, in vitro
ARERIZ B Cher-abl fn T B RIS K L7 R b — ¥ A%
e % 7R L. CML&E OSALLEE ORI L S8~ 7V %
vz au = —JERERB T, ber-abl@fz TR ao=—o
TENE % SBIRAYIS B L 721 ) 19 =260

18.2.2 £ ~F =713, ber-ablE{ET-FtkEMINE 2 Bhl L 72485~
Y ZZBWT, JEE O ALK % i) L 721

18.2.3 A ¥ F=7%, KITF U ¥ v FF—EHNT 5 Hlabisn
ZHOHIL . AL REAE RS (GIST) R H A i oo Al i 1 il
ZRHI L7z 20 AXF 270X 0 BMILKE T (SCF) &
TP A = A EREE S, GISTHIIZICBIT 2 7R
b — ¥ 2B IR L 721 19,



19. BRI ICEET 2 E{EFRIFER
—MERFR A ~F =7 X VB (Imatinib Mesilate)
1t % 4% : 4-(4-Methylpiperazin-1-ylmethyl)-V- [4-methyl-
3- (4-pyridin-3-ylpyrimidin-2-ylamino) phenyl]
benzamide monomethanesulfonate
¢ CooH31N7O - CH403S
1 589.71
v AR A~ AT T WO K TH b,
AEEKITHBD THEIFRT L, I AF VAV KF
YRIHETR T AF ) = VIZRRB TR T
v TF =) (99.5) IZHEITFIZL v,

x® :
ﬁN H H | -
N N N N N
HC ~ \©f O -He-soH
0o chN~F

] =1 #9225C (4fR)

22. A%
(PTP) 208 (10$Ex2)

23. XEXH
D HARNIB 2 EYERERG (7)) Xy 757 7 20014
11 H21 HAGE, W ERE2EA3)
DMENICB 2 WBIRERE (7 Xy 75 7L 20014F
11 H21 HAGE, W EREZEA3)
3) HAR NI MV E MRS B B AW REREE (7Y Xy
o #7Rv 1 20034E7 1T H KGR, WIEEERHEZEAL. (1)
4) EPNZ B 2 WBEARHE - fnBPEGIST B T332 2 A ER
Rkl ()X 7 HFE)v 0 2003FE7H17TH AR, HiEE
BHEZE L. (2) 1)
5)%*%@]52?;67 7 =<kt ARAER AR [ A R
2013
6) AW FIFIHE () Xy 7 7 Ev @ 20014611 21 H ARG,
HEEE R EA~S. (1) 1))
e MIBIUFAEYEE (F) Xy 7471 2001411721
HARRR, #AHE)
Q) AFDWE (7)) Xy 7 H 7 2001411 H21 H A&,
FHERMEEAS. (1) 2))
) MR IVE & Dt S BAKASR) (FIURvy sz a TR
2001411 21 HAKR, IFEEETE~2. (2) 4))
10) MAERAE & OfES (F) Xy 77XV 2001411 21
HAKGE. HRERZEA~2. (2) 4))
1D AHE A B 2 R OFERBRPRIER (7)) Xy 78T+
bt 20014E 11 21 HRGE, HIREEAHEEEAS. (5))
12) Yanada,M.et al. : J.Clin.Oncol. 2006 ;: 24 (3) : 460-466
13)Fa v ¥ F =ik, 579 ¥ F— BRI
S OHINEN > 7 F WABZEIZRT A1 () Ry 2 h T+
VD 20014E 11 H 21 HAKRE,  HI G BRI 2E AR 2)
14) Druker,B.J.et al. : Nat.Med. 1996 ; 2 (5) : 561-566
15)PDGFZ MR L e-KitFa ¥ v FF—E 24 L7z flllsn &
T FMmZIZ T AEH (ZF7) Xy 7571 2001411
H21HKGE, W E R 2R 2)
16) EREM DT v v & F— BT A () Ny
7 77V 20014611 H 21 H7KER, HREERMEZR3. (2))
17)Heinrich,M.C.et al. : Blood. 2000 : 96 (3) : 925-932
18) Tuveson,D. A .et al. : Oncogene. 2001 ; 20 (36) : 5054~
5058
19) Carroll,M.et al. : Blood. 1997 : 90 (12) : 4947-4952
20) Deininger, M. W.N.et al. : Blood. 1997 ;: 90 (9) : 3691-3698
21)le Coutre,P.et al. : J.Natl.Cancer Inst. 1999 : 91 (2) :
163-168
22)Fang,G.et al. : Blood. 2000 : 96 (6) : 2246-2253
23) Oetzel,C.et al. : Clin.Cancer Res. 2000 : 6 (5) : 1958-1968
24)Kasper,B.et al. : Cancer Chemother.Pharmacol. 1999 ;
44 (5) : 433-438
25) Verstovsek,S.et al. : Cancer. 2005 ; 104 (6) : 1230-1236
26) Kawaguchi, Y.et al. : Leukemia. 2001 : 15 (4) : 590-594
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