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FACTEFIE (| 42 5 7 3P 1
5 JE R O A
TRNE (BT R E, IR -
giEss) . T
i
o wHALFLE. A | FLUEMER. FLEEE.
LR @B PR B
Mg H ) & A |EH Y 7 5| 7479 =4~ |ACTH L 5. TSH
X, Mg Y | LA, g |, CRP S| L&, Mgy~ -
2 SN R R U AY N 1o SN b w i w P v (o B A || Rl o - |
Bark TWVT I RMIE AV | O R, i s, Taba s
,égﬂ: a 2K, PRER MEAST . M5 | E > B o 55 46,
= BRI & FT L i | APTTORER, 7 4
T OMHEE L7 IS5 —Y B |7 = s,
A, CKL# FDP LA, fk~7
F 37 ME
I A% ZEER I ST, | BETT. AREEIA, AR, i EYE,
2ol PREEN TR, B0 ARG | | T
Bida (). Bl
ks, Byl

o b - Cmax AUCo-24 Tz

R ®5H (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
(661)* 28HH 3.94+2.52 66.1+40.8 18.2+3.4

) SEBUBEE L B B & &

14. ERAEDEE

14.1 EJHZMFEFOEE
PTPUEDOIHEANIPTPY — b2 H ) L TR T 4
IIREST L L, PTPY— FORBEEKIZ LD, TV
AR ERIEATIA L, HIIE 2L 2 B 2 L CHER
AREOEERAPIEL BT L DB D,

15.

ZTOMDEE

* k15,1 ERARfEAICE D 15
15.1.1 NS5 OMET, LRFOF S U HiTEEE 2T
TV 5 FUIRIRE I EF I BT, AFFS- I FIR

IREERER T RED D S b7z & DS S 5,

% EHEARAET — 4 1256 (P42 1 = e f 3
(2) M E N D18 M B R B2 7 R L#EI25
~1,000mgZ1H1M & 5\ IF1H 2[5 T
ERORG Le &, M A ~F = 7
STHHIZIXEEREIGEL, WRES K OES
RETOAUCITWI NS EIZLAI L. AN
BB IIHIETH - 720
200, 400J% 0°600mgd 1 H 1[H FAE R #5125
W, SEWEIRE/ ST A — FfEIE H AR AN T O R
& FEET D o 72 (18 M F R F s (k3 2 KR
A EIXEME C1IH600me. BT 33 &
HCT1H800mg Td %)%,

(3)# 7 IWHEI400mg % H A& N DY BEAFE X1 ¥
BMEOKIT (CD117) B4 AL 2 1 8 HE 55 (85
WZ1H1A29 H B AR5 L7z (o m % 5%
2HB K U3HBIEZRIE) . Cmax L IFAUCo-24



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

HARNOIALE W E S, S 121 H 1l JAZRE 1455 L 72 & & o3 ERg <
7 A= (#A$5-%2H H R O3H HiZK3E, Day29i3861)

U e . Cmax Tmax AUCo-2 Tz
PR | BIH ) gm0 (ugwmD| @)
400mg | 1HH [2.51+1.00]3.23+1.91| 34.7+13.6 | 15.5+1.9
Of) | 29HH* |2.86+0.87(3.24*2.05| 47.6+17.0 | 20.0%4.9
¥ :n=8 [P ME = R R 7]
16.1.2 £HZFHIRFEH
(A4 ~F=T&100mg[¥ 7V k|
[ 11 [ 2 S 50 00 AL 5 22 B8 00 Ay = 1) [) S P R
BEAA K94 2] CP244E2H29H AR
022955105 ) 12 FD &, FLFRAN O A ~F =7
$100mgl v 7 v b [& ., [HALE A O 4 ~F =
7$£100mgl v 7 WV b JFV D FNFEN1EE (L < F
=72 LTI00mg) &, 7 HALF—/N—=32LD
TR B A 112 Z2 HE e L RlRE T 52 5 L C I
REAUREE 2 ME L7z S5 N7z 3EhRe s
F A —% (AUC, Cmax) 22\ CHEHHIT 217>
7oE R, TR O A I R SR DTRERE S 72,
ED IR #H# O 4 < F = 7$E100mg[ ¥ 7 V b ] @ 7

Ny 7 EE1I00mgE . L N ERGRE LAY R
B XY MR S LTV 2,

(ng nL)
600
- ~¥F=7%100mg ¥ 7 v by
o0 100mg (n=19)
i 400 H mean*S. D.
3

0 6 12 24 48 72 ()

FREH]
HIEINT A —F BEINTG A—F
AUCt Cmax tmax t12
(ng - hr/mL) | (ng/mL) (hr) (hr)
4 < F =7$£100mg 5873.68 496.77 1.92 12.85
[Y 27t +1410.49 +131.85 +(.61 +1.50

(mean*S.D.)
MHE A EE I ONC AUC, Cmax@ /8T A — 4 1d, HERE OFR, HiKo
PRECAIEL - BRSO SBRSMC L > TR W HMD S 50
(2) 1 ¥ F =T §e200mg[ ¥ 7 JV | |
[ 11 B2 S 5] 00 AL 5 22 B8 0 A W <71 [ 55 1k ok
BrAr A4 ¥4 ] CE24F2H290 AR
02294105) 12D &, I RFI DA ~F =7
$:200mgl ¥ 7 v b & B EA O A ~F =
T4E200mgl ¥ 7 v b o ZFZNEN1EE (L < F
=7 LTC200mg) &, 7 HAF —/N—EIZLD
TR A3 112 Z2 G IRE B RlRE T 35 5 L C I
REACRIEE 2 ME L7z &5 N8 EhRe s
J A—% (AUC. Cmax) 22\ CHEEMH#IT 21T >
ToAE SR, THI O LY AR FEEEEDTERE S 7Y,
F2) I BH D 4 < F = 7§200mel ¥ 7 )V b | @ [HRL )5
WHIDA ~F = 7E100mgl ¥ 7 )V + ] & EHEEIZ &
D SRR S N T WD,
(ng/mL)
1400
—— 1 ~F = 7§E200mg ¥ 7 )V b |
200mg (n=43)
1000 A mean=S. D.

1200

EEETEE
(2] [oe]
(=] (=]
S S

400

200

K1)

HENNT A% BEING A=
AUCt Cmax tmax tiz
(ng - hr/mL) | (ng/mL) (hr) (hr)
4 < F = 7$E200mg 13448.55 1046.74 2.36 13.17
[Y 27k +4207.45 +324.71 +(.88 +1.50
(mean*S.D.)

IMLAE HR R EEIE NI AUC, Cmax® /8T A — & 13, #HERE ORI, KiKo
PRI - RS OB IC X > CTRAZ 2 TTRIEDSH 2.

16.2 RN
16.2.1 B[E[%E
71 7 IVH400mg % HEHE R A BRI S- Lz &
X OEWFRIFIHZEIL, 98.3% T o727,
16.2.2 REHS
AVE N O1EPEE i 9% 1 2400mg % 1 H 1A K
BREOFHRG L. EWIREBICBW TSR A & FE
WHRH L7286, ZIERRA & i L TCmax K O
AUCo2003 9 L72A5, ZNFN15% K 7% DT
THY . WERICHBEIZZ S wEZZ 5N,
16.3 9%
A 2F 27D MMIEEANDEERZn vitroiik
THBUBTH Y . FIZT VT I v ko -BEEREE
EREE L. VREANORKAEIZIZEALALN D5
tlo‘ll)o
16.4 X3
H AR N 18 A5 B PE I 3812 7 772V AI200, 400
T O%600mg# 1 H 1Al SAERE I3 G- Lz & &, FACH
WTd AN A T WAED AUCo-aufili 13 RZEA LK D15~
23%TdH 72V,
16.5 HEittt
16.5.1 BEEZS
AFE R R S MC-IE R A ~ = 77 (200mg) & H
PG Lz e & #5 L2 i 80% 237 H
DIPIICHEME S A1, 67%H . 13%DNRAICERD &5
N7z T0 9 bARERIIIR G- D25% (20%13 3
5%IFIR) Tdh - 7212,
16.5.2 RE#HE
H AR 18 Bl i R 12 7 R V#1200,
400 % °600mg % 1 H 1| AR I 5- L7z & E 0%
HIRFEIZ BT B R D R P HEM R (% 5- 224 1
f)134.3~7.9%TdH - 72,

17. ERERFUAE )
171 BHERCRLMICEIT 575k
(74 5FN7 « PHEHFEERM Y >/ MAIR)
17.1.1 BRICH T 2 HREEIC K ZERKRHR

T4 TTNT A4 T G EARBIERE Y >

B W5 AR RICERS N A ~F =7 A2 VERE

S5 LA AL/ BRI 12 35 2 L4 05 4

fARERE21396.29% (77/80) T LAERET-HIME A N> b A

F21360.0£6.1%. VEREFMIAFER1276.1£5.5%

T o720 A9FNIER 28 MR % G617 L

AR

FED P L Y & v (%608% UL OFEFI 0§ % i F1H)
R AE: T 7k A7 7 2 F1L,200mg/m? (*800mg/
m?) % dayLIZ3IE ] 22 1 C BEEHET 2. ¥ 7/ Ve »
60mg/m?*(*30mg/m?) % dayl. 2. 3\ 1HE [ 221 T i
BiE+ 5, ¥z 1) Z2F »(VCR)1.3mg/m* (% K2mg)
%dayl. 8. 15, 2212Hi{EF %, 7L F=v 1 »(PSL)
60mg/m*% dayl#* &5 day2l (*day7) ¥ TR 53 5. 1
< F = 7600mg% day87* Hday63 F THRII% L9 5, day29
I2AMMLFHY— FMMTX)15mg., ¥ % 7 ¥ ¥ (Ara-C)
40mg. ¥ 2% V2 (DEX)dmg% H6iEd 5.
Wb [ & 1 0 C1 - MTX1g/m? D 24 I #5756 i 1 % dayl
IZFEM T 5o Ara-C2g/m’(¥lg/m?) % 120 [ = & (241a],
day2. 3IZ#HET 5o AF VT L F=v'1 »50mg%x 1 H2MH,
dayl. 2. 329 %o dayliCMTX15mg, Ara-C40mg.
DEXdmg#% #fi{£ 3 5., C2: 4 ¥ F = 7600mg % dayl 2*
5day28 ¥ T L #% 5 3 %, dayl |2 MTX15mg. Ara—
C40mg.DEX4mg# #ijEd 5, (Cl/C2%1H% 4 7 vk L4
FA 7Y RS )
MR 1 ) A ~F = 7600mg % dayl 2 & day28 £ THE
%459 %, 2)VCR1.3mg/m’* (i K2mg) % day Ll FiET %0
3)PSL60mg/m?% dayl7: Hdayb F TR 53 %, 1).2).
DxILy b &L CEBIERFEEMT 5.



1E2) I i 22 A9 58 42 % Complete hematologic response(CHR) : %)
%mhﬁﬁﬂf’ﬁ%?ﬁb&b‘o
I ER=1.5x10%L, IM/ME=100x 10%/L. IfiH O3FEER0, &
BR OIEER<5%., BEYLHTRZ L
18. FExpEEIE
18.1 fER#F
1811 A~xF=7FF0y ¥ F—BFEUHIAERTHY . n
vitroiERIZ B\ T, Ber-Abl, v-Abl, c-AblF 1T ¥~
XS —EEMEEHEEST S, HIS, /MR ER T
(PDGF) 2Bk R USCFZHEMARTH 2KITOF 1> »
FF—LiEHEZHE L. PDGFRSCFR /¥ 5 HlIE A
VT FOVARE R HES 219 N-Ji A T VA &
n vitroREEIZ BT, c-Abl. PDGFZ %K K OKIT
Fuy xS —EiEEE, KRR L IZIZRAEEICHE
=4 B0,
18.1.2 A ¥ F = 7UISCFHl#IZ L 2KITFa sy v FF—ED
WPEAL K ONGIST 3 H MG 12 B8\ CITHE S L 72KIT
FO Yy F—PiEEFNENRHE L 289,
18.2 ber-abl Bz FHMMIE X (GISTHIICXT § 5. HHEHD
HMER X S IESEER
18.2.1 4 < F =71%. ber-ablifz 13 AN & Ober-abli
LT EBDH S N5 B HE IR (CML) U &%
1) 23k I (ALL) Fo SR oo a5 2 I L 72 &
72\ in vitro BRI B\ Ther-ablig {57 B Ml i 12 oxk
L7 A=Y ZFEERH AR L, CMLEOTALLEH O
FRE MR NE Y > T v xd vz an = —BRERERT
&, ber-ablif =38l 00 = — OIR & FEARAY 12 PHE
L 7-14.15.2020)
18.2.2 4 ~F =71, ber-ablitfz b HHNE % A0 L 72198
7Y ACBWTC, JERE ORI % HH L7225,
18.2.3 A v F =7k, KITF 1 v FF—E207 5 Aty
SEABIH] L, T AL VR E S (GIST) B H R g o
JuddsE 2 il L7ze F/20 A ~F =712 & 0 Efifg R
T (SCE)MKAEMETT T R b — ¥ ZEHIZHE S U, GIST
MBI B B 7R b= Al g ssn L 721819,

19. B3RS ICEAY 2E{LFERIAER
—IRBIZFR A < T =7 X VOVERYE (Imatinib Mesilate)
(JAN)
1b:4  4-(4-Methylpiperazin-1-ylmethyl)
-N-[4-methyl-3- (4-pyridin-3-
ylpyrimidin-2-ylamino) phenyl]benzamide

monomethanesulfonate
LR
/\CL”/ \C( - H5C-SOsH
CHX\I e
4T3 0 CoHaN7O - CH403S
4 1 589.71

PR REEH B~ RE O L) TBEOmETH L,
AEIEKIZED TEITRL T, VAF VAR F
VRIZETRT L, AT = IZReREITRed <.
IH =)V (99.5) IZEEITIZ v,

FilE  224~226C

22. i
A=F=T$100mg[¥ 7L ~])
205 [108E (PTP) x 2]
120$E (108 (PTP) x 12]
(4 ~<¥F=T#200mg[ ¥ 7L~ ])
205 [108E (PTP) x 2]

23. EEX#k
D HAMNIBU 23EYBRERRE (7)) Xy 7 5 7 w)v 20014
11A21 HAGE, B EREEA3)
2) AMEINIZ BT B BEIRERNARL (7)) Ny 7 5 TR L 20014E
11A21 H &G, HiEEEEEAS)

HARNHELE W EES B 2B AR B RERNRE (771 Ny
75 T L 2003 T H1TH AR, MEaERHEZEA~L. (1))
EIPZ B 2 UIBRAEE - S EGISTEE 1259 4 45 TAHER
IREER (7)) Xy 7 71 7R )b 0 200347 A17TH A&GE, HiEE
B M. (2)1)
FENER] - A EEE R (f ~ 7= 7 8E100mg v 7 )V
)
PG RE - AWy
)
HE%%E’J*U%T(7U Ny 77V 2001411 H 21 H 7K
B 33;%757]‘4%1’%%’\3 1)
WZBUF DIMEIRE (7)) Xy 7 7L - 20014E11 H 21
EI7¥<.M L AT )
BHOFEE(7) Xy 7 7v)b  20014E11 H21 HAKGE,
iH %’W}E%«s 12))
WEOE L oG (EAKEE) (FIUNy 71T
200150311)%21 HARR, HFEEHEE~2.(2)4))
MFEEEE L DS (FY) Xy 77 8)v - 20014£11 A21H
KR HEHERMEZEN2. (2)4))
TEINIC B B R O#F R BFEPEIEE (7 ) Ry 7 5 7'
Vo 2001@11)%21 HARGE, HFEREAS. (5))
Yanada,M.et al. : J.Clin.Oncol. 2006;24 (3):460-466
FOL X F—YiEE, 7Oy F - — BRI R
MBI > 7 F MBI R T AVER (7D Ry 7 7%
Vo 20014F11 21 HAKRE,  HIRE BRI ZE AR 2)
Druker,B.J.et al. : Nat.Med. 1996:2(5):561-566
PDGFZEME K Uc-KitFa v > FF—X¥ &4 LMEAN
T IEEIZR T 2B (7)) Xy 75 7 e)v L 20014E11H
21 KGR, HIEB B AR A2)
FREWOTF O FF—EEEITT AR (7)) Xy o
717 v D 20014611 A 21 KRR, HIREEORMIEEER3. (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
Deininger, M. W .N.et al. : Blood. 1997:90(9):3691-3698
le Coutre,P.et al. : J.Natl.Cancer Inst. 199991 (2):163-
168
Fang,G.et al.
Oetzel,C.et al.
Kasper,B.et al.
(5):433-438
Verstovsek,S.et al.
Kawaguchi, Y .et al.

PR (1~ = 7$£200mgl ¥ 7 v

* Blood. 200096 (6):2246-2253
. Clin.Cancer Res. 2000:6(5):1958-1968
: Cancer Chemother.Pharmacol. 1999;44

: Cancer. 2005:104(6):1230-1236
: Leukemia. 2001;15(4):590-594
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