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Yz AW 723%BB RAERECH 55 E D15mg/kg/H Lk
DETY TV T BEDELHSRD NI EOWEN B B,
15.2.3 1 R &V BER R RO 5 2B 030mg/kg/H Ll L

DETHRFERDETAALN, Ty beHWE

VA=
OHe

ORI EAOF BRI 5B Tl RECRT70H MO
BEICED60mg/kg/HECBWT, BRER. KBHELE
HEROESEFROBETIPROONIEOWMED D 5.

15.2.4

T v b EAWI2EBON AR T, BRORE/ IR

Rl (BE. B ORE) OFLFEE -/ NMEORE -
FRUMEOIRIE - BIBOBMROEROMEES - i1
DA/ TR - RO SLEE - ARRORT
LR (60mg/kg/HI%5), ARBOIAEE 0K
60mg/kg/HI%5) ORBIBEOEMNSH 6N T & O
E0B B, £z, FBBEREL LT, DEOEAKY
SEEDFBEE DR H 5N 7 L ORENH 5.

16. EYENEE
16.1 MOGEE
16.1.1 RiEKRS
(1) 57 ILAI200. 4007% 0'600mg % HA A O E44& 561 H 1
JREE (B ICIRIESHBRERO®RS Lz & &,
BETHHICIZEFEIREIZE L. Cmaxk FAUC-uld#[E
BEDL.1~2.MEE -7 BREIHERU28HE (E%
REE) DVTNIZB VT HCmaxKk PAUCulZ R 58 IC
HHIL. EHNEREIEETH > 72,

HAAOEBEEHEEIREE (BEH) ICIHIEREROHR
B L7z &2 DFEMBLINT X -5

e n Cmax AUCo24 Tin
RS | #S5H (pug/mL) (ug - h/mL) (h)
200mg | 1HBE | 0.735+0.149 | 7.78+1.53 10.5+0.4
(361 | 2888 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
(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
(661) * | 28HE | 3.94+2.52 66.1+40.8 18.2+3.4
¥ LEHEIRET — #1350 [Pl + 1E R R 2]

(2) SEADEEEEEHMREREICH 7L ILAEI25~1,000mg
ZIHLED 2 WIZITH2ENC ST CRERO®RE L & &,
MAA v F = 7T REIRETHRICIIEFREIEL, 7
EH SR CEFERETOAUCIZVT N OHRSEICHAIL.,
RNEIREIIE TH - 7,

200, 400% 0600mgD 1 H1EIREZOHGITHE W T, Y
eSS A — Y EIXARATOEBERE TH -7 (181
BHEME A MR 20T 2 & RREAHAREIXEERT1H600mg.
BITHI S A T1H800mg TH %) 2,

717 & )L E400mgZE 5 A A O 8 Bk 7R BE X 1d 85 5% 1 OKIT
(CDI17) BptEiE L E R S B ICIHIE9H M R ERD
BE U7 ()% 54208 R UO3H B IZ K% ), Cmax&
AUChul IEHR S5 AR R AEIR 544 T0.7~2.6[5 T - 723,

HARADOHCERERESEEZ ICIHIEREROREG Lz 20
MERE $F X —% (RIEH%542H B R OBHBIZARSE Day20138f)

- AUCo-2 Tia
BSR | #5H (ug-b/mL) | ()
400mg | 1HH

34.7%£13.6 |15.5+1.9
9Fl) [29EB* 47.6x£17.0 |20.0+4.9
¥ 1 n=8

[Pl £ 1R E]
16.1.2 &EYFHIRIE AR

A< FZTHI0Mg [7 I 7 7] ET7URY 7§
100mg#. 7 HAF—N—EIck D ZNZTNIE (1<
F=7 &L LTI0mg) %BEKEASFICEERERED
TG LR, ~F =T BELRHEL. o
MEEE/)S 5 X —% (AUC. Cmax) IZ2WT90%EHE
XM THEHRIT 21T - 72458, log (0.80) ~log
(1.25) OFEEANTH . WAIOEMZNEFEITERR

@3)

Tmax
(h)
3.23£1.91
3.24+2.05

Cmax
(pug/mL)
2.51+1.00
2.86%+0.87

Ehid,
HEINT R—H BEINTA—4
AUCo% Cmax Tmax T2
(ng-h/mL) | (ng/mL) (h) (h)
47?;;73%1?01“% 6,047+2,128 | 443.6+123.8 | 2.9621.44 | 14.06+3.16
)~y 7 5E00mg | 6,896£2,180 | 452.6=157.5 | 2.94%1.45 | 13.33+3.04

[PafE LR R, n=24]

[P fEEYERZE, n=24]
—e— AYF=T5E100mg [ 377]
--0-- YRy Z7§E100mg

TR BN B RS

96 (h)

48
FRefE
MEEFEEI FICAUC, CmaxZED /8T X —¥ 13, #EE
OFIR, FEROFIEE - REFEORBEFICI->TEL S
TREED D B o
16.2 ORUN
16.2.1 BEEZS
71 72 VA400mg & R AL A I AR 5 L7z & &
DHEYIHHIFIFHARIZ8.3%TH - 729,
16.2.2 RiEE%S
SHELN O8I B B8 1 E 1% 3K 12400mg & 1 H 1B AR
BOKEL, EEREBICBWTEERE & REICKRA
L7356, ZZRERARA & B L ¢ Cmax &k P AUCo-14ld
AU, ZNZFNISBRTTRDETTH D FERK
MICRIEIC s EEZ 5N,

36 72



16.3 9t
A <vF=T Dk FFEEANDOEEGRILn vitroFRERTH
95%TH V., EILTLT IV RUOa-BEEEER A L.
URBANDEEIZIFEAEALNZ 572010,

16.4 X35
HAAOBEEHEAMREZ ICH 72 ILA200. 4000
600mgz | HIEIRERZORE L&, ERBETH LN
AFIAED AUCo BIE AR DI5~23% TH > 72V

16.5 ittt

16.5.1 BEERS

HVE AR AICYC-Z% 1 ~F =7 (200mg) % BA[AlfE
O 5 L7z & &, 55 UHETRED’0%AY7H BLPIC HEt
EN. 67%DFEF, 13%DRFICEROONTZ. TDDIBER
ALK EED25% (20%I133., 5%IER) TH-7=1Y,
16.5.2 KRS

HA A BB A MREE A 7 2 ILE200. 400/% 0
600mgz 1 HIEIRAEREO# G Ui & EDOEFREBICBIT 54K
LD R (13 5482405 134.3~7.9% ThH > 7=,

17. BRIRAE
17.1 BERUTREMICRET B3R
(T4 57T « 7REFBERED 2/ VEBIRK)
17.1.1 BRICH T BHAEEIC K SRR
T4 TTINT 4 TREEBESE Y o MER R EE
(F0%8) ZRRICEES Wiz v F =7 A 2 VEEIESE
AN GERBEEIC BT 5 MK E N ERR
1396.2% (77/80) T. VERTRIEE A X MEFRIT
60.0£6.1%. 1ERFHEIEFRIZT6.1£5.5%TH > 7,
4963 IE TR 1 I B R foRE 2 AT L 7212
ED) GFRAL Y XY (P60 L EORERNIC T 2 EEHIH)
BREE AR 1 V7 0AR AT 7 3 R1L,200mg/m? (%800mg/m?)
Zday IR CRERRET %0 47/ LE Y 260mg/m?
(*30mg/m? Zdayl. 2. ICIEERI A CRMEET 5. €
Y I7YAF (VCR) 1.3mg/m’ (FA2mg) %dayl. 8. 15,
WITEET B, FLR=vur (PSL) 60mg/m’zdaylh &
day2l (*day7) E£CRIO%S59 %, 1~vF=7600mgzday8
Hoday63F TR 5T %, day29ic AR L —~MTX)
15mg. ¥4 5> (Ara-C) 40mg. 7 FH *%>J > (DEX)
AmgEBEET B,
HEDE  Cl - MTX1g/m>* D24 E5iERE = day U E e
T %, Ara-C2g/m’ (*lg/m?) %128 C &124E], day2. 3
ICEET o AF LT L R=V 1 r50mgzIH2E, dayl, 2.
3ICEEET %o daylicMTX15mg. Ara-C40mg. DEX4mg#
BEET B. C2: A ¥ F=7600mgZdayln Hday28% THEM
#% 59 %, dayllicMTX15mg. Ara-C40mg. DEX4mg# #
F9 5, (Cl/C2ERIVATNELTATA T ILEDIRT )
R 1 1) A~ F = 7600mg#daylh Sday28% TR
579 %. 2) VCR 1.3mg/m’ (FeAk2mg) Zdaylic#iEd %,
3) PSL60mg/m*Zdayl5day5E TR S T 2. 1) 2)3)
1ty bEUCERRRRUERIRSG S 20
I8 % 1y 58 4 & f# Complete hematologic response
(CHR) : 2 ROFEGEM 2 bz,
FFEk=1.5%x10%L. M/MR=100X 10%/L, HLAF O IR0,
BEEHOFERR<S%, BESIAT R L

18. EFNEIE
18.1 {ERRERF
1811 AvFTJFFur o FFr—YiEEHEEARITH O, n
vitroi B& 12 B\ T, Ber-Abl. v-Abl, c-AblFu ¥
FF—YiERZEET 5, FiC, M/MIERRERT
(PDGF) ZBA R USCFRZBMETH AKITOFO L v
FFr—YEEEIEE L. PDGFRSCFA 9 2 HlfaH >~
TFNVEEZEET B, N-fii X F I ERBEIE. n
VitrosREE I BT, c-Abl, PDGFZ AR UKITF oy
VR F—UIEREE . REEEIZITEEEICHET 59,
A< F = 7WESCFHlEIC X AKITFuY v FF—FD
EHEAL IR O'GIST B BRI IC B WL Tt S NL7KIT
FOoyrFF—PEEEZFNENEELLTE,
18.2 ber-abLEEFB M FGISTHEZICX I 5. EFEHN
HHERX IZESIER
18.2.1 4 ¥ F=7d. bcr-abl&E1E ALK Ober-abhE(z
FHEAPHO5NHEHEREEAIE (CML) Xid&tky
VMERIME (ALL) HESRHBEOERE 21 Lz, 7z,
in vitroREEICB W Ther-abhE(E FRE MR Ic s L 7R
b= AFEEHZR L. CMLEUALLEZORMILK
UEBY > L EHAVW a0 —TERERE ¢ld. ber-abl
BETREI0 = —OFREEIRNICHEE L1402,
18.2.2 4 v F =71, bcr-ablEfzxFIEtEHAE 2 f4E U /- 552
T RACBNTC, EEOERSUIERZME LY,
18.2.3 A ¥ F =713, KITF O »FF—EHNT % HMAgtEdE
I L. HCEREEE (GIST) BEHRMEoM
REREAIMEI Lz F72, A v F = 710X DR
(SCF) REEI T A b — ZERIZHE SN, GISTH
FICBIF A7 A b — AT mL 22178,

F2

18.1.2

*22.

19. BRI ICET BIEBLFMAR
—MREIEFR © A v F =7 A VI)VERE (Imatinib Mesilate)
{b%#4 : 4- (4-Methylpiperazin-1-ylmethyl) -N-
[4-methyl-3- (4-pyridin-3-ylpyrimidin-
2-ylamino) phenyl] benzamide
monomethanesulfonate
FR - CoHaN7O - CH4OsS
71 1 589.71
TR HE~REEIE D TWIBEBEOMERTH S, KITHE
DTHETFRT L IAFILVRANLAFY RIETRT
SVAE ) = UZRREFRT I ) =)L (99.5)
IZIBEIFIT W,
fezEiE=

H H
ac ﬁw“@w\
¢] cuN~”

Rl f9225C (571R)
TR
205 [1088 (PTP) X2. ¥EAIAD]
EEk

1) HEANCB T 2EYEEEE (YR 7 hT )L
20014E11 H21 HA&GR. HFEERHEEEA3)
SHEINICB T 2B ENRERHE (FURy I h Tl
200111 21 HA&ARE. HREERHIEA3)
HARNBLEMEEERE IS T 2EYEeEE (7
YRy 7 H ) 2003FETHITH AR, HiEERE
AL (1)
EINICB T 2URAEE - I HEGISTEZICN T 258
DAEERRE (ZFUXRy 77 )L 2003FE7H17H
AR, HEERBENL. (2) 1)

HA 27 7 iRatt - EWENEEEICET 2 88
(HHER
EVIZERFIAR (7)) Xy 7 H 7 E)L 0 200141121
HA&RR., HEERMEA3. (1) 1)

t MBI AEYERE ()XY 77 20014
11A21H&RE. EEHES)
BEOFE (FIURy 7 H7E)L : 20014E11H21H&
. HEBEERMEAS3. (1) 2))
MFEEAE L0 E (BAERAER) (FIRy I7h T
JU s 2001F11H21HARR, HEEERMEEA2. (2) 4)
MFEAE DS (FUXRy 7 h7 )L 2001511
H21HA&ZR, HFEERBEA2. (2) 4)
SEINICB T 3 RECEFREIREE (FURy 75
ZE V200141 A2l HA&GE, HEERMEEAS. (5))
Yanada,M.et al. :J.Clin.Oncol. 2006 ;24 (3) : 460~
466
FuyrEF—¥Ek. FovrFr—YREEMRE
WK OB > 7 F IV EE IS A1 (U Ry
I H T 2001FE1H2 H&RS, HiEERTEAR2)
Druker,B.J.et al. : Nat.Med. 1996 ; 2 (5) : 561~
566
PDGFZZAEER Pc-KitFa v v FF—t 24 LM
RN 7 F Uit 3 2 (U Ry 7 TR
20014E11 H21 HA&GR. HFEERHIER2)
FREMOF O FF—EEEICHT BER (FY
Ry 7178 1 2001411 H21 &R, HEERMEE
3. (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. 1999 ;
91 (2) :163-168
Fang,G.et al. : Blood. 2000 ; 96 (6) : 2246-2253
Qetzel,C.et al. : Clin.Cancer Res. 2000;6 (5) :
1958-1968
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

NHRFERSERUEVEHESE

BAT I 7 7 #hlatt REEH
T101-0032 HFEETRAXESAN2T H2-3
TEL 0120-47-9321 03-3863-1225

FAX 03-3861-9567

S

N
2 HiC-SO:H

23.

14)

15)

16)

24)

24.



26. BUSHRFERES
26.1 EHERRFETT
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