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1. BE
- =0

FRIDIRSF. BRBFICTIRBTESERERICSVT.
HAEREEICT 210505 - BRZF OEMDB E T, E
ENEL) I ENBEGICOVNTDOHESTBI &, &
e, SBERIAICKILS. BEXEZOREFICHENERURER
HZ+7CHAL. ARZETHSRSZRIET B &

2. B2 (ROFJHEICEBSLEBVLI L)

2.1 KAIDREIN UBBREDOBUERE D & 5 B#F
2.2 BEIIHIRL CW S AR D & 571 [9.5 ]
2.3 BIFERNEREFOEE[0.1 BH]

3. #HR -
3.1 #HR%

e

ARG
(1 $& )

{2 F=TAVIVEEE
119.5mg
(f<vF=7&LT
100mg)

NINA]

KIS, JUARE Ny, BEE
KrA®. ATFTI VBT
L, eFoxuo—2, vrzuod—)
6000, #EE=_"F{kek. =8t
#, ALFonNay

1vF=7
$ 100mg
1G]

3.2 EFDOHR
fR7E4

& - Al 5’*??2 kgé %% ENES N

@@
[EXES BEx

T AREFRE
~BOERED
FHEEHRAD D
T4 NVLd—T
P4

1IvF=
7 100

1XF=7
# 100mg
MGl

8.6mm  3.5mm 187mg

4. FEEXIFFHR
OlgitEpEtamss
OKIT (CD117) B RLERMSES
O74 3717 « PREMFZERMEY >/ VEBISE
OFIP1L1-PDGFRa FEED TERHEE
IFERIRIESAEIRES, RMEIFERERIE B MR

5. MEENBFHRICEHET BiER

(EHEEEEamR

5.1 BEFRE ILECEFREICK D BIEE SIS MRS & 2l s
N-BEICHERT %,

(KIT (CD117) BiEHtEREER)

5.2 REEBFHMEICL D KIT (CD117) BEELEREES
LRS- BEIERY 5. &b, KIT (CD117) B0
Rid, touEEe AT HRBEEIIMERRICB W TERT
HZT &,

(T4 57T« 7REFGEREY >/ VEBIR

5.3 REMFMEXILECTFREICLID 71 TT LT 1 THREER
HEREY > VER MR & Blrs Nz BEIHERT %,

(FIP1L1-PDGFRa 5% DIFERERIE S EIREF X SR 1T ERER 1 B
1)

5.4 R@{EE IGEETHEICL Y FIPILI-PDGFRa BT
BB ENERSNIBEIERT 5.

6. FAERUHRHE

(BMERREamw)
B EE . BRAICEA v F =7 & LT 1 H 1 [E400mg %
BRICROKRET 5. ab. MKAR. i - ERICKVEE
#ET A, 1 H1EH600mg £ THETE 5,
BATHIX 32 - 8%, A3/ vF=7& LT1IHLMH
600mg % BHICEOHET 5, 8. MKFTE. Ei - BRI
KD HEEERKT A7, 1 H800mg (400mg % 1 H2ME) T
HEHETE 5,

(KIT (CD117) B HILEREES)
WE. BRAICEA~vF=7& 0T 1 H1E400mg = BHZICEE
O#%59 %, 5B, k- ERICKVEEHET 5.

(T4 5T 7T « PREFBFESHED /N EBIR)
EHEL. BAICIEAvF=7E LT 1 H 1M 600mg %&%ICHE
%59 %, z6. MEAR. Fi - ERICKDBEERET 5.

(FIP1L1-PDGFRa i DIFELIRIES IEIREE N (S 1B 117 ELTR 4R
my=)
EE. BRAICIEA~F=7E LT 1 HI1E100mg = &H%ICE
O#%53 5%, 58, BEOREICED, BEHERT 52, 1 H
1 | 400mg £ THEETZ 5,

7. RERUAZCEET %:FR

GhEEHE)
7.1 HILERIBIER 2 RERICINZ 2720, RENZRRICZHO
KTIRAT 2 Z &

7.2 FTHEEESE & FERE
JFHpEEE (VYL >, AST. ALT) O LRI ZED SN

BRIREZSEIRERZHETTHZ £, (8.2, 9.3, 11.1.5
Z ]

UL E U E/AST,

ALT f& BS R

IBHLRBES ILE LU LS EA 1.5

;g“(@;)s}i‘ﬁftﬁfﬁl%ﬁi EU LY U ESERIE |50, AST, ALT
P AT A HEERO 3B |[EH 2.5 BRBICET
Uy SERIE x| TR ETAAIERET
(PreaLL) sFmspns | AT L ERRE 5 L
y =y = . ) a7

FEMERE (HES) 3B SEET 5.

TFEEERIER M (CEL)

7.3 MFE&E & FAERE
FHhERED . /MDD 235880 5 N BE IEREE2SEITERE
BEFAMTAHIE, [8.4, 11.1.1 2]




HES i CEL (#[=lFH
& 100mg/H)

T EREL/ I MR HEEHE
1. GFHhERE
1,500/mm?3 BL_E &K Ol
TFHERE<1,000/mm?3 | /ME£L 75,000/mm3 BL

Xk
/MR
<50,000/mm?

EICEHE T % & TREE
ERCE

2 pREERT (EEORIFA
DOFEHAT) LFEAETHA
REHEMT 5o

B¥EHE CML. GIST (9

IFHRERE<1,000/mm?

1. GFHhERE
1,500/mm?3 P bR Ot
/IME#L 75,000/mm?3 BL
FICEHE T % & TIREE
ER-R

2.400mg/H TiaE %

[El A& 400mg/H) . X BT %,
HES X CEL (& i/ IMREL 3. FHUFHRERE
400mg/H) <50,000/mm? 1,000/mm?3 % R[E 2

Ay XAK I/ MREED
50,000/mm? % R[E -
=HAEIE. 1 NRED,
300mg/H TiaE %= H
F9 %

ATH CML. 24
CML iz Ph+ALL (%]
[E & 600mg/H)

#) 7R ERE<500/mm?3
X
I/ IMREL
<10,000/mm3

1. MERGEAD A E MR 12

BEELTWA2ENE

TR (BREZER) I 5.
2. MRS B L 722w

HE1E 400mg/ H IR
#2795,

3. MEREAAS 2 R
<HBEEFEIC 300mg/
HICHET %,

4. {IREICBEE L7z
MEREAD A 4 @RS <

e IR
1,000/mm3 DI k. RO*
M MEELAS
20,000/mm? B _Eiz[m
BIHETHREL, 20
#% 300mg/H Clak %=
9 5,
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7.4 EELHERERD L. AIEICEED 72\ WEE 2 BRI
DR M/ MEEAD RS 5NT ., FRICEHET 2581, [6. Ak
KRUOHRZ] IXfE> TARBIZERT HENTE S,
ORRAEST L72EE (ZOBEIENWDOTY)

KA EDLRSES 3 AMERE LTS+ 7% RFRD
BAEH SN WEE
CINFETRDOENTVWIIMRANHRIP AN L L Ko7

Ba

8. EERBEARNIER

(GhRELLE)

8.1 EELAMRITEN DS DND I ENH L DT, FEZEHN
ICHIES 272 EBE 20175 2 & [11.1.6 ]

2 ERLREREN SO DONL I ENH LD T, BERMGH
ERER®RIT L 7 BB H25VIFEEOREBIIE U CHEERE
(€viner, AST. ALT XU ALP %) %175 Z &, [7.2,
9.3, 11.1.5 ZH#]

.3 Ber-Abl Fu vy F S —EHEAIOKRSICED BRFFRY A
VADHEEADPH5DNLZENHHDT, KAKRSIZHEL
S THRTANABROEEZ MR L. KA SHNIEY 20
BaiT52 &0 19.1.2, 11.1.7 2]

A BEIEIE D 5bn b I ENH BT, EHNICIMEEE (I
REEE. HMIRDESE) 21752 &, MBMEIIRSRHGEHT
EHEHO 1 » ARMIER, 2 » AHIZRER, £/-. 20%IE
2~3n ABIITS 2 & IS OMEKEADIZEROFRHICY
RAZ U BRI S B B IR I AN TRAT R A R a
MR SRR & R IR O BE COHEEPE V. [7.3,
11.1.1 ZH]

.5 MHiI . BERE R I, LS HI. & AE A A I E FRGRE
BHODONDZENHBHDT, EFIICMBRE T FEHI 2 7%
EBEETIATO T [11.1.2, 11.1.3 ]

8.

8.6 BYYENH L HOND I ENDHBHD T, EMIICMBRE % FE
L. BE2+7IdTo &, [11.1.7 2|]

8.7 EELBRENSHODONAZIENHHO T, EHIICERHAE
BWE (ME7L7F=>, BUNS%) 2EEd s &, [11.1.8
SR

8.8 EEHBEMRNN DS DND I ENH 2 DT, MIFHERE
REXRUCBEREREZITORE, BEOREBZT2ICBET 2
Z & [11.1.18 ]

8.9 vF ., BT, BRENHOSDNDIENHLDT., EFME
¥, HEEOEZERRZ M M BRI T 2RICIIERS €
52k,

(BMEEERmE. KIT (CD117) HBHELEREES.
FIP1L1-PDGFRa P51 DIFEIRIES AEIR B X (318 147 BRIR 4
B

8.10 i OHEEESA & OHAKRSICB T 2 LatkidEIS N
TV,

(KIT (CD117) BEHEERSEES)

8.1 B ORI - fi/Ne &7 LIEGHIM., HILESEAED
HOONBIENHAHOT, EFICMEREEZE”L. ¥
HRER & LT R, R, B, BEE. EREEEEOBE
2T 2 & [11.1.4 B8]

(T4 37T« 7REFZERMEY >/ NEB MR

8.12 AAl L HHABMENEEEAOHRICED FF AT 35—
YERROEE Y VE VIMEZ R — @B OFEET S 5bh
B22ENHY. FLEMFALORELH LI NS, FHKEE
RELZEIITBLNODHTEEEEH & HAT 255138
ZHIATO &

(FIP1L1-PDGFRa 5% DIFELIRIES AEIREE N S 1B 417 EETR 4R
[m5s)

8.13 BHESCHR ([EE EOMEME O WRARE - HEIS/ MRS
2 AHHBEANORERIRLIMEE 1 A~ F T AV IVERE
(FIP1L1-PDGFR a Ri&BIEFFEME OB RRERIE B MR K O
R IFRTRIEZIERRE) | ) 2RFHITH I &o

9. FEDERZEFIIEBICHT IR

9.1 S - BIEEEDH B EE

9.1.1 VREXIFZDEIHERENH 2 EE
ERDPE(N T 2BZNDH 5. 2. DAEZET 5 HEEEK
WZEBEBEZFICBW T, DREEY 3 v 7 ROESEKRERED
HRELI-ZEPMESNTN S,

9.1.2 BEIFRIAILAF v+ U7 DEER IFEIERLEE (HBsHi
[FEREME. DD HBc HifFXX I HBs HiiA5 1)
AREIOBEFER ISE U CHFRERESCHR YA IVAY—H
—DEZYY U TEITHIEE, BRFREYA L ZAOFEE(LD
BUEIEROHFEIRICIEE T S &, Bar-Abl Fuy rF5—F¥
[HEA|DOZESICED BERIFFRA7A LV ZAOBEE{LSH S5 b D
ZENBHBH, (8.3, 11.1.7 BHE]

.3 FHREElEEEE
REEEEPET LTV D D, KAOENBEN LRI 204
MDD, £z, FEENBLT 2BENDDH 5. [7.2. 8.2,
11.1.5 2]

9.4 &JEREEE T BE
R ATRE 2 2t 1ot L CIE, SRR OHRSKRT % —EEIE
BET A EDIEET S, [9.5 2]

.5 1%

IR IIER L TWAAREED H AL EICIZRE LW\ &
AEICBWTCE NTORERTEEZET 2 ROHEIHFE SN
TWb, TLEMEE (ERES Y b) Tk, & N TOBSEERK
F& 800mg/HICIZIFHEHT 5 ((AFRHEMEIRE) 100mg/kg/H
IR 6~15 BICHRET 52 &Ik, EREBEHETROBEINL
Ul REAEOR TN EDOWHMRFEENDLEN A5, EIHMK.
R R OSHE B RSP HE LETEESRO 5Nz 2 PR
HEINTWn5, (2.2, 9.4 2]

9.6 1%ZLIE
BALEWTEDPEFT LWL, B NTATF T ROZFDOEER
D FITFRIITT B L OHREDH B,

9.7 INR
AN A RIC U7z B R ERER X SEME LTk, NRITERE L
A REBENRESN TV,



9.8 S
BEITH2EFET S L. —RICEERE CIIEEKENET
LTwa, SEBRKRRBE T, BE, FEEORERZEOH
FHEIL 65 M LoEE CHEE LD EV EOBENPIE
SNTWa,
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AENIEICEYREBER T 71— L4 P450 (CYP3A4) TR
ENb. —F. KAl CYP3A4/5. CYP2D6 K UF CYP2C9 @
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10.1 HAZZ HALBWLWI L)
A7 E EEPRAEIR - FEEHE W - fabER
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(Vv 7 2%y K)
[2.3 2]
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nnb s, ®
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KA E BRER - HEBTE WP - falRR T
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TY-LVRREEA | AFOFRES LR W 5 0 #E Al I
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Al 7V — LVRITEE
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EREELAREEDNDH
%o

A =N N V4
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It bFIYVY
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Inhs o EAFE T
CYP3A4 #5589 5 C
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fEe L, MAPgEEET
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P Ya—YX-TI—=|H55D1 Thoi,
N EEEM V77 ey 5 R
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L. B SR
~, AH| D Cmax. AUC
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T49%E T L 7zo
SUNAYF Zh 5 OFEA O MR | AREIO CYP3A4 FHENE
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YEYR %o B ORH#AEE L. M
)TV T LA KRR ONAYF V| FhBELX ERSE ST
Je RubY I CRAOHBICED. YUNR EESDH S,
Ly LiEA % F > ®» Cmax & U
AUC IFFgTENZTN
2 RO 3 EOEIMER
L7ze £72. COHENE
FICIER & R ERZED
#H 65N. Cmax KO
AUC IZBUI B H (HFH/
Bh) ofEFEIRENZ
N 0.54 ~17.6 X U
0.75~15.7 (FIME~
BAME) O#HIETDH >
720
—aF=7 FEIR VO =0F=70|=aF =775 CYP3A4
MABES ERT A\ NUPEEADER S
ENH B FEE L CARA O M
AElE=—uF=T0M Ex LH S5
HIiZkD., REIO AUC|\HH 5. £, KEID
13 18~39%, —=uF=|CYP3A4 XU P HEH
70 AUC 13 18~40% | D iEHE#HEL T=1
tRL-EoHREP»H | FoTOMPEEE £
%o ASE2AHEELH 5.
TNT 7 KA EDOHAIC KD T |AREIO CYP2CO FHEE

obarr S EE
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BREESNDEEE.
AR YOG NEE
LW,

Aickoonzy) v
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W - fElRE T

TSI T Y

AFLmHEBOTE
73I/) 7z (3~
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1. BIfERA
WOBHWERNH 65bNB T ENHZHDT, BELZTFITITVL.
BEEPRDoNIGEIEHRE 2 HRIET 5% ) 2 0B E1T
ATk,

1.1 EXZEWER

11.1.1 E5EMmH
NIMER A (1%FK0) . BMmERED (35%FKMH)  4F HERED
(25%dm) « M/MRIEA . Bl (& 30%Ki) A 5hnsd
ENH B, [7.3. 8.4 ]

11.1.2 i (GEHHmm,. SEETHI) (W3 s 5EERE)

(8.5 ]

1.1.3 EEEHMm (1%Ki) . SRIESBEMMENIRE (Gastric
antral vascular ectasia : GAVE) (J8ERH)
BHRIEDEMIMELREIC X 2 HEEERIMTIX. BHS 274 R
PHMEEZDOTIC, BEMFETTREE5LH2-0EET S
Z &, [8.5 BHE]

11.1.4 B(EEZFL. BB (% 1%KH)

Bz, MILEREEEDERE T, BEOSMLEE - iz
/o UEEHM. ELEEIL. BERENHSDONDZI LN H
%, NI, M. &I, B, EREEE. B, BEHE0H)
FRERICER T 22 8B 2 +RITO 2 &, BEFROON
B EICIE. EBICHEE CT MES 2 5 L ¢ HIE . 2L
FiROBEROMEREZITH T Lo [8.11 SHE]

11.1.5 FFEEEREE (10%AK%) . BB (1%KH). FfrE (HHE
ANHH)

AST., ALT. ALP, VU LYV EF &2/ AFFEREREE, FHE.
HARERHSDONZEENH B, [7.2. 8.2, 9.3 ]

11.1.6 EERXMEHETE Ko7k, BEK @ & S%ARim. FizKE, D
BHE. D> MRS 1 & 1%EKME DY Y RF—T SHER
L))

B AREOREM. FFIRRESEDRE RO 5 NBEITITE
ExmIEL., FIRAIZRET A2 E, BYRLEBEZTO> &,
(8.1 &)

11.1.7 BRRAE
fige (5%AdH) . BMUMEE (1%KH) FOBIENSH DN
EDH B, £z, BEFRIANVAOEEELPD LIS S
ENDH B, [8.3. 8.6, 9.1.2 ]

11.1.8 EERBEE (5%KiH)
AUEEESOEELBERESHLDODNLIIEDH 5. 8.7 &
]
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11.1.10 EERFEEIR
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SERDPHSONBEENDH 5,
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11.1.13 DR (BEEARER)
MRENPERD o N HEIERE 2RI L, @Y 208 %175
ZE,

IZIE BRI &Rk
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BB Z1TH T &
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11.1.18 FEEEHIRIEIRSY (BHEAH)
REFPROSNHHICIKRG2HIEL., B LLE (AHEE
B, BRBRIVEARAISORSEG, BFE) 2175812,
FERPEEY 2 TREOREZ T FICBE TSI L. [8.8 &
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TFIE fE. HAT IS,
ARBSIFIES) |
TR FIE
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EE
MmEH Y Y LMEH Y L7479 ) —|ACTH L&,
KR, MEY | 5. mE+ |7 ~ w4 |TSH ER. m
VKR, M| b Y 7 A K|CRP ER. FiEY v ER.
U7 I VTR WEALM G oYy | MEREE L
EF VYLEKT. | BEOEE.|F. Sutn
B REEME LAY | MEEET.| > VERO
" KR, IR | B R A [EME. APTT
LA, CKIF, M7 I O®-E, 71
tF S—¥ER |TV /=7
#n, FDP -
. KT X
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A B FE R | R RER|SEAR. A
{RE N LBk, B |EE, g@F
Z DAt B, &, K
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I) RIEEIERREREZ ST

14. BRALODZER

14.1 FHRMFEOER
PTP @ D#FHNZ PTP ¥ — 2 6BV H L TIRAT 2 & 518
B9S2 &. PTP ¥ — bOBRKICE D BELHIA IR BB R
ANFIA U, BICIZEFLZ B L CHERIRA SO EE 2 A 0FHE %=
MHRITZLEDPDH S,

15. ZDfthDER

15.1 ERFREEAICE D <1ER

15.1.1 AP 6 OWE T, LARFOF Y U HRBEELZIT T3
R ERE 0B W T RARR G I FRIRR R TEYS &
S5LbNI-EDHENH S,

15.2 FFERAREHERICE D < 1%k

15.2.1 BEHSICELT. Iy bEHAVLZ 2 BERREROE SR
BaCl3. BEFRFE 800mg OF9 2.5 % (AREREMRE) 1Y
¥ % 1,200mg/m2/H (200mg/kg/H) @ 14 BHEHESICX D,
RTCWEROOENA TRV, WISHEOHETH 3
3,600mg/m?/H (600mg/kg/H) Tld. #5 7~10 HIZ—&
REDOE( R U ARD 5N, REABZEOBREICB VA
MO EERENBERSIN TV S,

15.2.2 Zv FEHW: 2 BERER DR SHE O 200mg/kg/H
DEOBREOAXZHVWE2HEBRERORSRED
30mg/kg/ B EDRET, HIlE - 1) >/ SEIZD ) > SRR B
WTEME U VS ERERES LX) UONME S A S N, YL
Z Rz 39 BB ERO%SHED 15mg/kg/HE EO#T
VI TREOBSRD 5N EOHRENDH 5.

15.2.3 A Xz M/ 13 B RERO%R SRR O 30mg/kg/HEL
LOBTEBFEROBETPALGN, Ty M 2RV ZRERDT
FIIRFREANOLEICET 258813, 2T 70 HEOH 512
&0 60mg/kg/ HEFICBW T, HHEER, R LAEEROE
METROBTIRO 5N EORENH S,



15.2.4 v bW 2 FEOPARERE T, BRORE/ R
¥ - REGE (B&R. BMARURE) OFLEE - /NMEORE - LR
MEDIRIE - BIBOREROBEEOFEEIEE - 518 OFLEE/ R
R - IR LA - B0 R ERE (60mg/kg/H
#5). BRBROAEE (30 R0 60mg/kg/HI%E) OFILHE
BOEMMBHAONT-EOREN DS, £z, EEBEREE L
T DMEOERTE LR OFEIFSAEOEMA & 65Nz & DRE
WH 5.

16. Z4EHEE

16.1 MPRE

16.1.1 RiEHRS

(1) # 7+ VE 200, 400 KO 600mg % HA A DS & # 1 H IMH BE
(B1EH) 1c1 B 1028 HRERERO®S Lz &, 557 HEICIEE
FARAEIZE L, Cmax MO AUCo-24 1 3FIEHRED 1.1~2. 75 & > 7=,
B5 1 HEEU 28 HE (BEHKE) owghicBwTd Cmax KO
AUCo-24 135 BICHHIL . ANEREIIHEETH > 72D,

HARANOBEERECIFRES (BEH) <1 B 1 BRERORES L

ZOEYERITA—F

B5® | #5H ( uc oml) ( uAgU-(fo) o
200mg | | BH 0.735+0.149 7.78+1.53 10.5+0.4
(36D | 285E 1.12+0.16 16.7+0.6 17.0%2.1
400mg | | HH 1.41+0.41 19.4+7.1 12.4%1.9
(3#) | 288E 2.14+0.67 33.2+14.9 18.0+4.9
600mg | | AH 2.05+0.65 31.1+11.1 14.3+3.1
661 *| 28 HE 3.94+2.52 66.1+40.8 18.2+3.4
% EHARRET — 5135 )
[PA9ME + iR

(2) HEADEBEBEEAIMEEEICH 7 2ILHE 25~1,000mg 2 1 H 1

mEHZ0IE 1 H2EICAT TCRERORS L&, iR vF=78
B35 7 HEICIZEFIREICE L, EHRS R OERIRETO AUC X
WIhbEERICHAIL. ANBRIIRETH -2,
200, 400 %0 600mg @ 1 A 1 BIREROHSICB N T, EYEHRE/ ST
A —FEIFHRANTORAKE & FETH - 72 (BIHEFHEE MEICST 2%
FEAFEIBENCT 1 B 600mg. BTHXIZAKET 1 H 800mg T
»H23) 2,

(3) 17 IVAI 400mg % HANDYIBRARE I ZEF#HE D KIT (CD117)
BB LEMEESEEIC 1 B 1 E 20 HEREROHRS L (FE#Es
%2 HERU 3 HEIZRE) ., Cmax KU AUCo-24 (EFIEIE S HAK
EHREH%T0.7~2.6ETH-72349,

HARAOHCERMERSEEEIC 1 H 1 BRERORS Lz & 0EDEE
NIRX—% (FERS#E 2 HERU 3 HEIZRE, Day29 1& 8 fi)

" Cmax Tmax AUCo-24
#oR | #50 (pg/mL) (h) (pg+h/mL) "(F}llx)z
400mg | LHE | 2.51+1.00 | 3.23+1.91 | 34.7+13.6 | 15.5+1.9
(OF) |20 BE*| 2.86+0.87 | 3.24+2.05 | 47.6+17.0 | 20.0%4.9
¥ 1 n=8
[P + 1R 2]

16.1.2 EWYRHEZE MR
A7 F =74 100mg ]G] &7 Ry 74 100mg %, 7T A —/N—
HWIckznen 18 (1 vF=7& LT 100mg) BEEKABEICHE
HEREOHS U CmEERELARBE 2 HIE L. 155 N/ EIE e ST 2
—% (AUC, Cmax) 122\ T 0% EHEXEIEIC CTHERIT AT > 748
£, log (0.80) ~log (1.25) OHENTH . WHIDOENZHFRFEE
PHERR I NI,

(ng/mL)

600
500
% 400 N
h —o— A< F=T7%100mg 1G]
i o~ /U~y 7$£100mg
< 300
7 Mean+S.D., n=16
200 |
i3
100
04— \ \ \
0 6 12 24 48 72
# 5% oK (hr)
EMBIRE S5 A =%
HENFGA—S BENGT A=Y
AUCo-72 Cmax Tmax Tz
(ng * hr/mL) (ng/mL) (hr) (hr)
1wF T4
100mg G 6478.79£1938.69|439.11+133.34 2.3£0.7 14.6+2.4
7N 75k 6182.87+1274.37|417.21+105.50 2.6x0.7 14.4%+1.4
100mg

(Mean+S.D.,n = 16)

MEEFEENS O AUC, Cmax Z0/85 A — 413, 1HEE OBEIR. ik
DOREEE - BRESORBEHFICE > TEL RN H 5,

16.2 ORUR

16.2.1 BEOlgs
517 VA 400mg % B AICBEREORS U & & 05 NFH
KX 98.3%TdH - 7%,

16.2.2 RiEERS
SEA DB B H MR EREIC 400mg 2 1 B 1 BIREROHRS L. E
FREBICBOWCEBHRELERICKRA LGE. ZERRA S RELT
Cmax &0 AUCo24 XA L7z, ZNZN 15% KR 7T%DERTTH
0. BRNICEEICZEVWEEZ5N7DY,

16.3 9310
A~vF=T7DOk FEEANDOEERIL in vitro B TR 95%TH U .
FIXTLTI VR a-BEEEAEEAE L. URBANOREAIXIZE
AEHRSENT P 72910,

16.4 X3
HAANOBEE§EME A MR EE 12 H 7 )LAI 200, 400 K0 600mg % 1
H 1 EIRERORG LizE & EREYTH S N-Fi 2 F)L1ED AUCo-24
EIEREED 15~23%TH -7,

16.5 HEitt

16.5.1 BOiks
SHEBRER A IC HCZ3 A v =7 (200mg) ZBENRO®RS L&
&, BE L7BEEED 80%»s 7 HUARICHR S 11, 67% A HH. 13%7°
REICED 6NTze ZDDBRE(URIIIESED 25% (20%133, 5%
R) TdH-7,

16.5.2 RiE®RS
HAANO B §EE A MR EE 12 H 7 )LAI 200, 400 K0 600mg # 1
H 1 BRERORS Lz & ZOEFEREICB T 2 KE(LAD RPPE R
(%54 24 BR) 134.3~7.9%TH -7,

17. ERPRRGHE

17.1 BHERURLEICEIT D55

(T4 57T « 7REFBERED /N EBIR)

17.1.1 EBRICSIF 3 HABEIC & SRR
T4 ZTNT « TREEGERED 2 VERMREE (#13) 20RICE
SN A v F 2T AV I)VEBESEE AN OFFRRIET D ICB 1 2 ik
FERTEMEE2 13 96.2% (77/80) T. 1 FRFTHEIMEAS X2 MEFR
1360.0+6.1%. 1 FERTFTRIEFRIT76.1E5.5%TH -7, 49 flixia
LI MERIMAE % HEfT L7212,
F1) ALY AY (%60 UL EOREFNI N 2 FEHEE)
BRPEAME Y 2 0k 27 7 3 K 1,200mg/m2 (%800mg/m2) % dayl
12 3B CEBEET 5. ¥/ LE Y Y 60mg/m? (¥30mg/m?2)
% dayl. 2, 3121 K2 CREEET 2. €2 27U ZXF >~ (VCR)
1.3mg/m? (fKk 2mg) % dayl. 8, 15, 22 IK&ET 5, L F=Y
o> (PSL) 60mg/m? % dayl 75 day2l (¥*day7) F CR&ROES5T
%, 4 vF=7600mg % day8 » 5 day63 & TROHKSE5T %, day29
IZA R MLUFEY =1 (MTX) 15mg. ¥# 5> (Ara-C) 40mg. TF
+ 25> (DEX) 4mg #BEET 5.
#iE DHEE : C1 : MTX1g/m? O 24 BiReEE% dayl ICERT 5.
Ara-C2g/m? (*1g/m?) % 12 B§fEiC&IC 48], day2. 31ICEET %,
AFNT L R=vur50mg % 1 H 2 [E dayl. 2.3 ICEET 5. dayl



12 MTX15mg. Ara-C40mg. DEX4mg #&Ed %, C2: A vF =7
600mg % dayl » 5 day28 £ TR&O#® 59 %, dayl I MTX15mg.
Ara-C40mg. DEX4mg Z%i%9 %, (C1/C2% 1914 7)LEL T4
A7 NARDET )

MERPETEE © 1) A vF=7600mg % dayl 75 day28 £ TROKS5T
%, 2) VCR 1.3mg/m? (&K 2mg) % dayl C#Ed 5. 3)
PSL60mg/m? % dayl 75 day5 & TREOKET 2. 1), 2). 3) %1
v bEUCERTER 2 FRMET 5.

E2) MEFNFE2ERHF Complete hematologic response (CHR) : %
RoOFFHR 2 DI 0,

Bk =1.5X 10%/L. /M= 100X 10%/L. MHFOHE 0. BHEFOH
ER<S%. BESVFTRZ L

18. FEFNFIE

18.1 TR

1811 A~F =7 Fu> >3- —CiEEEERTHO . n vitroR BRI
BWT, Bar-Abl, v-Abl. c-Abl Fu vy rFFr—YiEE#HET %, &
12, M/MRESREERT (PDGF) 2254 K% O SCF 84 TH % KIT O
FuyrFF—YiEEEEE L. PDGF % SCF #0192 fifai s 7L
EEZEET 1), N FIVEREYIE. n vitro B BRICB W T,
c-Abl. PDGF &K R OKIT Fu »r®:F—viEtz., KEMEEIZ
EREEICHET 519,

18.1.2 A ¥ F=71L SCF fli#lc &5 KIT Fu v v FF—EOiEEL &R D
GIST BEFHRMAiEICBWCTUES N/ KIT Fuy v F - —EiEEz2 2
NENEE LD,

18.2 bcr-abl BGFBMEMIEN (F GIST HHig(CXI T 3. EIEINFIERNX (&
HES/ER

18.2.1 £ v F=71%. bcr-abl #(EFEAMAZKL O ber-abl BETFHIED
HoNBEEEHEDME (CML) Xid&H) >/ MEEmE (ALL) H
SRAAAOERE 2 I U7z F£72. in vitro BRI B W T ber-abl E{E T
PRI L7 AR b= AFEE(EA %2R L .CML KU ALL & OFRAHEIM
ROBHY > PV 2RV a0 = —EEE Tl ber-abl B EFHE 2
0= — DR & BIRMICRHE L 7-13).14).19-26)

18.2.2 4 v F=71%. ber-abl EZFRRHEMAZ M LB~ ™~ 2128
W BB ORI E R 2 I L7219,

18.2.3 A~ F =71, KIT Fu > FF—EHNT 2HMAEHEZ M L.
HILBERIERES (GIST) BEHRMBEOMATEREZINE Lz, $/o, 1
v F 7K OBMfaRT (SCF) REWEHR 7 R b= AEFAIIHE S
. GIST fifIC B 27 A b— ¥ 2l Lz1018),

19. BXMRDICRET ZBEFNAR
—fi%% . A v F =7 AV )LEEtE (Imatinib Mesilate)

{b#4 : 4- (4-Methylpiperazin-1-ylmethyl) ~-N- [4-methyl-3- (4~
pyridin-3-ylpyrimidin-2-ylamino) phenyl] benzamide mon
omethanesulfonate

5373« CaoH31N7O - CH403S

7F& :589.71

%R HE~REEXIES TLBEOHRTH 5,

IKICHED TIETRT L IYAFILALKRF Y RIZIBETFRT L, XA
7 )= LIZRREBEIFRT L. ¥ ) —)L (99.5) ITEIFITL W,

s
N
a H H \
N
HiC” o /\QWN\QNYN\
o cHN~A

Al :224~226C

22. G
20 %% [10%E (PTP) X 2]
1204 [108E (PTP) X 12]

23. FEXH

1) BARANCB G 2EMERERAE (7 Ny 757+ 100mg : 2001 &
11 A 21 HAGR. HHEEHEE ~ 3)
SEINIC BT MBI (7)) Xy 757 +%)L 100mg : 2001 £
11 A 21 HAGR., HHEEHEE ~ 3)
HARAHLEREEEEEICB T 2EMBERE (FINy 7 h T
)L 100mg : 2003 % 7 A 17 HAR. HFEMIZE ~ 1. (1))
EPIZ BT 2UIFRANGE - 1k GIST B IO d 558 I EER RS
(ZV Ry 757 100mg : 2003 5 7 A 17 HAEGR. HIEERHTE
1.(2) 1)
PR R E SRR
EPEFIAR (VR 7 57%)L 100mg : 2001 11 A 21 H
AR HEFEERSE A 3. (1) 1)
E MIBILEYHE ()X 75 7E)L 100mg : 2001 F 11 A
21 HAR., EEHREE)
BHOHE (FVXRy 7 H7)L 100mg : 2001 £ 11 A 21 HER.
HFEFERIBIE ~ 3. (1) 2))
MFEEAE EOFEE (BAREEER) (VIR Z7H 7L 100mg :
2001 4 11 A 21 HAGR. HFEERIE ~ 2. (2) 4)
MFEAE EOHEE (VXY 77 1)L 100mg : 2001 £ 11 A 21
HARE. R ~ 2. (2) 4)
SHEINICB T B IRF U RERPRR (7)) Xy 75 7+1)L 100mg
2001 & 11 A 21 HARR. HFEERIZE ~ 3. (5))

N

N
Z « HaC-SO:H

2)

3

Nt

4

=

5)
6

-

—
—_

Yanada, M. et al. : J. Clin. Oncol. 2006 ; 24 (3) : 460-466

) FaTrEF—YiEE. Fu i FF—PIREMEM AL O A
VI FIREICHT BER (IR 7 h el 100mg : 2001 £
11 A 21 HAGR, HFEEME & 2)

Druker, B.]. et al. : Nat. Med. 1996 ; 2 (5) : 561-566

) PDGF Z&MA RO c-Kit Fuy>rFF—E2NH Lzflans 7L
EEICHT BER ()XY 7 7R 100mg : 2001 #£ 11 A 21
HA&GR, HFERME & 2)

ERBVOF B> v FF—EEEIKHT 2R (FURy 7 h T
100mg : 2001 £ 11 A 21 H&ZR, HFEEREE & 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

Oetzel, C. et al. : Clin. Cancer Res. 2000 ; 6 (5) : 1958-1968
Kasper, B. et al. : Cancer Chemother. Pharmacol. 1999 ; 44
(5) : 433-438

Verstovsek, S. et al. : Cancer. 2005 ; 104 (6) : 1230-1236
Kawaguchi, Y. et al. : Leukemia. 2001 ; 15 (4) : 590-594

24, WEEERERVUEVNEDER
AARY 2 v 7HA&H BES FHKE
T 100-6739 WHETREXAON—THOIE 15
TEL 0120-893-170 FAX 0120-893-172

26. BHERTTRES
26.1 BGERRSET

@ BAYIRUvOKAEH

RRETFTRABEXADOA-—TBEOISH1S

3030175-006



