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Antitumor Effect of the Tyrosine Kinase Inhibitor Nilotinib on Gastrointestinal Stromal
Tumor (GIST) and Imatinib-Resistant GIST Cells
(JHLE B EES; (GIST) W NI A ~F =7 MHEGISTHIIEIC X 4 5 =1 F =7 O HUEE
HEIZONT OB

(RBENDEEF)

A~ F =713, SERIRE NS AR A RE 72 THA LS M E IE S (gastointestinal storomal tumor:
GIST) [ZX}T D1EHE L CHIRBRIEEZRKEL T D, LrL, 4 ~F =7 MEDOGIST
BEOTRIZEARLE L TREFEEFSAT, A~F=7MHED A I =X A 22N
ENTWRY, KEFETIE, A ~F =7 MiHEDOGIST fMakk % Bz L CE DOtk A =X
LEERTHLEELIC, FHZREMNFo Yy XS —FBHEA THI =0 F=TDHE
ERRRET 5,

A ~F =7 MEKIT. GISTOMAEE TH HGKIC, GK3CE FifMIC A ~F =7 1R
SHEDZ L TRHNICARE LT, Fifti)7RBREE(C X - TICsld. TN E14.47£0.97uM M~ b
11.74£0.17uM  (p<0.001) . 11.15+0.17uM7> 541.37£1.07uM (p<0.001) ~ & 8 0 L.
GISTHIIKKE D A ~ F =7 ~ Dt & #eZd L 7=,

A ~F =7 MR (GKIC-IR, GK3C-IR) O, A ~F =T ICLBT7 KR b= 2AFEE
FiF L 7=, GKIC., GKIC-IR, GK3C., GK3C-IRZZNhZ*FNA ~F =7 ICE#E ST %
(2. FITCHE#% L 7= Annexin VEPIZHWTYEBEL, 7o —H 4 kX kU — (FACS) T%H
rifz, fEREFVWToOMEKCZENTH, AT =TICEoTT A=V A2 FHES
N E . PR (GK1C-IR, GK3C-IR) DT NAZIZHA LTz,

BAMED —RNE LT, VI AMMREREOENIZLDZZEREZZLNTWD, 4+
F = TR & B AR T, v 7T AR EREICEL D R W) ZFACS THGE L 72, KIT,
PDGFRA., AKT, SRC, ERKI1/2% f&3E3 % &, KIT., PDGFRA, AKT, SRCTI|IV
BIZIEE A EEN 2o 7228, ERKL2D ) U gfbid, MHPERR T A EICHEML T Y,
AF=TMHEA DT =X LO—FTITRVWnEEZ LN,

=aF=7F, F oo F o xS —FBIRER T, GISTIZEIT % EE2AICF—
L 72 HKITS°PDGFRAICA R 2 4 DMl B & U U E{LCHISH 2 . in vitro € Hin vivo T hH
METZ2ZENRRENTNDS, =0 F =T DGIST~DEZ Wi 572D, GISTD
Xenograft line Td 2 GK1X, GK2X, GK3X#% £ Z#SCID mice~Bii L, A vF =7
40mg/kgd L <IE=m1F =740mg/kgx# 28 H M5 2T, MEEEOEAZWE L=, HEE
IHRIT, GK2XEGK3XTiE=nF =7 DO FNEWEH\IZH Y . GISTIZX LT, =aF
=T BRAF=TICE LRV EWIEEIE R AT D REEN TR S v,

I, =aF =R ~vF =T MHEMBEICS L THHEMEMEIREE T 20 %2R
# L 7. GKIC. GKIC-IR, GK3C., GK3C-IR® = 1 F = 7 |2 %} ¥ 2IC50i%. GKIC
3.15+£0.31uM, GKIC-IR 4.10+0.46puM. GK3C 3.32+0.18uM. GK3C-IR 3.94+0.19uM TEf
ARRETHEMROEIZR%E THY, A ~F =7 I E R LZEEICHLTH, =2 F=
TNLEFAERE & RIS A T 95 2 E BNaR ST,

=wvF=71%, in vivo CGISTOHEAHMEI B RN R iz, & HIZin vitroTlX, 4 ¥ F
= TR~ R L RSN, A ~F =7 IZiMiEE2 /R L7ZGISTICH LT, =g F =7 )%
WD —FlZ0 9D LEEZ LN,




