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A2F=TRRKITOFa> ) vELE HET 25 FE
BEETH Y, BEIIEMEL L2 KIT 23645 2 & T
JEBENEEZB T, SO ryRY T ATIE, KITERLE
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RLHILE B EES; (GIST) 7% & OiEHRBR = REEA 12
L&¥, BETIEICML R GIST 213 Lo, W 2HhD
JER CREEREEE L L CHY LN TV S,
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Genomic — .|] |] |] || 8 ' 9 :11E 117= -
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t16.8%
Letardet al. Mol Cancer Res. 2008.
6:1137-1145. 4.2%
4.7%
Downing et al. Webster et al. Zemke et al.

Ju—K 0 ITD(+) #EG n TD() #EG n  ITD() Del+) HEOH
1 11 1 (9) 8 0 (0) 24 0 0 (0)
11 77 42 (55) 45 4 (9) 58 4 4 (14)
I 17 9 (53) 7 5 (71) 6 4 0 (67)

ITD: TOVNMERERIIEALRE, Del: TIVYNMREER
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RIGICHEY 285 Tba e LTS, CML EE
TRIMICHEERREZ BT $72, AXF=713AD
GISTIZBWTbEWIEERI R R, CML &84 1
GIST TR KIT A X F =T OEN ST L b KIT 13
ckit BfETICT— FENL NI BoFO L v FF—EZ%H
fkC, BMKT (SCF) OfEAIZE D, ZEBAEZEHR L
FuTroY) YEEbE AL CHRO G L - BEhl & x iHE
+5h, EH% KITIZSCF O#ESI2E Y, 3LoTFay
YO CEALNFIERZ SN b, GIST T, LIFLIE
ckit T7 VY 1INICERNFFELTEBY, 22k ) KIT
ORI IR O 7 3 BRELYI AL L, SCF ofs &
LT o) VBRI S, COEFNZECY
CIEAL, b BRSSOV O R A
OB A SR T EEL SN TWA, GIST 2B
W, A Y F = 7I1E KIT ® ATP &S (ATP £ v k)
ICAD AR, ATP OMEEEHET LI L TY YBLEH
H4 D, SAUTE YBFEY 7 FOvAsiz i, AR I
JEAME IR LML | S S b,

(BRI & kit Z852] Letard 59 O#iTld, Ko
RS IE 191 BE . 26.3% DRERFITE RS ST Ww
bo BEDY A TIIHATHLD, ckit=r v 11 (168
%) 2L, D2WwTIr vy 8 (47%) BLUTr v
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9 (42%) THDOLNB, TNEDZERIZAD GIST & [
FICKIT 0EFNAZAC) YBLZFI &R T2 &R
ENTBY, WINGIEGHREHOEE 2 2 = AL L
EZHLNTWh,

ckit =7V 11 OEREMFE L — FOBEIZOWT
BV OPOR/LTHRIF SN TP, wEFh o
THMREIZH W27 L — F I OERMEIZ RS, Zh
SOMENS 7L — FOEL 258 ckit DEREHF LT
WELEIEN LWL EZ bNL, —J, L= FRITiRl3E
AEDWE, BEREFLTWLRWEEZOBND,

(K BESHINAIEC 51T 5 4 ~F = 7 ORpH] A0 fE
DR 21 FEBNZA ~F =7 (10mg/kg SID) =#5- L, &
B G % 3] L 7276 21 5EGI, 10 EFITA ~F =7
DG LY JERE OF LR S (CR &5\ id
PR), 11EBCTIEHL 2R RIEROEN L0572, 21
B, ckit =27 v ¥ 11 OERIF 5 EFI TS/,
NOEREHET A S5IERTIE, 5IEMTTTHEIRLS
N7z

F 7o, EREOEICERIED SNk o 7z 16 B
SHERNCBWTY, BRI S NIER & RIS Off
INDSRRO BT, LLEDFERD S, ckit IZERPE SN
DEIAYF =T OMENIFETELLEZOND,
72, ckit DEREPBHENLZVEFTH A Y F =T O%)
RBRONDGENHY, TNLOOMEFTIIMMD ) V1L
TLHELRBIXRETRENH D EEZZOND, &5,
ckitTZ Vv 8BIULy VY O |CEREET LIEGZ

Tumor Lymph

Size* Histologic ~ Node Exon 11 ITD Response
Case (cm) Location  Multiplicity  Grade  Metastasis Mastocytemia® Prior Treatment/s Mutation Day7 Day 14
1 12 E S I - - Surgery/VBL/CCNU/prednisolone Y - CR
2 61 T M I N N Surgery Y PR PR
3 235 N/T/1 M C Y N ND Y PR PR
4 122 T S 1I Y N Surgery/VBL/prednisolone Y PR PR
5 6.0 T S C Y - Prednisolone Y - PR
6 72 N/T/E M C Y Y ND N PR PR
7 9.1 T M I Y - Surgery/prednisolone N - PR
8 105 N M 1 Y Y Surgery/prednisolone N PR PR
9 25 T/E M II - N ND N PR PR
10 198 H N C Y N ND N PR PR
11 8.0 NE M C Y Y ND N SD SD
12 253 T/VE M C Y Y Surgery N SD -
13 4.0 N S 11 Y N Surgery N SD
14 5.4 N/T/E M 1I Y N Surgery N PD -
15 8.7 T/VE M C - Y Surgery N PD PD
16 25 H M i Y Y Surgery N SD -
17 1.0 N N C - N ND N SD
18 4.7 E M C Y N ND N SD -
19 20 E N I N N ND N SD SD
20 75 T/E M C Y N ND N SD SD
21 9.0 T S C N N ND N SD SD

f, female; m, male; H, head; N, neck; T, trunk; I, inguinal region; E, extremity; S, solitary; M, multiple; C, cytology; Y, yes; N, no; -, not examined; VBL,
vinblastine; CCNU, lomustine; ND, not done, Y, yes; N, no; CR, complete remission; PR, partial remission; SD, stable disease; PD, progressive disease; -,

not examined; ND, not done.
2 Sum of the longest diameters.
b Examined by buffy coat analysis.
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OPHEH] & MA G D LHIBH T 0 I — Ve T
HIENEEEEZ LN,

CHERE N
1) LETARD, S, YANG, Y., Hanssens, K, et al. Gain-of-func-
tion mutations in the extracellular domain of KIT

are common in canine mast cell tumors. Mol Cancer

Res. 6 : 1137-1145, 2008.

2) DowNING, S, CuieN, M.B., Kass, P.H, et al. Prevalence
and importance of internal tandem duplications in
exons 11 and 12 of c-kit in mast cell tumors of dogs.
Am J Vet Res. 63 : 1718-1723, 2002.

3) WEBSTER, ].D., YuzBASIYAN-GURKAN, V., KANEENE, ] B,
et al. The role of ¢c-KIT in tumorigenesis: evaluation
in canine cutaneous mast cell tumors. Neoplasia 8 :
104-1011, 2006.

4)  ZeMKE, D., YAMINI, B, YUzBASIYAN-GURKAN, V. Muta-
tions in the juxtamembrane domain of ¢c-KIT are as-
sociated with higher grade mast cell tumors in
dogs. Vet Pathol. 39 : 529-535, 2002.

5) Isorani, M. Isuma, N, ToMINAGA, M., et al. Effect of
tyrosine kinase inhibition by imatinib mesylate on
mast cell tumors in dogs. J] Vet Intern Med. 22 :
985-988, 2008.

6) Yamapa, O, Kopavashi, M., Sucisaky, O., et al. Ima-
tinib elicited a favorable response in a dog with a
mast cell tumor carrying a c-kit ¢.1523A>T muta-
tion via suppression of constitutive KIT activation.

Vet Immunol Immunopathol. 2011 in press.
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