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adhesion molecule (CADMI) (ZVEH L., fiffr 27z, Z OfEHE, CADMUEICC/ZIF T < GIST
WCHRBLTNWDZERPALNER ST, B FOBIMECISTIZOW T AT fE R, /MBGIST
(N=5) [ZCADMI 2 A5 & USmRNAASFEHL L TV 72Dk LT, BHGIST(N=5) [ZIFRIBL L TWhignZ
W BMNETeoTz, LEORERLY . B MZBWTH, /NBCISTTITMALEIR & 3 51CCH & A
TRRIpoTND ZENRBR SN, T2 TONERRZ KEERTTH S,

FERCROBE (3£30)

CADM1 is an adhesion molecule mediating nerve-mast cell interactions. It was demonstrated
that both CADMI protein and mRNA expressed in GISTs of human small intestine but not in
GISTs of human stomach. These results suggested that types of ICCs which are considered

to be an origin of GISTs are different between gastric and intestinal GISTs.
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1. BB EFIDE R

H =)L DI EHIE (interstitial cells of
Cajal= ICCs) IXIFIEETELERIBIZ/HA L.
PR 2> & DRI Z 23R K <SR IR
ETHELBIZ, ARNEBXNEELZ L, H
LB WNEY %8S D DITH R iFEh I &
BT, B IRENEB) D~ — A A —T —
DOEEZ LTW5D, ICCs 1T/ 100 4ERTICHE
WE Z AT A3, ICCs % ) Jeg Sy i M e 2 Xl L
kT D HIEIEME— B BRI L D8R
DHTIH o7 Z &b, ICCs IZBT D781
Eo FH LTz, BaxLHERDOHIEIC X
V. ICCs 1T ckit ZRHEMF v o FF—
£ (KIT) BFEBL TWDHZ &N LT
V. FafEYEIESS in situ hybridization ¥
WX, RBICR#ETEL LR
(Isozaki K et al. 109:456, 1995
Gastroenterology), & HIZ, Frx LEFRD
WFFEIC & 0, KIT 1% ICCs D43k, Gl &4
HTohDHI L, 1CCs & IR LR AR
THBORTRAAL D B T2 2 &5
eI ICCs ([ZBAT D AFZEIT AR I
A U7z, Fex I LKIT
Za—RKLTW5 ckit BmFIZ KIT O
REZ IS T DI REE R A R 2 K> EY)
s T2a—%F7 v ) IZBWT ICCs 23
WA LTHY ., FHUCES < MbE EB) R
DHHND Z L&A Lz (Isozaki K et al.
109:456, 1995 Gastroenterology), & 51T,
oz 1T, REFE MM 17 15 P ZEAE R0 R 18 1
BREEZ S & ZTRENERTH D
B PRI DREB D HALE F 8 (2 38T ICCs 23
WAL TWwWasrZExH LN LTEL
(Isozaki K et al. 92:332,1997 Am J
Gastroenterol, Nakahara M and Isozaki K et

al. 17:666, 2002 J Gastroenterol Hepatol),

FEREIETSIE SRR B

—h., Bxlx, MRERERSTTHTH - -
Gastrointestinal stromal tumors (GISTs)
IZ KIT BEBLLTWAHDZ E &AL, Mt
DOt GISTs 1% 1CCs HRDIEETH D =
EERHE L, BIE, 20 IHRAT A
TP A EHF TS (Hirota S and Isozaki
K et al. 279:577,1998 Science), X ©HlZ,
FexiE, GISTs IZHHT D ckit BARTIZ
KIT ZfEH BTGP L & & 2 B RE A5 4
BEAEMEL L TR LI, Z)s 1CCs D
FEELICEE L CWVWD Z E b LM LT,
Foxlx, FEMEZHME GISTs JEFIZIB VT
germline L~ULT c-kit &fx T DOHEREMESS
PERN S B, FRHC, HEEHEIZBW
T ICCs DM A A HND Z & afE L
7~ (Nishida T, Hirota S and Isozaki K et
al. 19:323, 1998 Nature genet, Isozaki K et
al. 157:1581 2000 Am J Pathol), Hi{E, GISTs
% LC KIT JHEAICTH 5595 TR 7Y
Ry JRA—T v M X DRI Toh, i
1T L7z GISTs JEFI O T A REMICHE S
72y, PLEOF A OWFERR PR E < FH L
TW5b, B, Fex i, GISTs DREIEFE A4
Wz ~2% AT, FEM GISTs THON
o7 ckit BlrroFr Y X —¥ 11 #
Ik DS RESE S A B (codon 820 & Asp to
Tyr) (YT B~ ABIE R % knock-in
targetting IEEHW T~ RIZEA LT,
ER% &7 knock-in ~ 17 & (Asp820Tyr <
U A) OWHELEREIC GISTs BNRAETDHZ
LEMERTDHELEHIT, ICCs NHEIELJE %
R LTWA Z LIZKBR DW= (Nakai N.
and Isozaki K et al. 214:302, 2008 J Pathol),
Tz 1, TERR L7 Asp820Tyr = 7 ZA DL
LY., ey —T 40 o TEERHNT, K
B KIT BGiEMla, >% 0. 1CCs 2 RET
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2. WEEDOBRR
ZAVET, 1CCs Db, PEREREAE O fiE B 1 Ttk
ATEDS, 1CCs DEEREVFFREN DL D ED L 9

EEMEIC L VH ST DM, Fiz,

ICCs 23 ED I 5 11 M B D LA oth % &
HIE L TWD DD, 10Cs & LI- i b E
RSB C OV TIRIZEEA ED o T
2, LA EEMRIT 2 2 20X, i@ K E
o 7 & TH AL 8 S B B HE D BB AR B 4 K
O, 1CCs & & —4 v MZ L7z b E T
HWOBRBICEND Z LD, O THETH
%o TTIT, Fex i, FRELL7Z ICCs 722D m
RNA ZHHI L, cDNA B8 LT cDNA T4 7 F
— DV LTz, AAFFETIT S 51T 1CCs
IZEFBLL TV D ZF1~, ICCs 24T L7z
ML E EB RS O e 52 L,
ICCs @ counterpart T 5 GISTs D EEFEA
W22 HNET D,

3. MFRDFIE
ICCs MR DERLE

(D2 » Al ckit Bz FHE~ T R
(Asp820Tyr ~ 7 &) kv, BEHEHL., Fih
JFNC BB 5, M BERIEEIZ T, GISTs %

EOFEEMRT D, ZNE TORFTLY,

ckit B FHZE~ T AZEBWT, GISTs |
BRI DOBFEAENI BT A, R SR
IC L BBIE T HICGISTs DR LNTHAIT.
GISTs ZUIFR, BRET D,

@2) N — 27 F 2 & B TR
Asp820Tyr ~ v A T Kl 2 R Bk = L
collagenase (Img/ml) 2LV 7 &
b9 2%, Yo7 ek Lizfii% FITC T
AR L7 BUKIT iz iV CoEdeta L, &
FEREE L — % — (BD Bioscience FACS Aria)
(&0 KIT BtEsiig (ICCs) Z BT 5,
FRROEFEEZMEDIRL, 109 fHD ICCs ZER
2,

ICCs ML cDNA T4 7'F U — DER

B L 72 ICCs Mg X v . guanidine
isothiocyanate %% VT RNA ZHiH3 5,
WL GRS & AV T cDNA [ZZS#at% . cDNA
TAT 7V —%{EF 5,

HALE LR AMBOREILS IO DN 71
77V —DER

ICCs & YHALAE -7 i A8 e | 3 2 38 oD i 50X el
Mot T HZ EBHLENERSTEY
ICCSIZRRMICHEIRT D0 FaH RO T 51
DITIE, R & OG- RILOENF
HBT D500, mbBEBINEBEZLND,
S 7 AR A LTV AL A R s W TR RIS
TEFLIY LT E—EFKELTND
e, YA LT Asp820Tyr<
UAOEMEMEE T 2z ) R T
WLt el LT —HikE
AwnwChmERea L, EifietLr >y —4— 6D
Bioscience FACS Aria) (ZX V., 7kF /=
Uy b7y -G CEEmME) %
[T %, ERROBELEEVIEL, 107 Eo
R A BRE T D, BREE L7 FEE e
£ Y. guanidine isothiocyanate %% F\»
TRNA Zfhi 4%, WG EREEZ VT,
cDNA (ZZE#a%, cDNAT A 7 7 U — & {ERIS
Do

ICCS ICREBRTHNTFDT T aT v
X0 &bz, 1CCs 38 L OVEIE# MR o
cDNA T4 77 U —%&HWT, ICCs & Figfh
HRE OBIR 1 ORBLOE N Z T 5, %
BOBGFRADENRHRLND & THIS
MO, ZOHF T, £, I0Cs [TRFFATIZHE
B350 17 EROHT,
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Wi, "E/ v IA~TATIZ, ~T R/
I A =T ADEE S L, BIEEHO
GISTOY A AN RE L, £z, KOIELT
ICCERERUE B A BTz, WIT, /v I A r~
U AICREAET BCISTICH T DA ~F =7 DL
NN R 2T, EDORER, A ~F=71%
in vivolZF T, GISTHEYHE & HIH] 9~ 5 H3,
GISTOJEIG YA XA SHRNZ L5
mEpole, ZORERIE, A~ F =T HKIT
BELOKITD Tty 7 F &40 il ¢ &
RN ENRRTHD BB, K\ T
e kit D v I A =T ADOTELE D)
O EfgREE L Y — & — & W EX L 72 1CCD
cDNAZ A 7 Z U —ZAER L, DNA TiplZ KV 3§
BUBAR T 2~ 7o B, ICCIT R S IC 38 8L
SABEEBON 0T, ZOFT, T,
Bi5 0 Cd Heell adhesion
ZIEA L. a2 ED T, &
DFER, c kit D/ v 7 A4 v~ T ATE
VT, CADMIIZICCZI T2 < GISTIZ b JEHL
LTWbLZ R bMNERoTc, 22T, E
MZOWTHGE L7, i T
. IEETHEE OICCIZ HCADMI 2 FHL L T\ %
ZEW ol SHIT, b N OHIEMEGIST
(ZOWTFATfER, /NIBGIST (N=5) [ZCADM1
HHEPB L UMRNAFEH L TW DIz LT
FHEBEL T RWnWZ E3H 5
meipol, UEORRIY, & MIBWT

molecule (CADM1) |

BHGIST (N=5) |Z

B /NGGIST CITMIEIR & 3 51CCD X A

MBIRSTNDZENRESIN, TZET
DWFFERR 2 B HEG T Td 2, BIfE. CADML
ISGISTOD IR A IZBE G- L TV 2 D7,
F 72, ICCITFEHLT 5 CADML 23 YA LA T dh A
WZBH LTV D NIC oW T, Mgtz iEd T
Do
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