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MZEEREESR (FEXX) The analysis and clinical applications of cellular adhesion control
mechanisms by a metastasis suppressor CD82 in an oral cancer
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WFZE R R OBEE (3230) : CD82 is a member of the tetraspanin superfamily, regulates biological
activity by associating with cell surface proteins in the presence of Caveolin-1. Dipeptidyl peptidase
(DPP) 4 is a type Il transmembrane protein that binds fibronectin and Caveolin-1, suggesting that
members of the DPP gene family act as adhesion molecule and modulate a component of the
cytoskeleton. We focused on the effect of CD82 on the DPP gene family enzyme expression. CD82 gene
transfected h1299 (h1299/CD82) was generated by transfection of h1299 cells with pZeoSV / CDS2.
Indirect immunofluorescence staining, immunoblot analysis , Real-time polymerase chain reaction have
been performed. h1299/CD82 cells decreased DPP9 expression. Caveolin-1 was expressed in
cytoskeletal fraction of h1299/CDS82 cells. Moreover, the amino terminal region of DPP9 was slightly
and the catalytic domain of DPP9 was remarkably expressed in the cytoskeletal fraction. The present
study suggests that CD82 induced DPP9-relocalization in the cytoskeletal fraction and co-expression
with Caveolin-1 was associated with a mechanism for altering cell adhesion and migration.

AT R FERR
(GHHAL: )
R IEEESE & &t
20074 % 1,300,000 0 1,300,000
20084F 900,000 270,000 1,170,000
20094F 1,100,000 330,000 1,430,000
I
R
W E 3,300,000 600,000 3,900,000




BRI : B H 3
FHIFEE 4 B+ 82 SV S

F—U—R g, BT MR o7V GE . CDS2

1. WFZEBRAE 4 RO &

(1) ThFAR=1F 4 mIEE RSB E A D
BT BN T THEIAL TV ELEE
K& L, “Tetraspanin Web” &£\ )55 -] r
NI =2 %L TS, T, ThIAR=0T
7 —THLRIEBHNH K7 CD82/KAI-1 A3
EEHLL CODEMIE T, MIREICEETS
HRETZOEHIRERET L XITEThD
Caveolin-1 OfFE FT EGFR LA KETEAL
L EGFR V7 /UAREZMIIT 52452 CDS2
DIEBLIE BE O BIF72 T EARB 52808
BIGNZSN TS, fialr, HEEH 1L CD82 1K
FEEVIAEE h1299 |2 CD82 A& s 8 AL
CDS82 &3 BUMAakEZ VT | CD82 Y c-Met
EEERE L TRIRZEE SR ZZE O
Fi% 2 B O A b £ A i 5 2 s 2 IS
I Uz, ZNHO8ERIE, CD82 M@ fifa iR

IR 2 L TS ATREMEZ R L TV D723,

CD82 ZHU Lo f i iR i fE 8 O A B
DWTIIRZHONZEZ TN,

(2)DPP4 (CD26)I MBI AFAE T D IEAE & &
H? CD26 THY, EBIEHEWEOXTFRD
N RKui#lcd 5 X-Ala 3831 O X-Pro & /K453 fiF4
DRGSR R ThD, AR IS EE 7
DA TR E DALMY E I EA T EMn
O, ORI iR ClEEICE 5 LTS
ZENRIBEIL TS, fieiT, DPP4{EMEA AL,
DPPIVER 60% DFHREIMEERF OB 770~ T7"F
4 —¥ (DPPS, DPP9) 23/ 1—=27" &} DPP4
BAG T 77— L THES N, O A&
BB FEI O OH D, BITEETOMSETIL,
DPP4 X Caveolin-1 HrA L CHlIE TR A1 BE
H-4AZL, X512 SDF -1a/CXCR4 axis |2L%
S HE A A A BN 3D 2 E B TND,

2. WrgED B

(1) AHFFETIE CD82 IRFE TR I ZHE B3
fil Bz 1 (CD82 EAirx ) %&EALIL
h1299/CD82 transfectant %\ T CD82 D3 i,
%19 Caveolin-1 SR HIRBE I EEEF O L E %
BatLiz,

3. WHED ik

(1) CD82 {EFEBLAMAME T DL MiFE/ Nl g
H12k h1299 12 CD82 A3 AL, CD82 i FE EL
FERARE h1299/CD82 transfectant Z4{ ST CLL T
DEBRICH -,

(2) CD82 DFEBUMEI B DB~ A /1
TLATAIY)—=7L, DPP4 B+ 7 73V

— R HIEA R B R A O 25 #) 4 Real-time
PCR & Western blot CRFHIL7=,

(3) CD82 FEHLIZ£ES Caveolin-1 & DPP4 D (£
Ze BB T8OV I HEE G 18] & 0 e 5 T 2 i
L. Western blot CLLiE L7~

(4)CD82 FEHLIZEH DPP9 3L T8 DPP8 ORI
Ze B DTZ6OIT MR R 4 18 &0 B M 5 1] 2 41 1
L. Rk ER AT D Fdp o 1= 3FRIE DO FLIARZ VT
Western blot THEETL 7=,

(5) A - 5 T & 0 e J 5y ok il FH L 7 7 L P
FIEHEERE L,

(6)CD82 ¥ BLIZLES DPPY & Caveolin-1 D JF7E
Zf R S O Y TR LT,

4. IR
(1) CD82 & il & Bl #f fd £k h1299/CD82
transfectant O 37

k1299 CD82 tremsfecimix

(2) h1299/CD8?2 transfectant % VT CD82
BUCEIY BB T OB 2~ A 70T LA TAZY
—=U7 L7, CD82 HBEAKTIL, ThFAR=
V1,6 O, ZLoRTE RS Th DY~
FIONRTFHL—E(LLT DPP)4 LHEELT D
isomerase X° caveolin-1 NFFEI N7,

—J7. MMP1, MMP-10 ®i%75>, DPP4 773V
—Td5 DPP 9 OFEELHIZ 7z,

Comprehensive analysis of mBRNA
by mricroarray in MOCK and i 1299/CD$2 cell fines
Publ: 117 Crene Title
Indecedpene (.01}
NALODTH CDSZwwlecule
DAL OiHeld refmpanm ™
AFSHE  Ietospaumés
AN pulsipeols s
KM WBITHS  cavesiin L caveokss protin

Tuhibited gene (pi. i}

ACHSIN dipeplidylpepiiles ¥ {DFTFY

NAL 02 wetn metalkopeytubee [0 1atonwehsn 21

AULSSRR Swtu alplsr-h ACTNB

NM 038 mseformg growth Beter, hetal | TAFRL

WAL matrscmetalbyeptdase 1 BMEL

NALOMHM fibrobleit prowth Bictor S FuF S
1 et

Dsooss 1




WIZ ., h1299/CD8?2 transfectant % T CD82
FBUZEED DPP4 & fn 17 7V — iR Mis
B R [ D 2%48) %4 Real-time PCR & WB THigt
L7,

CD82 i A2 kY. DPP4 & DPP8 ICIXBAG) R ZE
LIS >7-53, DPP9 Tl mRNA &7E
HOAEBLZWA BN bz,

Real-tise PCR Westorn blot asalesds
o8

P (b e

1

a

Subceliidar fractionation of h129%
hkm Uyl cytodacien:
s
o L & F e &'f?f?
DEYE e -
DTS too— [ -
o 10— -
m'-...ﬂ:: -

(5) M HeL B 4 1] & A0 e JIs 4 o) 2 ek HH U 7 74 L
SRV MEZ T E U7, MR H i D B SR TE 1 1
CD82 AR CITA EIZEEERLT,

A S B CIEA BRI T A DI D> T8,
57 B Clrx CD82 HAKK CTIHENA EIC L5
LTz, AT ENIZIE DPPANTEIET DI END,
ZOIEMEIX DPP4 IEMETHDE 2 b5,

(3)h1299/CDS82 transfectant %V T CD82 &
BEAREIEH T 5 Caveolin-1 & DPP4 D JH1E%
Western blot TH# 72, CD82 ¥ ARKD A H
¥4 /3H[Z Caveolin-1 DIRFEBLGRD LI,

Subcellular fractionation of k1299

w o s EFFE 2 S

Corvetind i s — — — []

DFPd 10— [

s 46— - =

Pt 42— v e e e S w—

(4) DPP9,DPP8 O JR{E % itk L D 725723
TR OPUAZ VT WB THiFTL7Z,

CD82 HAFRIZIUVNT, N Rk Cldi 30
(. fi PR BE G O I LV FE B A I i A 4 T
ICZ8DT-, —J7. DPP8 OIEHULT R TO4H
THBEREIIRDLND -T2,

Subcellular froctionation of #1299

[} wyboaetion

Ly s FEe E8 8

ey W e [

Kerar-prvaled cmmmaapeptikase (LEFY activery DPE Acmvny Asnny

Footm LT

=

-
TSI Pl (ol s

a-FLo ey diely~in activity el feg ming

X

(erlmsfce ) (mpanuier )

(6) CD82 3&FIZ1ES DPP9 & Caveolin-1 D JRTE
B Y o TR LT,

MOCK TIZ DPP9 I EITRIRZE S B L OEE IR
ZEEIZ RIEEZR . Caveolin-1 I ZAMREIZ RTE
ZiROT=, —J7, CD82 ALK TILHfa s M
JAE SR EZ R T, 2L WB OfE LRIk
DOFERT, ZDOZ LT CD82 ZELZLY DPP9 &
Caveolin-1 [T E ~BITTHIENRIBIN
77




VL b, ABFFREBIEETOREZFEDDE,
CDS82 I% DPP4 %81 /rLC

O DPPY @ & Bl & #) #ill L | E-cadherin .
B-cateninn 72 E DI BLIARIHE LML M55 4 7T
HEEDzL,
@&E5H|Z, caveolin-1 & DPP9 %o /3l
R4 B 55 832 2 & I o8 A4 e 30 28 2 0 )
THIL,

IZE> TR ORI ZHIEL TWDHIEN R
BNz,

5. TR FEim L
(WFFEiFRE | e K OB 25 1
AR

CdeRSHR ) (GF 3 1)

D Sugiura T. Inoue, Y. Matsuki, R. Ishii, K.
Takahashi, M. Abe, M. Shirasuna, K.

VEGF-C and VEGF-D expression is correlated

with lymphatic vessel density and lymph node

metastasis in oral squamous cell carcinoma:

Implications for use as a prognostic marker.

Int J Oncol, 34,673-80,2009

HHHY

@ Abe M, Sugiura T, Takahashi M, Ishii K,
Shimoda M, Shirasuna K

A novel function of CD82/KAI-1 on

E-cadherin-mediated homophilic cellular

adhesion of Cancer cells.

Cancer Lett, 266, 163-70, 2008

HHLDHY

(® Takahashi M, Sugiura T , Abe M, Ishii K,
Shirasuna K

Regulation of c-Met signaling by the tetraspanin

KAI-1/CD82 affects cancer cell migration

Int J Cancer, 1;121(9), 1919-29, 2007

HHHY

(3] GE 12 1)

O FEP . Bf BEE S ERE A
Self, AU Fodh, A R AZTH W
R

R
i

AR 31T HDPP4 AR 7 7V —D

JEHL

20094E10H9H  Z554[R] (1) H A LS REY:

SRR CEITRE L= R ar s —

© Eife ERE, B PEWE PN SR
WL LR Fe, T TEC

Alteration in the expression of dipeptidyl

peptidases in tetraspanin-expressed cancer cells.

2009 4F 10 H 3 H 5 68 B H A - F1liia

SN EY ¥

@ THb A A WL ZHE B, EiE
£ A EKRES, TH A&, /K
FEll, AR FHOL

TTUNIVAA AX ZJr LTz fiia o s N Rz

M ~DHEAE 1Tk 3% CD82/KAIL D 5%

2009 4F4 H 16 H 5 63 [0l A A MR 2%

hitess TOR T A4S

@ PR S5 bkn BEW] SiE SR B
. B ok, HE E X

FEARIZ$51F % DPP4 {517 73 —DFEEBL

2009 44 H 16 H 25 63 [8] A A O ERF2

hitess TOR T (IS

® T.NIWA, T. UEMATSU, M. TAKAHASHI,
T. SUGIURA, K. SHIRASUNA, M.
YAMAOKA and K. FURUSAWA

Cell migration and enzyme expression in

Tetraspanin-expressing cancer cells

55 87 Ml [ER B2 JE 3% (IADR) 2009 4+

4H2H <473

©® Eitf £, bt BEW], PR 52
. B ok, HE E X

Phenotypical change in the tetraspanin

CD82/KAI-1-expressed cancer cells.

FEAMIIZ 31D Tetraspanin CD82/KAI-1 D3

B E 2L

2008 4F- 10 A 30 B 5678 A A FEa i

= AhE

@ FHP S5 bk BEW] SiE SR B2
. B ok, HiE X

FEAMAEIZ 331 B Tetraspanin CD82/KAI-1 DFE

BLPEAEL

20084510 H 20 B 5 53 [l 0 EAMRHA =i

RS R

M. TAKAHASHI, T. UEMATSU, T.

SUGIURA, K. SHIRASUNA'M. YAMAOKA',

K. FURUSAWA'.

Tetraspanin KAI-1 / CD82 affects cancer cell

migration and enzyme expression

2008427 A 3 H 25 86 [RIEER AL 2T JE 7

(IADR)

J1F 4 kv b Metro Toronto Convention

Centre

@7%Es BN, A2 W, EAEERE. AH A

KER, TH Z&, Bb Hot




FEAN RO MBS BT D CD82/KAIL @
REREfRIT

2008 454 H 17 H %5 62 [0 H A DR Fa
s @l

WEME EfE. B e R M 2R 5T
B, SEAR M NP Rl KA D<A
MOFENEBEE H B ZWE]L R G
YRHZIT D A PEEIRIREA % ORE

2007 11 A 17 B E8EIR B IR 1 PEs B
e HGHHIREREEN R — L

OEfE E=f, B e, il W, A 3k
L I G

ThIF A= CD82/KAIl |ZL5 ¢c-Met > 7
JAREED A e M i A | B 52 %
2007 45 10 H 5 B 25 66 [0] H A 22 210
= PRk

QEiE £, B BRI NS M
17, ARy Hokt, i 1EX

JEAIEIZ 51T D tetraspanin KAI1/CD82 DFEHL
LI EZEA

2007 -9 H 29 H %5 52 [Al A RO BESVEF:
e AhREESES

6. WFZEHH R
(HAFEREE
=% EFH (TAKAHASHI MIHO)
FAAS B IR 72 - g 7350 - Bl 24
W78 7 5100444795
Q)FgEHE
Q) HE M TEE




