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The morbidity of gastric cancer is still high in Japan, and it is know that Helicobacter
pylori infection is involved in the development of gastric cancer. However, the incidence
of gastric cancer in Helicobacter pylori infected people is a couple of %. We focused
on tight junction proteins as the factor related to the development of gastric cancer
and the malignancy. Down-regulation of claudin—-3 was associated with proliferative
potential of gastric cancer cells. Furthermore, down-regulation of claudin—18 at the
invasive front of gastric cancer was associated with the proliferative and invasive
potential, suggesting that they have pivotal roles in gastric cancer progression.

AT IR ERH
(EHHAL : 1)
[ERESENN Al e 22 s

2010 1, 600, 000 480, 000 2, 080, 000
201 14 900, 000 270, 000 1, 170, 000
201 29 800, 000 240, 000 1, 040, 000

R

I
&t 3, 300, 00 990, 000 4, 290, 000

BFgesyr B« [E 3K
B 058 - fE - WESREEIRE S - ke R
F—U— R EEeEY (i, H, +2HEB)

1. WFEBES IO % HOT77IV—%2KETHX4 MEAEH :
AEICTBWTHBIXKRE L TEWIREEREE 1 —5 4> (CLDN) @12, CLDNI8 28FH I
AL, ErnVEOMETHLNTHDLLOD PR R BL L, FEMER LR AR Bk
e ) EEREENEREEZRET ST T JBE I R IR GRS LA L, B3 A
o<, BEoREiTera ) EEEOESD AT b2 Z2RAML (K1), Bt s tER
b5, THEIOHEBBAEICEET MK WZBIT D XA MEEEBORBLHI#EAEE T
M THDOM?2 ohvbiug, b &b 27T boHrLEZ, HERLE.




- CLDN18 () H¥# FERE D
/V CLDN18 (+)
/ normal MUCSAC (+)
apical

cancer

.

N\

Je Bes

CLDN18 (=) s basolateral

MUCBAC (+) =

CLDN18 (+) CLDN18 (+)
MUC6  (+)

MUCSAC (=) |-

g (W BRI bAE)
CLDN18 (-)
1. BHEEITFHIT 5D CLDNI8 DIFEHL

2. WO HB

XA MEGEAITMRM/O Y 7HERECH I
P OHMERFICEE 2B Z R LTBY, £
DB, ¥z ETeflcx OF R CTRIMI 2
fbzmrd. 7a—T 40, ZA4 MEEOHE
BB IC EE B A T LTRY, D
LB 22T DY T HZA T, ldaski Rl
(CHEHL L, AR B 7o AR PR RERR AR 2 B 5
LTWhEEZBNTWS., &hicrza—F
o ¥ DFBUEAL IS RAESC RS DO G % 5 D 7=
B4 72RREIC B B E LTV A ATREMEA R & 1
TWDD, KIRE DOFERIEI 53T,
AWFZEIL, BERAEICED S8R
LS E, FRCX A MERER 1 7
0—7 ¢ OERE L BBLHIH AR L E L,
HRORELERTHA~OBES 2HREL, £
OFBIRIENIZ X 2 2W L IBRICH 2 a4 2
ZEERHME LT

3. WHEDIE

(1) PELEERIREREIRR (EMR) , PBLEEATREE T
JE& FIBET (ESD), M USMBHATFITIC & 0 Bl
SNT-BIEGHMETOZ A MEEEEEAD
FEHRAT

HIE, &b, T b A x5
L L R 1%L~ Y CTREEL,
RT 7 4 Y EER L HE Yeta 4T o7, |k
R HRE O BEAERE & FEAME 3 2 72 12, Ki67 sk
Yetb 1TV, TNENDIRETIRY T A
YT w7 A (KieT-LI) R L. BRick
B2 A MEAEADRIEZ T 57201
CLDN3, 4, 7, 18 DLt deta 24T o 7. Yeth
ENT-HBEOEESICE->T, 7a—F 40 ®
FHEZAaT LT Lz, o7 0%
PRAHAARS R -CRR IR TR L7 dkRB T, 2
NI LT E I L0 A2 7 25l L7=.
15 R ALAE 2 22 BRI & 15 R AL Ak
55, IR L CRMlE 24T o 7. REIE R
J&E TR LR IC W TIE, K TR
BB 2ZENENDO X A MESEH
DIEHL L Ki6T-LT IZ DWW T b 21T - 72
(2) 7 w7 H 2 K% CLDNIS OFEEERRAT
J w7 AT siRNA DOFEE VT E RER
Rzl CLDNIS O3B 2 Ml L=, / v 7
X7 DOFEFRIY, western blotting & 5\ VT
RT-qPCR IZTAT o7, J v 7 B0 DR
Niz & ZATEOMIOELE L, BEFHEED
Ak, MR B, R0 EE
et L, BEAMIICIIT 5 CLDNIS OHERE A
L7~

4. WFFERR R
1B HRE IR, 5 B RV AR & 5 1 e A
JalZ1ZCLDN1, CLDN3, CLDN4, CLDN7, CLDN18
NEHL, TNZENOREL, BRI b+
BT ENBE BN E o7, CLDN3, CLDN4,
CLDN7TD ¥ A MEEITHIT DB LR AL
D72 F KRB & BTG B R AR A R & B
HEECTAEBICEWI ERHLMNERY, 1
i~ — 1 —T& HKi67THH (Ki67-LI) 1ZCLDN3
B EICWAHRES L, CLDN4, CLDN7 & [ ZAHEA 2 3R
DI oTo. S HIZEFEOREIRZS T & R
TREEMEERICB N T a—F 1 OREH
FRJE % L3 2 &ORsE T = C O CLDN3
ETOIEBUT, FEENIFRAES & i U CRIE T
B = S T E I o 7=, CLDN3 &
CLDNADFEIRIZITA B /R IEDFEE 2RO 7228,
CLDN3 & CLDN7 D3 B A 55 7 AR B ER 6D 72
-7~ (Okugawa T, Oshima T, et al. Dig Dis
Sci. 2012) .

CLDN18 »'H LZffaic 1) 23 8iix, Bt
FALAE D 72 E RS & b TG R L ARG
CEHIEE CHBIEN ERA LN LR,
S HICRHEIE I T CLDNIS D3sEIL, B ik
IBEDRNERE L LR THEIZENZ &2
HONETeoT. B ORI T g iR Je e
TlX, CLDN18 MFEHLA Ki67-L1 & A EITiWitH
BE L, KhE T iR Je o 351 % CLDNIS o
FEBUR TN, 3 ORESCHZIZ) b o T



LAReENREZ b (K2) .

CLDN18
31 &
21 *»
{®
1{e & 4
1 ¢
0 *— ——¢ ,
0 0.2 0.4 0.6 0.8
Ki67-LI

[X| 2. CLDNI8 & Ki67 FEELOFAEY

ZDZ & EFEAT A 72D CLDNIS Z 3881
4% B MIEEEIC CLDN18 siRNA A WLHE L,
CLDNIS BH AKX T S 2 &, Filiain L2
HENGEIZHEMT A ENHLNERD,
CLDN18 OFBUK T 2%, HEDIRECHRE I )
Mo TWDHZ ENRPIDTHLMNER ST

(3) .

3 &Mk b
2 =
| j =
O 1 1
Control  Control  CLDNIS
siRNA siRNA

[X] 3. CLDN18 siRNA OiREREIZ 5 2 D 28

5. ERRERLFE
(WFzefhRE . e M ONEEEAT T2 12
=)

UdEssamsc) (B 5 1)

(D Sekikawa A, Fukui H, Zhang X, Maruo T,
Tsumura T, Okabe Y, Wakasa T, Osaki Y,
Chiba T, Tomita T, Oshima T, Watari
J, Miwa H. REG T« is a biomarker for
predicting response to chemotherapy

with S—1 plus cisplatin in patients with
unresectab le stage IV gastric cancer.
Br J Cancer. ##tf, 2013 Feb

5;108(2) :395-401. doi:

10. 1038/bjc. 2012. 572

@ Okugawa T, Oshima T, Chen X, Hori K,
Tomita T, Fukui H, Watari J, Matsumoto
T, Miwa H. Down-regulation of claudin-3
is associated with proliferative
potential in early gastric cancers. Dig
Dis Sci. ZEFEA, 2012 Jun;57(6) 115627
doi: 10.1007/s10620-012-2043-5.

@ Watari J, Moriichi K, Tanabe H, Kashima
S, Nomura Y, Fujiya M, Tomita T, Oshima
T, Fukui H, Miwa H, Das KM, Kohgo Y.
Biomarkers predicting development of
metachronous gastric cancer after
endoscopic resection: An analysis of
molecular pathology of Helicobacter
pylori eradication. Int J Cancer. &gt
A, 2012 May 15;130(10) :2349-58. doi:
10. 1002/1 jec. 26275.

@ Tomita T, Arai E, Kohno T, Kondo T, Kim
Y, Oshima T, Hori K, Watari J, Matsumoto
T, Miwa H. Outcomes of Treatment of Argon
Plasma Coagulation Therapy in Elderly or
High-risk Patients With Early Gastric
Cancer: A Comparison of Outcomes Among
Experienced and Nonexperienced
Endoscopists. J Clin Gastroenterol. #&
AT, 2011 Jul;45(6) :ebd-9. doi:
10. 1097/MCG. 0b013e3181ef3612

(® Sakurai J, Watari J, Oshima T, Miwa H.
Multiple gastric polypoid lesions with

protein—-losing enteropathy. Intern Med
AHEA, 2011;50(14) :1497-8.
http://www. ncbi. nlm. nih. gov/pubmed/21
757837

(3R] G 6 1)

(@D Fukui H, Zhang X, Sun C, Yamasaki T,
Kondo T, Ikehara H, Tomita T, Oshima
T, Watari J, Fujimori T, Miwa H. Groa
promotes invasion of gastric cancer
cells. Sal719 (Digestive Disease Week
2013. 5. 18. 2013. Orlando, Florida,
USA)

@) Fukui H, Zhang X, Toyoshima F, Tomita
T, Oshima T, Watari J, Imura J, Fujimori

T, Matsumoto T, Miwa H. Involvement of
IL-22 signaling in gastric cancer cell
invasion. Sul840 (Digestive Disease
Week 2012. 5. 22. 2012. San Diego,
California, USA)

@ Okugawa T, Oshima T, Morita T, Sakurai
J, Tanaka J, Tomita T, Fukui H, Watari
J, Matsumoto T, Miwa H. Down-regulation
of submucosal claudin-18 at the invasive



front is associated with proliferative
potential of submucosal gastric
cancer. Sal907 (Digestive Disease Week
2011. 5. 7. 2011. Chicago, Illinois
USA)

@ Oshima T. Tight Junctions: Implications
in Gastrointestinal Diseases. (FBHE:
1#) (The Sino—Japan Symposium about
Digestive Diseases in Tianjin. 3. 6.
2011. Tianjin, China)

® BHHEENEICBIT A7 a—F 1 OB
EHERAREIIARBE 9 5. B s, KE B2
Chen Xin, fRfd1, EELZ, E&j?#%,
HHE, REFK, EHFZ, W, &
BB, AR ZdmyE AL JDDW2010 (—
%%df;<§7~—iﬁp—159) (2010. 10. 13. 7837
« I, )N

® Chen X, Oshima T, Sakurai J, Tanaka J,
Morita T, Tomita T, KimY, Hori K, Watari
J, Matsumoto T, Miwa H. Down-regulation
of claudin—4 and up-regulation of
claudin—18 are associated with
proliferative potential of intramucosal
gastric cancer. S1961 (Digestive
Disease Week 2010. 5. 2. 2010. New
Orleans, Louisiana, USA)

EIE]G+1#>

O ¥ BF, BEECOKER, HIZHRE, e
%, BHFEE, KEBZ, BHIE—, 3
W, mMAREY, _%ﬁk,m% .
[ Hopylori & B & @ & 8 & K ]
H. pylori BREIZ X 2 1 H 3 N RS IR
%@E%@%%@Wﬁ%%@ﬁmﬁﬁwﬁ
b 2% N B} (1884-2895)54 & 3 &
Page302-308(2012. 03) F} i imtt.

6. WFZEiE

(D MFgEREE

K 2 (OSHIMA TADAYUKI)
EERIRS: « B - Gl
WF7e& %5 - 00381814

(2) WFge sy

% BB (WATARI JIRO)

FLRERIRT: - R - B

g% 5 : 10311531

= PEA (MIWA HIROT)
FLRERIRT: - R - B

Eﬁjbéfa§f7. 80190833




