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[ BM | KIBEZET S F I E4E T adenomatous  polyposis  coli (APC) B F D FEML
PB-ATZVEEF (CTNNBL) DEEDF-H. MRERNOERIZS-ATZUMNERLTLS
CENBESINTLNS, BRIZEIE LT B -1 T =>IF T-cell factor / lymphoid enhancer factor
(TcfiLef) L EERZHBR L. TREGFOEELZHHT S LICI>THREICEETSHI L
NRENTWD, COB-ATZ=-TeflLef BERDTREGFERE LERERITZTS &
I2&>T. KIGEOKEAND=XLOMEHR, SLWRE~NDLCHZEEIZLEZBHNE LT,

[ B ] MREZERPDORXFIOHA VY VDREICE>TEREL- DT VORBEERE
TEDRETVADBRHEFMID Lcell THIL. BT+ I77 LY ILTARTLAEER
W, EBHEL- AT UOREBENEEICHVREROELET SEEFOREZT 1=,

[BR I HETAIT7LUIVYILTARTUAEICKY, BFHRHERB-DTZUOFKHEOEMIZ
FLWHBROBLT S0 —> D15 ZRELE, COEEBFIXC-CTEAAVIZET S
monocyte chemotactic  protein-3 (MCP-3) T& 2= MCP-3 [XEMER B -h T = DFKIROEM
ICHEOEBRNED L, FBISEERB-ATVOMBRERENRLT 5 EHEANEMTHI L
ZRT-PCRICTHEREL, -, BERAPCEGFEMAALTT/IA4ILREFE L
D KIGEMIEHE SW480 TSI HE D L. MCP-3 DRBIEL-H T2 DEAIHEAER L T
L 7t=, reporter-gene assay Tl&k MCP-3 D 7OE—4 —EMEMNB-H T DBRRNEREIZH -
TET L. TcfiLef DIESELLTH S ATCAAAG # L THIME S TLU = electrophoresis
mobility shift assay (EMSA) TI& B -h T = -TcflLef EE AN ERE MCP-3 D JOE—4 —fElH
IS L. BEZHIEL TS Z MM oz, E5IT MCP-3 M cDNA % HT-29 [CEAT %
. RKIBERD DL —hH—T3H S alkarine phosphatase (ALP) activity & carchinoembryonic
antigen (CEA) MIEMZERH 1=,

[ £, ]| B-HhT=>-TcflLet 4 L= MCP-3 MHIFHH D A W= X LITFHETH SN, BEI
., BESE. FRECOEERLUNDE=ZDHFHIAEE L TWAEEENEZ OIS,

[ ] B- AT 0HMBRAEBIIL VT ILEERZN LT MCP3DEAT IKBOSE
5T %, CHICE>TABLEOBLICEELTLETRNELHS.
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ZFLLY,

3. BEBOFEAFIZ/MRICEEDTLLESY, FHTLIEETMEDMEATIC full spelling ZF:EA
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fEZE7=(% Duchenne B X AT 4 —fE(DMD), =1 L. EREWFE—BICIE<RDOOLNT
WBBREEIXCDRY TEHY FRA. (FLEZEDNA, ATPHE) K, RAEIE LTI FLE
LET,
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(A sample of an abstract written in English)

Abstract of the Thesis

Background and Purpose: In order to establish cancer immunotherapy, it is important to identify the
tumor-associated antigens (TAAS) that are strongly expressed in the tumor cells but not in the normal cells.
In this study, to establish an effective anticancer immunotherapy, we tried to identify the ideal TAA of

pancreatic cancer.

Methods: Based on a previous genome-wide cDNA microarray analysis of pancreatic cancer, we focused on
Cadherin 3 (CDH3)/P-cadherin as a novel candidate TAA for anticancer immunotherapy. To identify the
HLA-A2 (A*0201)-restricted CTL epitopes of CDH3, we used HLA-A2.1 (HHD) transgenic mice (Tgm).
Furthermore, we examined the cytotoxicity against the tumor cells in vitro and in vivo of CTLs specific to
CDH3 induced from HLA-A2-positive healthy donors and cancer patients.

Results: CDH3 was overexpressed in the majority of pancreatic cancer and various other malignancies,
including gastric and colorectal cancers, but not in their non-cancerous counterparts, or in many normal adult
tissues. In the experiment using HLA-A2.1 Tgm, we found that the CDH3-4¢ss5.663 (FILPVLGAV) and
CDH3-7757.765 (FIIENLKAA) peptides could induce HLA-A2-restricted CTLs in Tgm. In addition,
peptides-reactive CTLs were successfully induced from PBMCs by in vitro stimulation with these two
peptides in HLA-A2 positive healthy donors and cancer patients, and these CTLs exhibited cytotoxicity
specific to cancer cells expressing both CDH3 and HLA-A2. Furthermore, the adoptive transfer of the
CDH3-specific CTLs could inhibit the tumor growth of human cancer cells engrafted into NOD/SCID mice.

Conclusions: The CDH3 is a novel TAA useful for broad-spectrum cancer immunotherapy for pancreatic,

gastric and colorectal cancers.
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IZEBELE=B-AT=2I% T-cell factor / lymphoid enhancer factor (Tcf/Lef) E#EE&EZEREHKL. Tk
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protein-3 (MCP-3) T o71=, MCP-3 (XFHRE B-HT o DHEBOEMICHENWRIENARED L, BZFER B -
AT UDMBEREENEL T ERER/NEMT S EEZRT-PCRICTHRRALE, £-. BERAPCE
GEFEHHALETT/) I94ILAEE FOXIGEMERK SWA80 IR X3 L&, MCP-3 DHERXB-hT=>
DB IZHEHERE L TEM L=, reporter—gene assay TIEAMP-3 D TOE—4—FEMENB-ATZOORAE
FEICHE->TIET L., Tof/Lef MFEAEBITH D ATCAAG Z 4 L THIEI S TUV= electrophoresis mobility
shift assay (EMSA) TlXB-AT=>-Tcf/Lef EEAMNERE MCP-3 D 70 E—4 —fEEICHEES L. EEFF
HMLTWASZ ENDMNDT=, E5IZ MCP-3 @ cDNA % HT-29 ICEAT H¢E. KIGEEREDHEY—h—THDB
alkarine phosphatase (ALP) activity & carchinoembryonic antigen (CEA) MiEmm%EE&HT-,
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