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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 CDH3-4655-663 (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.

                                                                     

