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Novel Immunotherapies Targeting Cisplatin Resistance Molecular Mechanisms.
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We developed a recombinant single-chain variable fragment (scFv) antibody
targeting the HLA-A2/Claspin peptide complex, whose presentation is enhanced in cisplatin-resistant
cells. Next, using this scFv, we designed a bispecific T-cell engager antibody (BIiTE Ab) that
recognizes both the HLA-A2/Claspin peptide complex and CD3 molecules. Additionally, aiming for
optimal formulation in terms of therapeutic efficacy and safety, we constructed a bivalent antibody
(scFv-hlgGl Fc) where the human 1gGl Fc region was fused to the scFv, and chimeric antigen receptor
(CAR) T cells where the CD3{ activation domain and CD28 transmembrane domain were fused. We
evaluated their functionalities and confirmed their interaction with HLA-A2/Claspin
peptide-expressing cells. Furthermore, we confirmed that the BiTE antibody could induce strong
cytotoxic activity against its target cells, cisplatin-resistant bladder cancer, using WST-8 and LDH

activity measurements.
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