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Development of novel tumor specific molecule-based dual combination therapy:
radioimmunotherapy and photoimmunotherapy in pancreatic tumor model
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Pancreatic cancer is one of the most incurable malignancy. A possible
solution might come from the appropriate combinatory application of the new treatment modalities:
targeted photoimmunotherapy (PIT), radioimmunotherapy (RIT), and chemotherapy. The purpose of study
is to develop the novel antibody-based dual-modality therapy in pancreatic tumor model. We targeted
the molecules that show high expression in pancreatic cancer. We performed tumor-specific antigen
(integrin a 6B 4)-targeted RIT combined with BEZ235 (PI3K/mTOR inhibitor) administration and proved
that combination therapy has higher therapeutic effect than RIT alone. Unfortunately, we couldn™t
develop a new dual-labeled antibody (Anti-a 63 4) with both a radioisotope and a fluorescent moiety.

Then, we investigated the other alternative targeted molecules and antibodies for PIT and showed
that Anti-tissue factor antibody and Human epidermal growth factor receptor 2 antibody are
potentially useful for effective PIT.
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1. adfq RIT BEZ235 Tumor volume ratio of
Control (Green),*Y-1TGA6B4 (Red), BEZ235 (Blue), *Y-1TGA6B4 + BEZ235 (Orange), P < 0.05
(90Y-1TGAGB4 + BEZ235 vs 90Y-1TGA6B4), °P < 0.05 (90Y-1TGA6B4 + BEZ235 vs BEZ235), °P
< 0.05 (90Y-1TGA6B4 + BEZ235 vs Control, 90Y-1TGA6B4 vs Control)
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C Tumor volume ratio of Control (Light blue), Anti-TF 1849 (Blue), 1849-1CG
(Green), NIR (Pink), NIR-PIT (Red), P < 0.05 (NIR-PIT vs Other groups)
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