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In vivo comprehensive %enome editing analysis to elucidate the mechanisms of
cancer refractoriness for development of novel therapies
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Using in vivo comprehensive genome editing analysis of pancreatic cancer
lines derived from C57BL/6 mice, we found that a group of genes related to the antigen presentation
mechanism and extracellular matrix (ECM) contributed to the acquisition of metastatic potential in
the same strain of mice. We found epigenomic regulation of the antigen-presenting machinery, which
may be a potential therapeutic target. Furthermore, we found that ECM signaling and ECM enzyme
inhibitors activate dendritic cells with T cells, and prolong prognosis with suppression of
metastasis.

We performed in vivo comprehensive genome editing analysis to identify immune-related genes in a
mouse model of MSLN+ pancreatic cancer and generated a new CAR vector with additional immune
activating genes. The analysis of the therapeutic efficacy of New CAR-T cell therapy revealed the
importance of dendritic cell activation, and furthermore, the efficacy was enhanced by the
combination of immune exhaustion inhibitors.
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