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The goal of this study is to obtain proof-of-concept (POC) by
developing ASOs targeting intron retention (IR) associated
variants (IRAVs)in TP53 to correct the IR and restore pb3 protein
expression, thereby achieving anti-tumor effects. In this study,
we established cell lines expressing an endogenous TPb3 gene
mutation that induces IR. To correct IR caused by a TP53-1IRAV, a
strategy of blocking the intronic splicing silencer (ISS) with
nucleic acid drugs (ASOs) was adopted. Thirteen ASOs were

designed for candidate ISS sequences, and the effectiveness of




each ASO in correcting IR was evaluated. As a result, successful
design of target sequences and ASOs effective in correcting IR
induced by TP53-IRAV was achieved. In the future, it is expected
that by creating tailored medicine combining ASO therapy alone
or 1in combination with current therapies, improvements in

treatment outcomes can be achieved for various cancer types.
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