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Development of novel therapy for prostate cancer focusing on DNA damage response

Ishizuya, Yu
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We identified candidate genes involved in PARP inhibitor sensitivity in
prostate cancer cells, and showed that functional repression of genes involved in base excision
repair and DNA replication, as well as those involved in homologous recombination repair, which is
known to be synthetically lethal to PARP, enhanced sensitivity to PARP inhibitors. DNA replication.
Functional suppression of the identified genes significantly enhanced PARP inhibitor-induced DNA
damage in prostate cancer cells, leading to apoptosis. In addition, dysfunction of TP53, which is
mutated at a certain frequency in prostate cancer tissues, rendered prostate cancer cells resistant
to PARP inhibitors, and the relationship between TP53 dysfunction and the effects of PARP inhibitors

is being investigated using clinical samples.
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