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Development of novel cancer treatment to overcome acquired resistance mechanisms
in synthetic lethal therapy targeting DNA repair

Sunada, Shigeaki
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In order to develop treatments to overcome the diverse mechanisms of
acquired resistance found in cancer chemotherapy, we have explored the combination methods of
compounds that exhibit synergistic anti-tumor effects. Our screening analysis based on cell
proliferation and DNA damage formation identified Tioxolone (TI0) as a combination candidate for
PARP inhibitors and Medroxyprogesterone Acetate (MPA) as a combination candidate for etoposide,
respectively. Both combination methods caused synergistic anti-tumor effects through a pathway
independent of DNA double-strand break (DSB) repair, and are expected to lead to the development of
novel combination therapies that differ from conventional methods.
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