2022 2023

Development of a rational synthetic lethal treatment to eliminate
paralog-deficient cancer

Ogiwara, Hideaki

5,000,000

mRNA

Synthesic lethality is a phenomenon in which cell death occurs when both
genes in a cell are dysfunctional. This phenomenon often occurs between similar genes (paralogs). In
cells without one paralog, suppression of the partner®s paralog results in synthetic lethality. At
this time, a genetic complementary mechanism by which partner mRNA increases at the transcriptional

level was known in lower organisms such as mice. In this study, we examined the genetic
complementarity mechanism in a human cell model in a paralog knockout cell line. As a result, the
phenomenon of complementary paralogs in the partner even if one paralog is missing is thought to be
related to quantitative regulation of proteins, rather than transcriptional regulation by genetic
complementary mechanisms.
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