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Development of a cell membrane permeable protein that inhibits oncogene RAS
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RAS is the most popular cancer gene that is mutated to the active form in
about 30% of cancers, and the development of Ras inhibitors has been underway around the world for
about 40 years. The G12C mutant inhibitor sotorasib was approved in 2021, but no treatment for Ras
mutants other than G12C has yet been approved. The principal investigator has been working on
developing Ras inhibitors using artificial proteins since 2018, and in 2020 developed a new Ras
inhibitor that can inhibit the non-G12C mutant Ras. In this study, we synthesized derivatives based
on this inhibitor and evaluated their activity. As a result, we developed a novel Ras inhibitor X
that exhibits strong antitumor effects in cultured cell models and tumor-bearing mouse models.
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