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RAS small GTPases stimulate cell proliferation and promote
survival. Mutations arise in RAS can occur in more than 30%
of all cancers. Although once considered “undruggable”,
small molecules targeting this protein have been developed
and approved for clinical cancer therapy. An alternative
approach that also shows promise for targeting RAS is the
development of RAS degraders, including PROTACs, linker-
based degraders, and direct proteolysis degraders. We have
developed a RAS degrader that directly cleaves RAS within
its Switch | region resulting in targeted protein degradation.
This degrader has been successfully delivered to cells as an
engineered biologic and via an mRNA-nanoparticle delivery
strategy. The biologic degrader reduces RAS levels in cells
and reduced breast, pancreatic, and colon cancer when
introduced i.p. into mice. The mRNA-delivery strategy re-
duced pancreatic tumors when directly injected to tumors.
Our work establishes that a highly specific degrader tar-
geting RAS can be successful delivered to cells by multiple
strategies and can be safely used even when delivered to all
cells.
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