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Cancer K-Ras (KRAS) G12C In vitro and cell culture studies identified a 
covalent inhibitor of mutant KRAS G12C that 
could help treat cancer. About 10%–20% of all 
Ras-driven cancers and about 50% of Ras-driven 
lung adenocarcinomas carry the KRAS G12C 
mutation. In silico analyses informed the design 
of a covalent and selective KRAS G12C inhibitor 
that stabilized the inactive state of the enzyme. 
In cultured cells, the compound decreased 
KRAS G12C activity, activation of downstream 
signaling pathways and KRAS G12C–driven cell 
proliferation compared with a control compound. 
Next steps include improving the cellular activity 
of the compound with prodrug and bioisosteric 
replacement strategies.
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