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Introduction Co-Crystal Structure of 1 Reveals Key Interactions MRTX1257 is an Irreversible Covalent Inhibitor of
KRAS G12C

» KRAS is the most frequently mutated driver oncogene in human cancer?

MRTX1257 Demonstrated Robust Target Engagement
in vivo
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MRTX1257 Selectively Modifies KRAS G12C in H358 Cells
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* MRTX1257 inhibited KRAS dependent ERK phosphorylation in the H358 cell
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« This compound has high hepatocyte clearance with medium permeability and * The 8-methyl group fills the lipophilic pocket between the naphthyl and

efflux
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