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Development of highly target selective covalent inhibitors
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Irreversible inhibition of protein function by forming a covalent bond can
provide therapeutic benefits compared to reversible inhibition, including enhanced and sustained
pharmacological potency and protein isoform selectivity. In this research, we employed o
-chlorofluoroacetamide (CFA) group as a weakly reactive, cysteine-directed warhead in the design of
highly target selective covalent inhibitors. Based on the molecular architecture of osimertinib, an
FDA-approved irreversible EGFR inhibitor, various CFA-appended derivatives were synthesized. From
SAR studies using cell antiproliferative assay, we identified a CFA-based novel covalent inhibitor
which exhibits potent inhibitory activity against gefitinib-resistant H1975 cell lines. In vivo
efficacy of the compound was also evaluated using a mouse xenograft model.
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NOVEL COMPOUND USEFUL FOR BOTH EGFR INHIBITION AND TUMOR THERAPY
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