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Development of covalent inhibitors for BTK(C481S mutant) using NASA-type warhead
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Bruton’s tyrosine kinase (BTK) is a cytosolic tyrosine kinase in B cell. As a remedy of B-cell
tumor, Ibrutinib, a covalent inhibitor for BTK, has been developed and clinically used.
However, it was recently reported that Cys481 of BTK can mutate to Ser and acquire resistance
against Ibrutinib. In this study, we sought to develop covalent inhibitors effective for
BTK(C481S) mutant using N-acyl-N-alkyl sulfonamide (NASA) warhead that can react with
Lys and Tyr. We synthesized several NASA-type covalent inhibitors based on Ibrutinib with
the different linker, and found that optimal compounds can react with BTK(C481S) in live cells.
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