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Fig.1. Irreversible covalent EGFR inhibitors.
Each electrophilic warhead is highlighted in a box.
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Fig.2. Structure of NS-062.
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Fig.3. Time-dependence of ICs, values for tirabrutinib (blue),
ibrutinib (red), acalabrutinib (green), and spebrutinib (purple).
Inset graph: magnified view of ICs, values for ibrutinib (red).
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Scheme 1. Reaction scheme for irreversible inhibition.

E reflects the target enzyme, | is the inhibitor, E-| is the reversibly
bound protein inhibitor complex, and E-I* reflects the formation
of a covalent bond between the target enzyme and inhibitor.
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