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Abstract: Activity-based protein (proteomic) profiling (ABPP) has emerged as a key component of the broad
field of chemical techniques capable of directly analyzing enzyme activity in living systems. With the deepening of
research on electrophilic warheads and nucleophilic amino acids, and the continuous proposal and improvement of
effective development strategies, the application of amino acid-targeting active probes in various biological
systems has facilitated the identification, development of new targets in various disease contexts and discovery of
inhibitors. The purpose of this review is to summarize the latest progress in the design and application of active
probes targeting specific amino acids, in order to provide support for the further development of amino acid-

targeted covalent inhibitordrugs.
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Figure 1 Probe targeting cysteine
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Figure 2 Cysteine hotspot in reticulon 4 that impairs endoplasmic reticulum (ER) morphology and cancer pathogenicity
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Figure 3 Probes targeting lysine
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Figure 6 Probe targeting aspartic acid and glutamic acide
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