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Establishment of native chemical ligation (NCL) featuring chemoselective
reaction between thioester and N-terminal cysteine units in peptide fragments has greatly advanced
protein chemistry. This powerful NCL protocol requires the peptide thioester as an indispensable
synthetic intermediate. Much effort has been devoted to the development of methodologies for
preparation of such thioesters including protein thioesters. In this context, being inspired by the
intein-mediated protein-editing as a naturally occurring thioester-forming system, we have developed

protocols for preparing peptide/protein thioesters. Furthermore, generation of thioesters from
naturally occurring protein sequences has been highly desired. In this context, we have developed
three types of protocols applicable to naturally occurring peptide sequence including SQAT,
S-cyanylation-mediated and CPase Y-mediated protocols.
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