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Development of reverse-protein splicing method using proteases
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Protein splicing is found in nature, although its reverse reaction has not
yet been developed. In this project, we tried to develop reverse-protein splicing (RPS) reaction
using a protease as catalyst. When using lysyl endopeptidase (LEP) as the catalyst, RPS reaction
proceeded in ethylene glycol aqueous solution, but the yield of desired product was low. The peptide

with non-proteinogenic amino acid was also acted as an insert in this reaction. This is the first
case for one-pot chemical RPS reaction, and it might be useful for the regioselective chemical
modification of polypeptides.
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