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N-terminal modification of peptides by selective formation of azomethine ylides
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Peptide modification is an important method for drug conjugation,
bioimaging, and material development. However, site selective modification of peptides is still
challenging owing to the existence of several reaction sites and interactions. Recently, N-terminal
modification of peptides has attracted increasing attention as a site selective modification,
because there is only one N-terminal residue in a peptide. In addition, N-terminal positions are
accessible for chemical modification, and disruption of peptide conformation is minimal. Despite
their utility, the present N-terminal modification causes some problems, such as equilibrium
dissociation.

In this study, we developed an N-terminal modification of peptides by applyin% metal-catalyzed 1,
3-dipolar cycloaddition, leading to a strong C-C bond. The reaction proceeded efficiently to achieve
excellent diastereoselectivity to afford the corresponding pyrrolidine derivatives.
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