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Conventional peptide synthesis requires a deprotection step after each
amidation step, which decreases synthetic efficiency. Therefore, peptide synthesis using unprotected
amino acids is considered an ideal approach. We developed peptide chain elongation using
unprotected amino acids via mixed carbonic anhydride. Micro-flow technology enabled rapid mixing of
an organic layer containing a protected amino acid or dipeptide and an aqueous layer containing an
unprotected amino acid or dipeptide to accelerate the desired amidation, and this approach

successfully suppressed undesired racemization/epimerization. Various peptides were obtained in good
to high yields.
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