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The chemical synthesis of glycoproteins generally utilizes sequential ligation of peptides and
glycopeptides. However, this method involves potential problems such as the time-consuming
synthesis of glycopeptides and/or the limitation of ligation sites. Herein, we carried out the
synthesis of the chemokine glycoprotein MCP-1 by a convergent semisynthesis exploiting the
consensus sequence of N-linked glycans. In this synthesis, we designed and utilized four
building blocks: N-terminal peptide thioacid, Asn-(sialyloligosaccharide)-thioacid, B-
mercapto-Phe derivative, and C-terminal recombinant peptide prepared by E. coli expression.
These compounds were coupled by diacyl disulfide coupling, Ser/Thr ligation?, and thioacid
capture ligation®, and these protocols afforded a full-length glycopeptide of MCP-1. Finally,
MCP-1 was successfully synthesized by desulfurization, global deprotection, and folding.
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