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Synthesis and Medicinal Chemical Development of Mid-Sized Peptide Conjugate
Based on the Chemistry of Solid-Phase Disulfide Ligation
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Focusing on the synthesis of conjugates, i.e., combined molecules with
different functions, which are one of the common platforms for next-generation mid-sized peptide
drugs, we conducted a verification of the usefulness of the solid-phase disulfide ligation
(solid-phase DSL) method. The solid-phase DSL is originally developed by our group as a novel
construction method for such cross-linked molecules. In other words, this study aimed to develop
disulfide-directed peptide synthetic chemistry based on solid-phase DSL, to create novel “functional

molecules” including medium-sized peptide conjugates, and to develop their drug discovery.
Specifically, The project performed to develop synthetic methods for new disulfide peptides and
multiple disulfide artificial proteins by solid-phase DSL. The project also focused on drug
discovery research based on the development of functional conjugates such as peptide-drug conjugates
(PDCs) and antibody-peptide-drug crosslinkers (APDCS).
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