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Development of chimeric peptide ligands using a macrocyclic scaffold found in
natural products

GOTO, YukKi
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Medium-sized macrocyclic peptides with nonproteinogenic building blocks have
been revisited as a promising therapeutic modality. We previously established an in vitro selection
method for artificial cyclic peptide ligands and have succeeded in developing a wide variety of

artificial peptide agents. However, there are still many issues to be solved for the practical use
of artificial cyclic peptides as drugs, such as pharmacokinetics, stability against peptidases, and
permeability through cell membranes. In this study, we conceived the idea of combining artificial
cyclic peptide sequences obtained by the in vitro selection technology with the ring-closing
skeleton found in thiopeptides, a family of naturally occurring bioactive peptides. Based on this

strategy, we have developed chimeric cyclic peptides that are expected to have better physical
properties as pharmaceuticals.
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