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Many proteins recognize and bind to the surface of other proteins by the dominant
contribution of a few amino acid side chains, called hot spots existing over a nanometer range.
Therefore, rigid molecules that can present these hot spots over a nanometer range are useful
as scaffolds in protein ligand design. N-Substituted peptides are promising as such molecular
scaffolds because the possible conformations are limited by steric repulsion and functional
groups can be introduced at various positions. However, it is not fully understood how the
stable conformations of the main chain of N-substituted peptides are affected by the structure
of the substituents, and thus the guiding principles for designing protein ligands using
N-substituted peptides as scaffolds have not been established. In this presentation, we report
conformational analysis of N-substituted peptides toward establishing the guiding principles
for the design of protein ligands using N-substituted peptides as scaffolds. Besides, we report
ligands of MDM2, one of the important targets for cancer therapy, which was designed based
on the results of the conformational analysis.
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