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Study on cyclic peptides with amphotericin B potentiating activity
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Synthesis of nectriatide with AmB potentiating activity has been attained.
In order to elucidate the structure-activity relationship (SAR), derivatives replaced with different
amino acids were synthesized by using the same synthetic strategy. The SAR indicates that N-methyl
group, amino acid side chains, stereochemistry, and cyclic structures have small effects of on AmB
potentiating activity. Furthermore, linear derivatives protected at N-terminal amino, C-terminal,
and phenolic hydroxy group were more potent than nectriatide. On the basis of the SAR result, linear
derivatives having a biotin moiety were designed and synthesized to elucidate the molecular target.
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