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Structure and Bioactivity of Hedoamide, a New Linear Peptides from Marine Cyanobacteria
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We isolated a new linear peptide hedoamide (1) from unidentified marine cyanobacteria
collected at Hedo cape, Okinawa. Hedoamide (1) was an extremely N-methylated tridecapeptide
composed entirely of aliphatic amino acids including N-Me-Val and N-Me-Ala. It was difficult to
determine the planar structure of 1 because of excessive signal overlap on 2D NMR analysis.
Therefore, the planar structure of 1 was determined by acid hydrolysis under mild conditions, the
following structural analysis of each of the resulting fragments, and combined with MS/MS
analysis of the natural product. The absolute configurations were determined by further
hydrolyzing the fragments and comparing the retention times of the standard samples and
hydrolysates using chiral-phase HPLC. Hedoamide (1) showed potent growth inhibitory activity
against Plasmodium falciparum (ICso 0.12 uM) and Trypanosoma brucei rhodesiense (ICsp 0.12
MM), while that against normal human fibroblasts W1-38 cells (ICs 3.3 pM) was weak, this means
about 30-fold selective toxicity.
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Hedoamide (1)
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