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Synthetic study of sealgamide, a new linear lipopeptide isolated from marine cyanobacterium
in Okinawa

(‘Faculty of Science and Technology, Keio University) OAsano Tsuchiya,' Kazuki Wakai,'
Naoaki Kurisawa,' Kiyotake Suenaga'

Sealgamide (1) is a new linear lipopeptide isolated from the marine cyanobacterium Okeania
sp. collected at Kume-jima, Okinawa. It comprises ten amino acids and a polyketide moiety,
including six N-methylated amino acid derivatives. It exhibits potent inhibitory activity against
T. b. rhodesiense at ICsp 0.55 uM, but not against HeLa cells, a human cervical cancer cell line,
indicating selective antitrypanosomal activity.

To confirm the structure and further investigate the structure-activity relationships, we have
decided to undertake the synthetic study of sealgamide from its C-terminal. First, we
synthesized N-methylated amino acids. Since the diketopiperazine 2 formed during the C2 to
C3 condensation step, the C-terminal N, O-dimethyltyrosine was converted to protected alcohol
derivative 3. Then, subsequent sequential condensation has been carried out to synthesize
sealgamide.
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