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Design, Sﬁnthesis and Functional Analysis of lon-Channel-Forming Molecules Based
on Polytheonamide Structure
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Polytheonamide B is an ion-channel-forming 48-mer natural peptide that
displays extraordinarily potent cytotoxicity. This study focuses on establishment of highly
efficient solid-phase synthetic strategy for detailed functional and biological investigations of
polytheonamide B and its analogues. Novel strategy of protective groups for component amino acids
enabled full solid-phase total synthesis of polytheonamide B and its analogues. The newly
established synthetic strategy significantly reduced the number of solution-phase synthetic steps
and HPLC purification steps, leading to the efficient and facile synthesis of the total structure of

polytheonamide B.
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solid-phase peptide synthesis

(i) N-Fmoc-amino acid, HATU
HOAL, i-Pr,NEt, NMP, 60 °C (MW)

(i) 20% piperidine/NMP, 60 °C (MW)
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