Solution-Phase Synthesis of Rolloamide B and Phakellistatin 15
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Cyclic peptides are frequently encountered class of natural products that often exhibit a wide variety of
biological functions and have diverse pharmacological activities. An important class of marine cyclopeptides is
represented by proline-rich compounds, usually containing seven or eight amino acid residues. The total chemical
synthesis of such peptides is of great importance. Recently, we have reported an improved methodology based on
the 1,2-bifunctionality requirement for ligation. This was accomplished via traceless chemical ligation at Ser-site
without using the requirement of cysteine or an auxiliary group. Herein, we report on the total synthesis of cyclic
proline —rich cysteine-free heptapeptides, rolloamide B, isolated from the Dominician marine sponge Eurypon

laughlini, and phakellistatin 15, isolated from the South China Sea sponge Phakellia fusca.
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