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Synthesis and structure—activity relationship of enigmazole A analogues (Department of
Applied Chemistry, Faculty of Science and Engineering, Chuo University) OKyoya Ohyama,
Atsushi Yoshimura, Tomo Mori, Keita Sakamoto, Haruhiko Fuwa

Enigmazole A is a structurally complex marine macrolide that was isolated from a Papua
New Guinean marine sponge Cinachyrella enigmatica.' This natural product shows significant
cytotoxic activity against the NCI-60 panel of human cancer cell lines, with an average Glso
value of 1.7 pM. However, detailed investigations into the structure—activity relationship of
this natural product have not been disclosed. In this presentation, we report on our synthetic
studies on 15-epi-enigmazole A and its derivatives.

Macrolactone 2 was synthesized from benzoate 1 by means of our second-generation synthetic
strategy. After a four-step sequence of manipulations, ketone 3 was reduced with NaBHj4 to deliver
alcohol 4 as a single stereoisomer. Additional six-step sequence provided 15-epi-enigmazole A.
Keywords : Macrolide; Marine natural products, Total synthesis ; Tetrahydropyran, Structure-
activity relationship
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