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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.

Benzoate 1 was converted to o,-unsaturated ketone 2 under the influence of Nolan’s
IPrAuCl/AgSbF;s catalyst system. RCM of 2 was efficiently achieved by the action of G-II to
furnish macrocycle 3. Treatment of 3 with aqueous HF/CH3CN triggered desilylation and
spontaneous transannular oxa-Michael addition to furnish tetrahydropyran 4.
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