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In recent years there has been an explosion of interest in biologically active natural products of
marine origin. Due to their structural novelty and toxicity, polycyclic ethers are particularly
attractive targets for synthetic chemists. Brevenal was isolated from Karenia brevis in 2004, as a
new family of marine polycyclic ether.  This compound inhibits the binding of tritiated
dihydrobrevetoxin B to voltage-sensitive sodium channels in a concentration dependent manner
without showing toxicity. The novel biological activities and the unique structural features have
attracted attention of synthetic chemists. In this study, the convergent total synthesis of brevenal was
investigated. The pentacyclic ether core was constructed by the intramolecular allylation of
a-acetoxy ether and subsequent ring-closing metathesis. Both of the diene side chains were
introduced by Wittig olefination and Horner-Wadsworth-Emmons reaction, respectively, in highly

stereoselective manner.




