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Synthetic Studies on Amphidinolide N: Synthesis of the Northern Hemisphere (Department of
Applied Chemistry, Faculty of Science and Engineering, Chuo University) OHiroaki Imamura,
Takumi Imamura, Hayato Unokuchi, Haruhiko Fuwa

Amphidinolide N is a 26-membered macrolide isolated from the marine dinoflagellate
Amphidinium sp. strain Y-5 collected in Okinawa by Kobayashi et al. and shows very potent
cell growth inhibitory activity against human epidermoid carcinoma KB cells and human
cervical carcinoma HeLa cells. In this presentation, we will report on the synthesis of the
northern hemisphere of this natural product. Carboxylic acid 3 and alcohol 4 were condensed
under Yamaguchi conditions to give ester 5. Methylenation with Tebbe reagent followed by
ring-closing metathesis using G-II catalyst gave enol ether 7. A four-step sequence of
dihydroxylation, methyl acetalization, acetonide protection and oxidation converted 7 to ketone
8. Stereoselective reduction of 8 using DIBALH and silyl protection gave TBS ether 10.
Keywords : Marine macrolide, Ireland—Claisen rearrangement, Ring-closing metathesis
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