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Aplyronine A is a 24-membered macrolide and is expected as a lead compound for new types
of anti-cancer drugs due to its unique mechanism of action. Although our laboratory has
conducted structure-activity relationship studies using simplified hybrid analogs, the structure-
activity relationship at C13-C21 of the macrolactone moiety is still unclear. In this study, we
aimed to establish a new synthetic route for structure-activity relationship studies in this region
using hybrid analog 1. Hybrid analog 1 would be synthesized from macrolactone 2 by
functional group transformations, and macrolactone 2 would be constructed by the sequential
connection of three segments 3, 4, and 5 by cross metathesis, Yamaguchi esterification, and
intramolecular NHK coupling (Scheme 1). In this presentation, the details of synthetic studies
will be presented.
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Scheme 1. synthetic plan
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