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(+)-Majusculone

(+)-Majusculone

« Chamigrane sesquiterpene isolated from an extract of
the red alga Laurencia cartilaginea

 Demonstrates moderate in vitro anthelmintic activity
(<100 pM)

 Bromochamigrane analogs have exhibited selective and
potent cytotoxicity in the NCI 60 cell antitumor screen,
particularly the colon cancer subpanel

 No enantioselective synthesis of a chamigrane has been
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Canonne Synthesis
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Yamada Synthesis
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Yamada Synthesis (contd.)
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Chen Synthesis
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Retrosynthetic Analysis
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Synthesis of (+)-Majusculone
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Completion of (+)-Majusculone
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Key Points

* First enantioselective synthesis of a chamigrane sesquiterpene
» Synthetic linchpin lies in an intramolecular alkylidene C-H insertion

» Spirocyclization with retention of absolute configuration makes this a
valuable tool for natural product synthesis
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