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Tubingensin B is a hexacyclic indole diterpenoid isolated from the marine
fungus and reported to be cytotoxic to Hela cells and herpes simplex virus. From a structural
viewpoint, this compound showcases an exquisite molecular architecture, i.e., an indole-fused
benzobicyclo[3.2.2]nonene core, a rare scaffold in natural products.

We have achieved the total synthesis of tubingensin B by our novel synthetic route, including 1)
intramolecular [4+2] cycloaddition between benzyne and cyclohexadiene connected by a Si-0 bond, 2)
alkyl-selective ring expansion followed by iodination of intermediary bridgehead cation species, and
3) C-C bond formation at the bridgehead position by exploiting bridgehead anion species generated
by todine-lithium exchange.
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