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Himalensine A: Synthetic Strategy

» Daphniphyllum himalense alkaloid: only grows in the southern Himalaya Mountains

» Potential biological activity (cytotoxic, antioxidant, vasorelaxant).

» Complex structural architecture (features a trinorcalyciphylline A-type backbone).

Calyciphlline A-type family

himalensine A daphenylline longeracinphyllin A

Intramolecular amidofuran Diels—Alder (IMDAF

Key step to tricyclic core _
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Synthesis of IMDAF precursor 6
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DABCO-catalysed intramolecular amidofuran Diels—Alder (IMDAF) reaction

» Enantio- and diastereoselective IMDATF reaction
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Synthesis of Himalensine A
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Synthesis of Himalensine A: end-game manipulations
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Summary

» The first enantioselective synthesis of (—)-himalensine Ain 22 &éps.

» The ACD tricyclic core constructed via a catalytic, enantioselective prototropic

shift/IMDAF reaction.
» The B ring accessed via reductive radical cyclization.

» End-game manipulations include: a molecular oxygen mediated y-CH oxidation, a Stetter

Key step to tricyclic core

H O

Diels-Alder

cyclization and a highly chemoselective lactam reduction.
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Mechanism

Formation of 8 Pd(ll) + +BuOOH
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