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Total Synthesis of (-)-6-epi-Ophiobolin N
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radical cascade cyclization

F (25 mol%) ACO
EtaB (1.25 equiv), (TMS)sSiH (1.0 equiv) 0% M
cyclopentane, air, =10 °C

CCl3

1. Me3SlI, n-BuLi Corey—Chaykovsky

THF,0°C epoxidation/
2. H, THF, =78 °C| reductive epoxide
opening
47%

56%
dr (C14)
dr (C15) =

=5.3:1 T8S0"

3.4:1

1. (COCl),, DMSO, Et3N
CH20|2, -78t0 0 °C
Swern oxidation

2. PTSA, t-BuOH, CHCl,, 40 °C

46%

(-)-6-epi-Ophiobolin N

Significance: The ophiobolin family of sesterpenes
is characterized by a fused 5-8-5 ring system. Birill,
Grover, and Maimone developed a radical cascade
cyclization to assemble this ring system, culminat-
ing in the total synthesis of (-)-6-epi-ophiobolin N.
The complete synthesis is remarkably short for a
sesterterpene, merely requiring nine linear steps.
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Comment: Commencing from farnesol, cycliza-
tion precursor 5 could be accessed in four steps.
The central radical cascade gave the fused carbon
skeleton of the target molecule in 56% vyield.
TADDOL-derived thiol 6 was found to be crucial to
favor the correct stereochemistry at C15. The nat-
ural product was obtained after four additional
steps.
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