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Mechanism
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Convergency in P-F Sequence
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Six-membered 4-oxygenated tetrahydropyrans
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Mechanism
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Problem
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Can you propose 2 retrosyntheses of the above molecule by exploiting the
P-F rearrangement from a common intermediate to 2 sets of aldehydes and
B-hydroxy acids?
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Application to Natural Products

Clavosolide A (1) (Revised
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{-F}-Phl]rbﬂxﬂzﬂlﬂ B {2} H1 = 'DH, Fig =H

(+)-Zampanolide

Kendomycin (-)-1 Okilactomycin (1)



Phorboxazole
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Petasis’ conditions
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Optimization of Petasis’ Protocol
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Flexibility of P-F rearrangement
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Revised Strategy
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Intermediate X
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New Olefination Strategy
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Clavosolide
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Rearrangement
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A derivative of P-F rearrangement
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Scope and Mechanism
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Conclusions

 P-F reaction allows access to 2,6-cis-fused
tetrahydropyrans in a highly convergent and stereoselective

manner
* A number of natural products exhibit the P-F retron

 The P-F reaction has not been exploited outside of the Smith
labs
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