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Retrosynthesis Analysis of the Brasilinolides
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macrolactonisation

Brasilinolide A (1a): Rt = COCH,CO,H, R? = COBu, R® = H
Brasilinolide B (1b): R* = CO(CH,),CO,Me, R?> = R3 = Me
Brasilinolide C (1c): R'=R?=R3=H
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Alternative route of synthesis of 2
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Retrosynthesis Analysis of the Brasilinolides
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macrolactonisation

Brasilinolide A (1a): Rt = COCH,CO,H, R? = COBu, R®=H
Brasilinolide B (1b): R = CO(CH,),CO,Me, R? = R3 = Me
Brasilinolide C (1c): R'=R?=R3=H
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HWE / reduction / epoxidation
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The brasilinolides (1a-c, Scheme 1), first isolated in 1996 by Kobayashi and co-
workers from the pathogenic actinomycete Nocardia brasiliensis [IFM-0406,
constitute a structurally unique family of bioactive 32-membered macrolides.
Recently, the relative and absolute configuration was determined inter alia by
controlled chemical degradation of brasilinolide C (1c) and detailed spectroscopic
studies of the resulting fragments.

In summary, we have completed the stereocontrolled synthesis of the fully
protected C1-C19 polyol segment 2 of the brasilinolides using two highly
convergent routes. Efficient fragment couplings were achieved using
boronmediated 1,5-anti aldol reactions. Ongoing work into the assembly of the
northern hemisphere 3 (Scheme 1) should further advance the total synthesis of
this novel family of immunosuppressive macrolides.



