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Chivosazoles — Isolation and Biological Activity

* Chivosazoles are polyene macrolides isolated by Hofle and Reichenbach from the
myxobacterium Sorangium cellulosum.

* 31-membered macrolactone ring
* 1 oxazole,

* 10 stereocenters

* 3 polyene moities

* NMR
* Chemical degradation

* Partial synthesis

Chivosazoles (A-E) R =6-desoxyglucopyranose * Genetic analysis
Chivosazole (F) R=H

* Active against yeasts and filamentous fungi
* They are highly cytotoxic against mammalian
cell cultures (IC;, 9ng/mL (L929) and Hela cells.
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Paterson’s group Synthesis of the C1-C13 Subunit
of the Chivosazoles
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Paterson, |.; Kan, S. B. J.; Gibson, L. J. Org. Lett. 2010, 12, 3724
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Paterson’s group Synthesis of the C1-C13
Subunit of the Chivosazoles
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Kalesse’s group Retrosynthesis

Chivosazole F
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Total Synthesis of Chivosazole F
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Total Synthesis of Chivosazole F
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Total Synthesis of Chivosazole F
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Total Synthesis of Chivosazole F
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Total Synthesis of Chivosazole F
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Summary and Outlook

* Chivosazole F was synthesized in 24 steps in 0.087% overal yield from Roche ester.

* Key transformations include selective Evans aldol reaction, Mukayama aldol reaction,
Wittig reaction and intramolecular Stille coupling for the macrolactone formation.
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