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Isolation and biological activity

«Independently isolated in 1991-92 by three groups:
*Merck

*Glaxo
*Mitsubishi Kasei Corporation

*Isolated from a variety of fungi

*Many family members containing different side chains
Inhibitors of squalene synthase in cholesterol biosynthesis
«/Zaragozic acid D also inhibits ras-farnesyl protein transferase
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Carreira Retrosynthesis
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Diastereoselection 20:1
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Carre/ra SyntheSIS cont/nued
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Carreira Synthesis, continued
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diastereoselection 6.1:1
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Carreira Synthesis, continued
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Carreira Synthesis, concluded
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Evans Retrosynthesis

organometallic addition
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Evans Synthes:s
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Diasteréoselection >10:1 single diastereomer
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Evans Synthesis, concluded
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Johnson Retrosynthes:s
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Johnson Synthesis

tBuO,C~ "TBS THF _
-78 °C --> -45 °C OH
2.0 eq. P  TBSOn.
then O tBUO2C S COQtBU

| TBSO COLBuU
Z Mgk tBquC) i

45 -50 % (15 g scale)

Mechanism?
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Johnson Synthesis
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Johnson Synthesis, continued
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Johnson Synthesis, continued
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Zaragozic Acid C
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Chemist | Step Count Protections/ | Oxidations | Reductions
deprotections
Carreira 33 17 7 3
Evans 22 7 7 1
Johnson 18 7 1 0
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