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APPENDIX 1

Synthetic Summary toward the Asymmetric

Total Synthesis of Variecolin

Scheme Al.1. Retrosynthetic analysis of variecolin

Variecolin (95) 175 179 180

asymmetric
alkylation
OH
178
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Scheme A1.2. Intramolecular cycloaddition and unsymmetrical ozonolysis toward the AB ring
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Scheme A1.3. o-Diazoketone synthesis and Wolff/Cope rearrangement to AB ring fragments
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Scheme A1.4. Asymmetric alkylation and ring contraction to the D-ring fragment
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Scheme A1.5. Enrichment of acylcyclopentene 225 for the D-ring fragment
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Scheme A1.6. AB ring reductive alkylation and soft enolization poised for fragment coupling

Li/NHg, THF/Et,0 0
—-45 —» -35°C o, H., OR +
—»
then Mel or
allyl bromide
244 248 245
80% yield, >10:1 dr 72% yield, >10:1 dr minor
Nal, TMSCI
Et;N, MeCN

249 (R = Me)
250 (R = allyl)
exclusive product

Scheme Al.7. Proposed completion of variecolin
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