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The a-acylation of carbonyl compounds gives 1,3-dicarbonyl compounds which are useful
intermediates widely utilized in organic synthesis. In this functionalization, carbonyl
compounds usually react with electrophiles through enolates.! Therefore, the chemoselectivity
is dependent on acidity of the a-proton of the carbonyl groups. In contrast, we found that the
combination of acid anhydrides and weak bases enabled tertiary amide-selective a-acylation
under mild conditions.

Tertiary amide 1 was mixed with equimolar ketone 2 and ester 3 in 1,2-dichloroethane (DCE),
and the mixture was treated with excess amount of trifluoroacetic anhydride (TFAA) in the
presence of 2,6-di-tert-butyl-4-methylpyridine as a weak base. As a result, the corresponding
a-acylation product 4 was predominantly obtained, and ketone 2 and ester 3 were almost
completely recovered. This result clearly indicates that the observed chemoselectivity is
independent of the acidity of the a-protons.
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