(®)
2010 2014

Design of the Nonenzymatic Effective Dehydration Condensation Reaction and its
Application to the Synthesis of Biologically Active Molecules

Shiina, Isamu

13,600,000

2002

THL 2.
®)

Various optically active carboxylic esters were produced by the kinetic
resolution of racemic secondary benzylic alcohols using free carboxylic acids with pivalic anhydride and
chiral acyl-transfer catalysts. This method was successfully a?plied to the asymmetric total synthesis of
tetrahydrolipstatin (THL), an antiobestic drug used in clinical treatment to inhibit the activity of
pancreatic lipase. Furthermore, an efficient protocol was developed to produce chiral 2-arylalkanoic
esters in high yields (up to 99%) from racemic carboxylic acids utilizing the racemization of the mixed
anhydrides generated from acid components with pivalic anhydride in the presence of the acyl-transfer
catalyst. This method was also successfully applied for the preparation of pharmacodynamically active
(S)-enantiomers of nonsteroidal anti-inflammatory drugs (NSAIDs), such as ibuprofen and naproxen.
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