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Computational studies on the enantioselectivity of a-chymotrypsin

towards p-carbomethoxy-y-lactams
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We applied several molecular modeling protocols to the enzymatic hydrolysis of four f-carbomethoxy-y-lactams in the
presence of a-chymotrypsin to explain the substrate specificity and the enantioselectivity of the enzyme. The adopted
procedures involved accurate docking experiments of both enantiomers of each lactam to the active site of the protein,
followed by extensive conformational and energetic analysis of the computer-generated complexes. The results obtained
fully account for the experimental evidences on the enantioselective hydrolysis of these interesting, potential drugs by
a-chymotrypsin.
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The stereochemical outcome in oxidation of a thioprolylpyrrolidine derivative is discussed.
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