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Altstr&t Enzymatic resoiutlon qfsabstittaui~rolidinones was achievtd ming lipases by trorrstsfcrjficotion 

of their I-hydret@l deri’vrrriws in the presence of vinyl acetate. 

We re~~tttly mported that the cnxymatic resolution of lactones can be inducted by hydrolysis in the 

Presence of esterases or lipases.1 Our present in&test in the chemistry of lactams led us to e xamineinthesame 

way their possible resolution using enzymes. Screening of the literature shows that their hydrolysis is only 

possible using not readily available enzymes.2 Although chemical epics of optically active r_ 

butymlactams have been reported3 these methods lack versatility and seem applied only to simple compounds, 

usually bearing one substituent in position 5. 

We decided to explore the emymatic resolution of +myrolactams, using a labile group fixed on the 

nitrogen atom an hydroxymethyl appear& promising, owing to its facile fixation and removal. 

UC Sb 1 (RI or PI- 2 0 or (IQ-3 

The desired N-hy~x~yl ~butyrolactams 2 were prepamd in quantitative yields by treatment of 

the corresponding lactams with paraformaldehyde in the presence of ctitalytic amounts of potassium carbonate 

and water under sonication. The transester&ation of lactam 2a (R = Me) with vinyl acetate cataiy&d by the 

lipase from Porcine F%&mas (PpL) or the lipase from PscudomoMs ccpacia 4 (PL) was exam&d in various 

solvents.5 The results am npQted Table 1. 

With PPL, moderate enantioselectivities were obtamed and better results were observed with PL in 

THP. Similar results were obtained in acetone. cerr-amyl alcohol or ten-butyhnethyl ether ClIMR). Addition of 

niethylamine, aimed to quench acetaldehyde, had no infhzence on the rate or the enantioselectivity of the 
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example. shows also that this maction is not limit&to y-butyrolactams and should be applied to larger ring 

compounds such as 6-valerolactams and e-cm. Work is in progress to test this hypothesis. 
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The absolute configuration of the product is not known. Work is in progress to determine it. 

This compound was prepamd in three steps from cis-1.2.3.~tetrahydrophmalimide by NaBH4 reduction 

followed by reaction with pmpylmagnesium bwnide and hydroxymethyhuion. 
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