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ABSTRACT 

Select functionalized amino acid derivatives of the potent anti

convulsant agent o:-acetamido-.li-benzylphenylacetamide (filill.) and 

2-acetamido-.li-benzylpropionarnide ~) have been prepared and 

evaluated. Attention has been focused on the replacement of the 

a-phenyl and a-methyl groups In fill.a and 2.aJ2 by five-membered ring 

hetereoaromatic moieties, benzo-fused heteroaromatic groups, and 

simple polar substituents. 

The synthetic and pharmacological studies revealed several 

notable findings. First, the use of amidoalkylation procedures using 

boron trifluoride etherate provided a straightforward and reliable 

method to· introduce an electron-rich heteroaromatic substituent at 

the ex-carbon in the amino acid derivatives. This technology 

permitted the incorporation of acid sensitive, unsubstituted 

heteroaromatic compounds (i.e., pyrrole (11.), indole (l2_) and 

benzofuran (Zfil) within the molecule. Second, all the five-membered 

ring heteroaromatic analogues of a-acetamido-N.:.benzylphenylaceta

mide proved highly active in the MES seizure test. In particular, 

o.-acetamido-N-benzyl-2-furanacetamide (~ and o.-aceta

mido-.li-benzyl-2-pyrroleacetamide (fillll) exhibited activities similar to 

phenytoin and diazepam. Third, the o.-alkoxy derivatives, 2~aceta

mido-N-benzyl-2-methoxyacetamide (00.a) and 2-acetamido-N-benzyl-2-

ethoxyacetamide, exhibited significant activity in the MES seizure test. 
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