Table 42, 13C NMR Spectral Properties for the Polar Analogues lQI_LQ of 2-Acctamido-
N-benzylpropionamide  {§84a).3 '
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8The 19C NMR specirs ware laken In DMSQ-dg unless otherwlse Indicated. The nurnber In each enlry ls the chamkezi chin value observed In ;;
mitiars telallve lo TS, The Inlermation In parentheses In salect casas Is the propased easignmenl, bRel, 103. © This set of resonsnces may b
lacchangeable, ¥ The ciose proximlily of these two peaks did nol parmi the essignmen! of thase resonsnces, ® This peak hed approximately 1
Intensity of nearby paaks, EThe T3¢ wmR speciturn was laken In COCly. ¥ THs paak had apptoximalely three times Ihe Intenshy of nearby pes)

discrate gignai for this catbon resonance was nol observod.
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Table 43, 13C NMR  Spectral Properties for Oxazole Derivatives 111 and 114.2
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NH3 163.400 106.37 14340 13,25 42,51 [CHp)
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3 e 130 NMR spactrs wore taken In COCly unloss othorwise Indicatad, The number in ssch entry Is tha chemical shift valus In pans par million re
tive lo TMS. D This sot of rasonances may be interchangoable, © Tho 193G NMR specia was tukon in DMSO-dg. € This sot of rasonances may ¢

Interchangesbls, ® This peak had approximately twice the intonsity of noerby poaks,
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- gen atoms at carbons -4 and -5 by an electron - withdrawing and a
electron-donating groups; respectively, led to a pronounced shift in
the resonances of the coresponding carbon atoms. The carbon-4 -
signal moved upfield (19.03 - 20.85 ppm) from 119b, while the
resonance for the carbon-5 afom was shifted downfield (11.30 - 13.64
ppm) from that observed in 119b. This perturbation in the 13C NMR
spectra for 111, 112 and ji4 is attributed to thé push-pull resonance

effects exerted by the carbon-5 and carbon-4 substituents.

3. Pharmacoiogical Evaluation.

 The 2—substituted42-acetamid0-ﬂ~benzylacetamides i07a-d and
the oxazole derivative 111 prepared in this study were submitted to
the Eli Lilly Corporation, Indianapolis, Indiana, for evaiuation of their
anticonvulsant activity. They were fested using the same protocols
described in Chapter 1. Pharmacological data for these functiona-
ized amino acids are listed in Table 44.

Compounds 107a-¢ did not exhibit significant activity in the

MES seizure test. The lack of anticonvulsant properties of these
adducts  was interesting in light of the pronounced activity of the
methyl analogue 68a. A ientative explanation for this dichotomy
of results can be offered. In a first approximation compounds &8a
and 107a-c all contain relatively small substituents. The primary
difference between the two sets of compounds is the presence of
an electron-donating (68a) or an  sleciron-withdrawing (1073-c)

moiety at the o-carbon. Our previous studies have indicated that
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