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Abstract 2 1 7 1 8 7

The purpose of the present investigation was to study profiles and mechanisms of
anticonvulsant activity of N-Hydroxymethyl-2-propylpentamid (HPP), a newly synthesized
valproic analogue. In comparison to VPA, HPP possessed a stronger but of shorter duration than
those exhibited by VPA. Neurotoxicity on motor co-ordination of HPP gradually decreased
whereas those of VPA was rather persistent. Cytochrome P 450 seemed to be involved in the
metabolic pathway of both HPP and VPA.

Further study on the level of brain aminb acid neurotransmitters namely, glutamate,
~ aspartate, glycine and GABA of freely moving rats was investigated by microdialysis technique.
Significant decreases in the level - of cortical glutamate, an excitatory' amino acid
neurotransmitter, was noted in both of HPP-treated groups whereas a reduction of glutamate
was observed in rats only those receiving high dose (440 mg.kg B.W.) of VPA,

Furthermore, the effects of HPP on GABA,, glycine and NMDA receptors in acutedly
dissociated rat hippocampal neurons, using the whole-cell application of the patch clamp
techniques, was also investigated. HPP did not directly elicited inward currents in acutely
dissociated rat hippocampal neurons. Additionally, GABA,, glycine and NMDA currents were
unaltered by HPP.

The preSent studies identified HPP as a more potent anticonvulsant than its parents
compound. Reduction of brain glutamate which is an excitatory neurotransmitter seemed to
underlie its anticonvulsant activity. Further structural modificantio nshould be carried out to

improve the duration of action of HPP.





