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gamma-aminobutyric acid type A (GABAA) receptors are
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considered to have a primarily anticonvulsive profile,
growing evidence suggests that it exerts significant
anxiolytic effects. Additionally, there is substantial
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evidence that AEDs can produce neuroplastic changes in
the brain that may be of relevance to their efficacy in

clinical disorders. Since GABA(A) receptors are the main
targets of these agents, GABA(A) receptor changes

induced by ZNS could potentially result in novel
mechanisms of its efficacy. In previous years, we have

focused on ZNS-induced GABAA receptor changes in the
hippocampus using site-directed photo-affinity labeling

and combined autoradiographic and
immunocytochemical methods. In the present

application, we propose to: 1) compare the effects of
chronic administration of ZNS and its active metabolite, S-

methyl-ZNS, on brain GABAA receptor subtypes in both
rat and primate brain; 2) characterize the brain
distribution of ZNS and its metabolites by in situ

hybridization histochemistry in the rat brain; and 3)
examine the effects of chronic ZNS or S-methyl-ZNS

administration on the activity of GABAA receptors by use
of in vivo and in vitro experiments using techniques of
[35S]TBPS photo-affinity labeling and agonist binding.

The long term goal of this work is to gain insight into the
mechanisms of action of ZNS and its metabolites in order
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