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Abstract:
GABAergic hypothesis of anxiety was introduced many years ago, however, a limited number of supporting data were accumulated
so far and the role of GABA* receptors in behavioral processes related to the anxiety disorders has not been resolved.
In the present study, we examined anxiolytic activity of CGP 36742, a potent and selective GABA* receptor antagonist, in rodent
tests/models. We have demonstrated that CGP 36742 (30 mg/kg) is active in several animal tests detecting anxiolytic activity (the
elevated plus-maze, conflict drinking test and four-plate test). Moreover, we examined the effects of another antagonist – CGP 51176
and agonist – CGP 44532 of GABA* receptor in the four-plate test in mice. CGP 51176 (5 or 8 mg/kg) was inactive, while CGP
44532 (0.125 mg/kg) exhibited anxiogenic-like effect. These preclinical data further implicate GABA* receptor function in anxiety,
and support the GABAergic hypothesis of this disorder.
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Introduction
Anxiety is a normal emotion when it is adequate to
the environmental situation. Inadequate or pathological anxiety is a well-recognized and common condition, which causes considerable distress to individuals, families and society in general [6, 24].
Anxiety disorders include generalized anxiety disorder, obsessive-compulsive disorder, panic disorder,

post-traumatic stress disorder and social and specific
phobias [6, 7]. Pharmacological treatment of anxiety
disorders involves drugs targeting either the g-aminobutyric acid (GABA) system using benzodiazepines
or 5-hydroxytryptamine (5-HT, serotonin) systems
using 5-HT1A receptor agonists and selective 5-HT reuptake inhibitors (SSRIs). Unfortunately, both groups
of drugs have drawbacks: benzodiazepines have many
unwated side-effects (tolerance, risk of dependence,
sedation, cognitive impairments, ataxia), while the
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