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Kolor Autopano Giga.This project is aimed at determining if a major mechanism by which triazolam is a novel anxiolytic is
through its interaction with membrane-associated monoamine transporters in limbic brain regions. In the rat, triazolam has been
shown to selectively inhibit the uptake of dopamine and norepinephrine in a limbic brain area, the nucleus accumbens. In
preliminary studies, triazolam was shown to inhibit monoamine uptake in both the nucleus accumbens and hippocampus, but to
a lesser extent than in the nucleus accumbens. Using in vivo voltammetry, we have demonstrated the presence of 2 dopamine
transporters in hippocampus and 3 norepinephrine transporters in the hippocampus, which are thought to mediate the brain
uptake of dopamine and norepinephrine. The presence of triazolam in vivo decreased the uptake of dopamine by the
postsynaptic transporter in the hippocampus, but not by the presynaptic transporter, as shown by brain microdialysis. The striatal
dopamine transporter was not affected by triazolam. In the hippocampus, where two norepinephrine transporters were found,
the alpha and beta subtypes were inhibited. We found that the inhibition of dopamine and norepinephrine uptake was
completely reversed by the 5-HT3 antagonist, ondansetron. The inhibition of dopamine uptake by triazolam in the hippocampus
was completely reversed by the alpha2-adrenergic agonist, clonidine, the preferential GABAergic agonist, muscimol, and the
5-HT1a/2 receptor antagonist, p-CPA. The present data suggest that triazolam reduces both the uptake and release of dopamine
and norepinephrine in the limbic brain region, via interaction with both presynaptic and postsynaptic transporters. This novel
anxiolytic drug may be acting in an allosteric manner by modulating activity at the monoamine transporters.Our Services Let us
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