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This study tested whether partial reductions in GABAergic inhibitory tone by GAD65 gene knockout
[GADG65(-/-)] would contribute to the regulation of pain threshold in mice. In the hot plate test, which
reflects supraspinal sensory integration, a significant reduction in the latency was observed for
GADG65(-/-) mice. In the hot plate test, which reflects supraspinal sensory integration, a significant
reduction in the latency was observed for GADG65(-/-) mice.We also measured GABA(A)
receptor-mediated inhibitory postsynaptic currents in GAD65(-/-) mice and wild-type (WT) mice.
Although properties of the phasic component of inhibitory postsynaptic currents were similar in both
genotypes, tonic inhibition was significantly reduced in GADG65(-/-) mice. These results support the
hypothesis that GAD65-mediated GABA synthesis plays significant roles in nociceptive processing via
supraspinal mechanisms.
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