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server (or later an elastic search) GABA(B) receptor activation sensitizes human dorsal root ganglion neurons to noxious
mechanical stimulation via Nav1.7 channel activation. GABA(B) receptor activation plays a critical role in pain modulation and
nociceptive sensitization. However, the mechanisms underlying this potentiation of pain are not fully understood. Here we show
that GABA(B) receptor activation, in either peripheral or central nervous system compartments, sensitizes human dorsal root
ganglion (DRG) neurons to noxious mechanical stimulation via the activation of Nav1.7 channel. A selective GABA(B) receptor
agonist, baclofen, produces an increase in the excitability of DRG neurons in a concentration-dependent manner, with an
EC(50) of 0.72 µM. Using gene-silencing techniques, we find that the baclofen-induced increase in excitability requires
activation of Nav1.7 channels, which in turn results in activation of the downstream effector transient receptor potential cation
channel subfamily M member 8 (TRPM8) channels. Furthermore, intrathecal administration of baclofen significantly increases
the mechanical threshold in a neuropathic pain model. These data show that GABA(B) receptor activation sensitizes human
DRG neurons to noxious mechanical stimulation via the activation of Nav1.7 channels, and provide a possible basis for the
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