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A novel mechanism of astrocyte STAT3 activation and its pathophysiological role
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Spinal astrocyte selective IP3R1 knockdown suppressed persistent STAT3
activation, chronic itch and expression of lipocalin-2 (LCN2), an astrocytic STAT3-dependent factor
that is required for chronic itch. IL-6-induced IP3R1-dependent astrocytic Ca2+ responses were
long-lasting and involved Ca2+ influx through the TRPC channel. Pharmacologic spinal TRPC inhibition

attenuated LCN2 expression and chronic itch. IL-6 expression was upregulated in DRG neurons in a
mouse model of chronic itch. DRG neuron-selective IL-6 knockdown also attenuated LCN2 expression and

chronic itch.
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