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We performed a systematic analysis of the molecular and functional expression o

T Piezol channels in the urothelium.

Immunofluorescence examination demonstrated abundant expression of Piezol in the mouse and human urothe
lium. Urothelial cells isolated from mice exhibited a Piezol-dependent increase in cytosolic Ca2+ concentr
ations in response to mechanical stretch stimuli, leading to potent ATP release; this response was suppre
ssed in Piezol- knockdown cells. In addition, Piezol and TRPV4 distinguished different intensities of mech

anical stimulus. o i i i
Moreover, GsMTx4, an inhibitor of stretch-activated channels, attenuated the Ca2+ influx into urothel

ial cells and decreased ATP release from them upon stretch stimulation. These results suggest that Piezol
senses extension of the bladder urothelium, leading to production of an ATP signal. Thus, inhibition of Pi

ezol might provide a promising means of treating bladder dysfunction.

Afferent nerve Urinary bladder Overactive bladder
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