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e R O E (3530) : Stretch-induced release of some mediators from the urethral
epithelium may play an important role in the induction of detrusor overactivity in patients with
mixed incontinence or bladder outlet obstruction. In the present study, we evaluated whether
the urethral epithelium was capable of synthesizing and releasing mediators in response to
urethral distension. The ATP releases elicited by urethral distension for three minutes
increased significantly, reaching 13 times as much as those at baseline. The PGE; release
also increased significantly, 7 times as much as those at baseline. The nonselective COX
inhibitor ketoprofen significantly suppressed ATP release by 64% and PGE, release by
51%. Therefore, there is a possibility that mediators released from the urethra participate in
the development of detrusor overactivity. PGE; release was not influented by both of EP1
antagonist ONO-8711 or EP3 antagonist ONO-AE5-599. However they significantly
suppressed ATP release. Intraurethral or intravenous administration of a1-blocker
tamsulosin did not suppress ATP or PGE; release from the urethra.

In BOO rats; the ATP release elicited by urethral distension increased reaching 2 times
as much as those at baseline. The PGE; release also increased reaching 6 times as much
as those at baseline. As compared with the normal rats, the ATP release of BOO rats were
decreased significantly. A similar trend was observed for the PGE, release, but not
significantly. As compared with the normal rats, the ATP release of BOO rats were



significantly decreased. A similar trend was observed for the PGE, release, but without
significance. Intraurethral administration of tamsulosin did not suppress the increase in ATP
or PGE; release from the urethral epithelium.

Although a1-blocker has been reported to suppress detrusor overactivity via inhibition of
urethral afferent nerves, the underlying mechanism did not depend on mediators from the
urethral urothelium. COX inhibitors decreased ATP release from the urethelium, suggesting
that there was an interaction between ATP and PGE,. COX inhibitors may become a new

therapeutic strategy for patients with OAB caused by the incompetent urethra.
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