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Program Number: 218.10

Day / time: Sunday, Nov. 13, 9:00 AM - 10:00 AM

Presentation Type: Poster

Presentation Location: Washington Convention Center — Hall A—C, Board # UU16
AMELIORATING EFFECTS OF CLOPERASTINE ON URINARY DISTURBANCES
CAUSED BY CEREBRAL INFARCTION IN CONSCIOUS RATS

G.Yamamoto*; S Kuroki; F.Soeda; T.Shirasaki; K.Takahama

Environmental & Molecular Hlth Sci, Graduate School of Pharmaceutical Sci, Kumamoto, Japan
Stroke frequently results in incontinence by reducing suprapontine micturition control. Intraluminal
occlusion of the middle cerebral artery (MCA), which produces overactive bladder and dysuria, has
been introduced as a useful model of stroke—induced urinary disturbances. We have previously
reported that dextromethorphan (DM) and cloperastine (CP), centrally acting antitussives, reduced
the frequency of micturition reflex and increased the threshold pressure of the reflex in anesthetized
rats. Antidepressants have been employed for the treatment of enuresis or nocturia in clinics.

In this study, we comparatively investigated effects of DM, CP and two types of antidepressants on
urinary disturbances caused by cerebral infarction (CT) in conscious rats. As antidepressants,
amitriptyline (AMI), a reuptake inhibitor of noradrenaline and serotonin, and maprotiline (MP), a
selective noradrenaline reuptake inhibitor, were used.

[Method] First of all, single cystometrogram was performed in conscious male S.D. rats
(250-280g) restrained using the Ballman cage. Then, CI was induced by occlusion of the left MCA
using a monofilament nylon thread. At 24hr after CI, effect of each drug on urinary disturbances
was estimated for seven parameters: bladder capacity (BC), maximum pressure (Pmax), threshold
pressure (Pw), micturition latency (TL), flow rate (Rf), urethral resistance (Ru) and bladder
compliance (Ch).

[Result] CI significantly reduced BC, Pth, T, Rrand Cb, and increased Ru. After CI,

travenous dosing of saline and MP (10mg/kg, i.v.) had little effect on these parameters. But, DM
(10 or 20mg/kg, 1.v.), CP (Smg/kg, i.v.) and AMI (10mg/kg, i.v.) significantly increased BC and Tr..
Interestingly, CP, unlike DM and AMI, blocked a decrease in Rrand an increase in Ru caused by CL.
Only AMI decreased Pmax and had residual urine after micturition reflex. These results suggest that
CP might become a seed of new drugs for treatment of urgency associated with OAB and dysuria.

Citation:
G. Yamamoto, S. Kuroki, F. Soeda, T. Shirasaki, K. Takahama, AMELIORATING EFFECTS OF

CLOPERASTINE ON URINARY DISTURBANCES CAUSED BY CEREBRAL INFARCTION
IN CONSCIOUS RATS

Program No. 218.10. 2005 Abstract Viewer/Itinerary Planner.
Washington, DC: Society for Neuroscience, 2005. Online.
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Expression of Fos-like protein in the micturition center caused by bladder
irritation and effect of dextromethorphan on it

Fumio Soeda, Atsushi Honda, Tetsuya Shirasaki, Gen Yamamoto,
Kazuo Takahama

Department of Environmental and Molecular Health Sciences,
Graduate School of Pharmaceutical Sciences,
Kumamoto Univ., Kumamoto 862-0973, Japan
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In this study, we investigated whether or not expression in the brain of Fos-like
protein caused by bladder irritation is useful to estimate micturition function.
Male rats (SD strain, 250—300g) were used under anesthesia with urethane
(1.2g/kg, i.p.), following bladder irritation by injection of 0.1% acetic acid solution
into the bladder, Fos-like protein positive cells were found in the barrington’s
nucleus and locus coeruleus. The number of Fos-like protein positive cells in
the both nucleus was significantly decreased by dextromethorphan that has an
inhibitory effect on micturition reflex in rats.

These results suggest that the expression of Fos-like protein caused by the
bladder irritation may be useful to study central mechanisms of micturition reflex
and to evaluate effect of drugs affecting the reflex.
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