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Assessment of pathophysiology of detrusor underactivity and sequence of new
targets of therapeutic agents
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We tried to establish new detrusor underactivity rat models based on the
pathophysiological hypothesis of human detrusor underactivity. Furthermore, we investigated
age-related changes in in vitro and in vivo functions and gene expression of the bladder of male and

female mice. We evaluated three types of new detrusor underactivity rat models with cystometry or
frequency/volume measurements, and found it was very difficult to establish new models of rats with
moderate detrusor underactivity with higher reproducibility. In contrast, we found aged mice
demonstrated voiding and storage dysfunctions resembling to detrusor hyperactivity with impaired
contractility (DHIC), which were more pronounced in male mice. Genomic changes associated with aging
may contribute to the age-related bladder functional deterioration in mice.
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Figure 1.
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(A)  Contractie responses to high K* (52mM KC) (B) Dose-response curve for CCh
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(D) Overall responses of EFS-induced contractions before and after drug administration
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