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Duration of Action of Silodosin (KMD-3213) against Phenylephrine-induced Increase
in Intraurethral Pressure in Rats
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The duration of action of Silodosin (KMD-3213) against the phenylephrine-induced increase in intraurethral pres-
sure in urethane-anesthetized rats was compared with that of tamsulosin hydrochloride. Silodosin, tamsulosin, or vehi-
cle was orally administered to fasted male rats. Then, under urethane anesthesia, a cannula was inserted into the prostat-
ic urethra. Phenylephrine, at a dose of 30 ug/kg, was infused (infusion rate: 36 ml/h; infusion time: 100 s/kg) via the
femoral vein at 12 h, 18 h, or 24 h after administration of the study drug, and the intraurethral pressure in the prostate
region was measured. Although the plasma silodosin concentration would have resolved within a few hours, silodosin
significantly inhibited the phenylephrine-induced increase in intraurethral pressure (versus the vehicle-treated group) at
12 h, 18 h, and 24 h after its oral administration (at doses of 100 ug/kg and above, 1000 ug/kg and above, and 3000 ug/
kg, respectively) . On the other hand, tamsulosin hydrochloride showed no inhibitory action at 24 h after its oral ad-
ministration at doses up to 3000 ug/kg. Thus, silodosin inhibits the phenylephrine-induced increase in intraurethral pres-
sure for a longer time than tamsulosin hydrochloride.
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Fig. 1. Effects on the Increase Intraurethral Pressure Re-
sponse to /-Phenylephrine Hydrochloride 12 (A), 18 (B), 24
(C) Hours after Oral Doses of Silodosin

Preparation for the measurement of intraurethral pressure was made ap-
proximately two hours before evoking the intraurethral pressure response to

I-phenylephrine hydrochloride. Data were analyzed by Williams test. Sig-

nificantly different from the control group at *p<{0.05.
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Fig. 2. Effects on the Increase Intraurethral Pressure Re-
sponse to /-Phenylephrine Hydrochloride 12 (A), 18 (B), 24
(C) Hours after Oral Doses of Tamsulosin Hydrochloride

Preparation for the measurement of intraurethral pressure was made ap-
proximately two hours before evoking the intraurethral pressure response to

I-phenylephrine hydrochloride. Data were analyzed by Williams test. Sig-

nificantly different from the control group at *p<{0.05.
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Fig. 3. Plasma Concentration of Silodosin after Single Oral
Administration to Rats
Each point and vertical bar represent the mean+S.E. n=4.

Table 1. Pharmacokinetic Parameters of Silodosin after Single Oral Administration to Rats

Dose AUC) o Chnax Tonax ti/ CL/F BA
(ug/kg, p.o.) (hr - ng/ml) (ng/ml) (hr) (hr) (ml/min/kg) (%)
300 6.9+4.0 9.3+7.1 0.10+0.04 — 885.3+399.3 9.4+5.3
1000 27.9£5.0 28.7+3.4 0.10%+0.04 1.5%1 611.4+101.5 9.2+1.7
3000 170.0£55.9 202.0£153.4 0.15%+0.04 2.0+0.4%2 321.2+110.6 —

Data represent the mean+S.E. (n=4). Mean AUC,_, values of intravenous administration at doses of 300 or 1000 ug/kg were 77.5 and 310.1 hr - ng/ml,

respectively (n=4). 1 : n=2, ¥2: =3, — : Not calculated, F: BA.
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