Evaluation of relaxant effects of the combination of sildenafil and doxazosin in human prostate
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OBJECTIVES RESULTS

B Fffect of sildenafil, doxazosin or a combination of both on phenylephrine-induced contractions on
human prostatic strips

Y Lower urinary tract symptoms (LUTS) due to benign prostatic hyperplasia
(BPH), are often associated to erectile dysfunction (ED) in aging males.
Doxazosin, an a1-adrenoceptor antagonist, is indicated in BPH /LUTS patients.
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. . q . . 2 60 —+—Vehicle - 2 7 —
erectile dySfuanlon (ED) treatment. Rece"ﬂy sildenafil taken dally has been E; 50 i navinEM‘ o E(E: :::Zsm awoel? »Sildenafil dose-dependently inhibited contractions induced by Phe
shown to improve LUTS. iz = G i = dozosin 310
Clap 35 & » As expected, doxazosin dose-dependently inhibited contractions
Ho 5 induced by Phe
0
The objective of the study was to assess the relaxant effects of sildenafil, B S T =
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doxazosin 3.10-8 M (N=7) on human prostatic strps. *p<0.01, **'p<0.001, two-way ANOVA followed by Bonferroni post-test:*p < 0.05; *p<0.01. #p<0.05, ###p<0.001, two-way
ANOVA with interaction followed by a modified Student t test with the Bonferroni adjustment for muttiple comparisons: ##p<0.01.

In vitro isometric tension studies using human prostatic tissue were performed to:
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Human prostatic strip preparation ° ¢ ¢
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In a first set of experiments, concentration-response curves (CRC) to phenylephrine (Phe) were performed.
Then following a 20-min incubation period with either vehicle, sildenafil (10° or 10°M), doxazosin (10°or 3.10° sildenafil 10°M + doxazosin 3.10° M 4.3040.12% 40358 7

5M) or a combination of sildenafil and doxazosin (10° +10°M or 10°+3.10°M for sildenafil and doxazosin

respectively), CRC to Phe was repeated. ; ; ; ; : ; ; L.

In a second set of experiments, prostatic strips were submitted to continuous EFS trains (32 Hz, 5ms, 5s, ® Effect of sildenafil on doxazosin-induced relaxation on prostatic contractions elicited by EFS
300 mA). When a stable response was obtained, strips were incubated with sildenafil 10°M or vehicle and
then 2 doses of doxazosin (107 and 10°M) or vehicle were successively added with a 18 min interval between

each.
Data Analysis
For the first set of experiments, results of the 2nd CRC to Phe were expressed in percentage of the maximal s o Pre-incubation  Dose respon:
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measured during the 5-min period before addition of the first concentration of compound or vehicle. Data £ 5 ~ of prostatic strips
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was performed with GraphPad Prism® 4.03 software. —
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Co N C L U SI 0 N S Figure 3: The data are mean + SEM of N=5 o6 sidenafil ; sildenatil experiments.
**'p<0.001; *'p<0.01, two way ANOVA followed by Bonferroni post-test:'p<0.05. ### p<0.001, two-way ANOVA with interaction.

% Sildenafil and doxazosin have additive relaxant effects on phenylephrine or EFS-induced contractions of isolated human prostatic smooth muscle

L These experiments support the need for further clinical research investigation of this combination in BPH patients with ED PELVI
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