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Introduction and Objectives: Despite broad clinical use and significant efficacy of sildenafil for the treatment of Body Weight (g)
erectile dysfunction (ED), certain patients with severe ED are poor responders. Our hypothesis is that chronic
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treatment could help salvage them to sildenafil therapy. * Male Sprague-Dawley rats (180-220 g, n=44) aline Sildenafil
study assessed the effects of an 8-week long chronic treatment with sildenafil (60 mg/kg/day SC N . 5 . Besinning of study 23 £S5 U7E7

3x/day which gave a mean free plasma concentration of 39.7 + 3.4 nM, n=22) or vehicle (n=22) in Sprague Dawley * Each experimental group received 20 mg/kg of sildenafil
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Tats o infracavernosal pressure increase (expressed as ICPMAP) clcifed by electrical stimulation of the cavernous o mesylate (or saline solution) via subcutaneous injection repeated
nerve and on endothelium-dependent relaxations of erectile tissue by in vitro isometric tension studies. The i

experiments were performed after a 36-hour wash-out period. e ey ) three times a day (60 mg/kg/day in total) during 8 weeks Mean arterial pressure
Results: No statistical difference was observed in the mean arterial pressure of the treated or untreated
anaesthetized rats (74.7 £ 3.9 vs 71.5 £ 4.7 mmHg, NS). Chronic of sildenafil si; improved G ST under anaesthesia (mmHg)
and shifted to the left the frequency-dependent erectile response curve (responses to 10 Hz-6V were 85.0 +2.9 % v, “hronic treatment with slden: Hected . o
711 £7.9 %, p<0.001). While ile responses to 105 M were (192.4116.0 * Blood were before tr during the sal
15.0 g/g ww, NS), relaxations to acetylcholine were enhanced in treated compared to untreated rats (105 M: treatment period (bi-monthly, 6-8 h after a subcutaneous 1547
3.6% vs -13.6 + 2.0, p<0.05, Two-Way ANOVA) without a significant change in pD, (-6.42 % 0.16 vs —6.10 +0.22, P . . .
NS). Conversely, relaxations elicited by A23 187, a calcium ionophore, or by sodium nitroprusside were unaffected. injection) and at the time of the in vivo experiments for the N5, Sment’s etest
Conclusions: A chronic treatment with sildenafil enhances erectile responses in anesthetized rats. The underlying el e determination of free plasma concentrations of sildenafil (UK-
increased corporal may be due to an upregulation of either muscarinic . . .
receptors or the transduction pathway leading to the act n of endothelial NOS. These experiments rule out an 92,480) and its active metabolite (UK-103,320) 50 e
effect of chronic treatment with sildenafil on NO or on the guanylate cyclase . . e
pathway, thereby eliminating a possible concern for tachyphylaxis. This could benefit patients with cardiovascular * All experiments were performed after a 36-h wash-out period =40 Ay ESSChronic Saline#Acute SIL
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Although sildenafil has pr.oven to be effective in treating ED, a jal di Y | ICP) foll 8 Chronic administration of sildenafil significantly enhanced n—p Fesponse (45 % increase in the erectile response following
report has suggested that its prolonged use may produce arterial pressure and intracavernosal pressure (ICP) following == frequency-dependent erectile responses in treated rats electrical stimulation) to an acute injection of sildenafil
tachyphylaxi electrical stimulation of the cavernous nerve in vivo (square-wave compared to untreated rats compared to rats that had received saline chronically
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important to ascertain since it may have widespread implications,
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not only for sildenafil, but also for the other PDE-5 inhibitors if e
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basis and its metabolite were still detected in the plasma
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following chronic treatment with sildenafil

=> Chronic treatment, far from inducing tachyphylaxis,

could help salvage non-responders to sildenafil therapy In vitro isometric tension studies CONCLUSION

* Dissection of strips of rat corpus cavernosum to be studied

in organ baths chamber « Far from inducing tachyphylaxis, a chronic treatment with > Chronic treatment with PDE-S Inhibitor could exert
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leading to the activation of N

v To study the effects of chronic treatment with sildenafil on the erectile
responses elicited by electrical cavernous nerve stimulation in

endothelium-dependent relaxations
anaesthetized rats
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