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CHRONIC SILDENAFIL THERAPY IMPROVES RESPONSIVENESS OF ENDOTHELIAL FUNCTION IN DIABETIC PATIENTS  
GMC Rosano1 , C Vitale1, M Fini1, G Marazzi2, M Volterrani1
Fondazione San Raffaele IRCCS - Roma, Italy,  2Casa di Cura Santa Famiglia – Roma, Italy
Patients with diabetes mellitus (DM)have lower response of the endothelium to Phosphodiesterase-5 inhibitors (PDE5) than the non-diabetic patients. Aim of this study was to evaluate the effects of chronic sildenafil(S)therapy on flow mediated dilatation (FMD) in patients with type II DM.In a double-blind crossover design, 20 patients received S (100 mg) for 3 days followed by either S 25 mg three times a day (tds) for 4 weeks or S 25 mg tds for four days followed by placebo tds for 3 weeks.  After one week FMD improved significantly in patients allocated to both S arms 62% and 64% respectively. In the chronic S group an increase in the number of responders was noted (78%, 86%, 94% at 2,3 and 4 weeks)a decrease in responders was found in the placebo group (45%, 18%, 6% at 2,3 and 4 weeks). At the end of the study FMD improved in the chronic S group (from 6.8 ± 0.5 to 12.5 ± 0.7%, p=0.01 vs. baseline). A decrease in endothelin-1 levels (from 3.6 ± 0.5 to 2.8 ± 0.7, p<0.05, vs baseline)and significant changes in CRP, IL-6, ICAM and VCAM levels were found with chronic S(-22%, -29%, -18%, -32%, p<0.05, respectively vs baseline).In conclusion, chronic S progressively improves endothelial function and reduces vascular inflammation in patients with DM  suggesting that the endothelial function may be improved with a long term stimulation.

