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NCX 6550, A NITRO-DERIVATIVE OF PRAVASTATIN IMPROVES ENDOTHELIAL DYSFUNCTION IN SHR  
C Presotto , D Miglietta, R Olivieri, A Monopoli

Nicox Research Institute, Bresso, MI, Italy
We have previously shown that nitric oxide (NO)-releasing statins leads to a new class of compounds which exert both statin-like and NO-mediated effects (PNAS 2004; 101(22):8497-502). Here we report the effects of the NO-donating pravastatin, NCX 6550, compared to pravastatin, on the endothelial function in spontaneously hypertensive rats (SHR), a model with marked vascular dysfunction and normal cholesterol levels.We studied the effects of repeated (seven-day) administration of either vehicle, pravastatin or NCX 6550 at equimolar dose (90microM/kg) given by gavage to both SHR and normotensive Wistar rats (12-week old). At sacrifice (2h after the last dose) we determined: (i) plasmatic NOx levels; (ii) vascular responses in aortic rings to endothelium-dependent (acetylcholine, Ach) and to endothelium-independent (sodium nitroprusside, SNP) stimuli. The plasma NOx levels of NCX 6550-treated SHR were significantly higher than those of controls (173±19 vs 104±8 microM; p<0.05), while no effect was observed with pravastatin (70±2 microM). NCX 6550 improved endothelial dysfunction, as assessed by ACh-induced relaxation in aortic rings compared to pravastatin and controls  (Emax: vehicle = 50±3, pravastatin = 55±7 and NCX 6550 = 74±4, p< 0.05 for both comparisons). Vascular response after NCX 6550 treatment was similar to normotensive rats (Emax = 84±2). On the contrary, the endothelium-independent vasorelaxation induced  by SNP was not altered by any treatment. In conclusion, NCX 6550 exerts beneficial effects on endothelial function that can be attributed to the enhanced NO availability; thus, the incorporation of NO moiety may improve the therapeutic potential of statins and provide short-term clinical efficacy.

