NMR BINDING STUDIES OF NEW AZEPAMS AS GLYCOSIDASE INHIBITORS
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 Glycosidase inhibitors have been the subject of extensive studies in the past decade because of the biologically widespread interest of the glycoside cleavage. Several compounds with these properties have been observed in the past to have important applications in the treatment of Gaucher’s disease, HIV infection, diabetes, viral infection, cancer. A number of natural products acting as efficient glycosidase inhibitors have been found and this led to a considerable effort to realize synthetic analogues1 of them. Blériot and Sinaÿ2 have synthesised several azepam derivatives which mimic different monosacaccharides and which have been found to be good inhibitors. Starting from this point we have studied, exploiting NMR techniques, the binding properties for (-glucosidase of a new series of azepam seven-member rings (ligands 1-6).
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 STD experiments were performed in order to study these complexes and underlined these compounds to be good inhibitors; ligand 1 demonstrated to have a good affinity to almonds beta-glucosidase. Particularly efficient was ligand 2: some competitive experiments conducted with compound 1 showed the complete disappearence of its STD signals in presence of 2, and pointed out this latter to be a very tight ligand. Other molecules were also explored, although their spectra showed very low STD peaks in competitive experiments with inhibitor 1.    
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