COMBINING NMR AND DOCKING TO SOLVE THE SOLUTION STRUCTURE OF MMP-3 COMPLEXES WITH INHIBITORS
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Stromelysin-1 (MMP-3) is a Matrix Metalloproteinase (MMP). MMPs are zinc- and calcium-dependent enzymes and have been associated with invasion, and metastasis of tumors, and other pathologies. MMP-3 is unique in its class as it is able to activate itself and other MMPs. This makes MMP-3 an important medicinal target in rational drug design1.

Using a fast approach that combines NMR data and docking software2, we have solved the structure of MMP-3 with different inhibitors. As starting point, we take the solution structure of MMP-3 with NNGH, solved by us previously. The comparison between the present solved structures and those of other NNGH-MMP complexes previously studied3,4 provides clues on the structural features that determine specificity and affinity of MMP-3 inhibitors.
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