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INCREASED LEVELS OF SERUM METALLOPROTEINASES IN PATIENTS WITH CARDIAC CACHEXIA
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Introduction: Extracellular matrix (ECM) plays an important role in LV remodeling. The structure of ECM is maintained by the dynamic equilibrium of metalloproteinases (MMP), which degrade ECM, and of their tissue inhibitors  (TIMP). Neurohormones and cytokines regulate MMP and TIMP actions. Their role in CHF has not been studied. The purpose of this study was to examine the role of MMP and TIMP in patients with CHF, with and without cardiac cachexia, a condition that is associated with neurohormonal activation and increased mortality.  Methods: We studied 30 men with CHF, NYHA II-IV, of whom 20 had cachexia, aged 66±9 (mean±SD), and LV ejection fraction  (EF) 28±8%. We measured serum levels of metalloproteinase-1 (MMP-1), metalloproteinase-3 (MMP-3) and tissue inhibitor of metalloproteinases-1  (TIMP-1). Cachexia was defined as the loss of >7.5% of body weight, in a 6-month period, which was not caused by diet or edema absorption.  Results: MMP-1 and MMP-3 were significantly increased in patients with cardiac cachexia compared to those without cachexia (30±40 vs 11±8 and 231±170 vs 130±100 ng/ml, p<0.05 respectively). Levels of TIMP-1 were relatively increased in patients with CHF and cardiac cachexia (360±170 vs 251±150 ng/ml, p<0.08).  Conclusion: In this study it is shown for the first time that in patients with CHF and cardiac cachexia there is intense activation of MMP-1 and MMP-3 and to a lesser degree activation of TIMP-1. The disturbance of MMP/TIMP equilibrium is a possible mechanism of LV remodeling and may serve as marker of adverse prognosis in patients with cardiac cachexia
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