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ANTIOXYDANTS AND CONGESTIVE HEART FAILURE (Invited Lecture)
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Despite recent progress in the management of congestive heart failure (CHF), mortality remains high. ACE inhibitors, Beta-adrenergic blockers and the aldosterone blocker, sprironolactone, have been shown to improve survival in these patients. Nevertheless, despite the use of such agents, mortality from progressive heart failure remains high, suggesting that attenuation of neurohumoral pathways may not be sufficient to allow adequate control of the progressive left ventricular remodeling process in these patients.     The underlying mechanisms of this detrimental remodeling are multiple, but oxidative stress seems to have a major role. Neurohumoral activation and increased markers of inflammation at the systemic and tissue level promote tissue damage and oxidative stress. Angiotensin-II induces cell damage and the formation of peroxynitrite, an oxidized and toxic metabolites of NO. Catecholamines promote direct tissue injury through oxygen-derived free radical formation. There is evidence suggesting that oxidative stress is increased in the setting of experimental and clinical CHF, with increased oxygen-derived free radical production, reduced antioxidant reserve and increased lipid peroxydation by oxygen-derived free radicals. In addition, plasma lipid peroxide and malondialdehyde levels correlate with the NYHA functional class of heart failure. The use of antioxidants treatment in experimental and clinical LV dysfunction will be reviewed.
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