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NEW THERAPIES IN HEART FAI8LURE MANAGEMENT (Invited Lecture)
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Heart failure (HF) is characterized by hemodynamic and neurohormonal abnormalities.  HF symptoms may be improved by normalizing hemodynamics whereas progression may be slowed by neurohormonal and cytokine modulation.  Angiotensin-II receptor antagonists are gaining acceptance as alternative therapy for ACE intolerant patients, and as add-on therapy with ACE inhibitors to reduce morbidity.  The CHARM Study will provide more information about survival outcomes. Endothelin antagonists (bosentan, tezosentan) have not produced additional benefits over standard HF therapy. The vasopeptidase inhibitor, omapatrilat, probably is equivalent but not superior to enalapril.  A selective aldosterone receptor antagonist, eplerenone, which prevents endothelial dysfunction, tissue fibrosis, and inflammation from aldosterone is undergoing clinical trial evaluation.  Vasopressin receptor antagonists increase free-water clearance and improve hyponatremia in patients with anasarca.  Adenosine receptor antagonism maintains renal function by dilation of the afferent arteriole while causing natriuresis. Cytokine modulation therapy with ultraviolet light, ozone, and heat reduced death and hospitalization in a pilot study.  The myocyte calcium modulating agent, MCC-135, enhances calcium uptake by the sarcoplasmic reticulum and inhibits calcium overload in cardiac myocytes.  Enoximone is an oral phosphodiesterase-III inhibitor which has positive inotropic and vasodilating properties.  Levosimendan is a calcium sensitizing agent that binds to troponin-C increasing contractility while opening K+ channels and promoting vasodilation.  Other agents including pFOX inhibitors and sodium channel enhancers have shown promise as future heart failure therapies but await clinical trials in humans.
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