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NOVEL DRUG THERAPIES FOR HEART FAILURE
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The quest to develop new pharmacologic therapies for heart failure has been disappointing.  In contrast, electronic device therapies (ICD, CRT), mechanical therapies (ultrafiltration, circulatory pumps), and surgical therapies (CorCap, Dor) are proven to be successful.  Several classes of pharmacological agents currently are undergoing clinical trials.  Levosimendan is a calcium sensitizing agent that binds to troponin-C and has postive inotropic and lusitropic properties. It is approved for use in many countries, but awaits U.S. FDA review.  The xanthine oxidase inhibitor, oxypurinol, a metabolite of allopurinol, decreases oxidative stress, and increases the sensitivity of myofilaments to calcium without increasing MVO2.  Enoximone is an oral phosphodiesterase III inhibitor that prevents degradation of cAMP, thereby enhancing contractility and vasodilation.  Carperitide is synthetic ANP, approved for use in Japan since 1995.  It is an intravenous natriuretic peptide that acts as a balanced vasodilator.  The adenosine A1 receptor antagonist (KW-3902) blocks the A1 receptor in the renal afferent arteriole and increases renal blood flow.  It also blocks reabsorption of sodium in the proximal tubules, promoting a potassium-neutral diuresis.  Vasopressin inhibitors block vasopressin receptors in the collecting duct, increase free water excretion, and improve dilutional hyponatremia.  These investigative pharmacologic agents currently are undergoing clinical trials to demonstrate efficacy and safety.

