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Recent attempts to develop new heart failure pharmacologic agents, which are safe and effective, have been disappointing.  In contrast, electronic devices, blood pumps, and surgical therapies have demonstrated success in heart failure clinical trials.  Despite these setbacks, the quest for newer pharmacologic interventions continues.  Levosimendan is a calcium-sensitizing agent that binds to troponin-C and increases the force of contraction at a given calcium concentration.  It is an inodilator with positive lusitropic properties.  Enoximone is an oral phosphodiesterase-III inhibitor that prevents the breakdown of cAMP.  It is a positive inotropic agent and a vasodilator.  MCC-135 is a myocyte calcium modulating agent that enhances calcium uptake by the sarcoplasmic reticulum, thereby inhibiting calcium overload in the myocytes.  Tezosentan, an endothelin receptor antagonist, is an arterial and venous dilator that inhibits adverse effects of endothelin-1.  Eplerenone is a selective aldosterone antagonist, which blocks multiple adverse effects of aldosterone.  Vasopressin inhibitors act in the collecting duct of the kidney to promote free water excretion, and in the vasculature to promote vasodilation.  An adenosine receptor blocker inhibits adenosine receptors in the renal afferent arterioles and convoluted tubules causing a potassium-neutral diuresis and improved renal blood flow.  The pFOX inhibitor, ranolazine, inhibits fatty acid oxidation and shifts energy utilization to glucose and lactate.  It has anti-ischemic properties and improves contractile dysfunction.  These agents currently are undergoing clinical trials to determine efficacy and safety.

