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NEW CARDIAC ENHANCERS FOR THE TREATMENT OF ACUTE HEART FAILURE SYNDROMES: CLINICAL ADVANTAGES AND DRAWBACKS
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Many drugs have been used in order to improve symptoms and re-hospitalization rates of patients with acute heart failure syndromes, including inotropes (beta agonists, milrinone), diuretics and vasodilators. However, the use of traditional inotropic agents has been associated with increased mortality. New cardiac enhancers have been developed during the last years, based on novel pathophysiologic concepts. Levosimendan is a calcium sensitizer and ATP dependent potassium channel opener that have positive inotropic, vasodilatory, and cardioprotective effects. This drug is more effective than classical inotropes in improving systolic function and reducing congestion, without causing cardiomyocyte death or increasing myocardial oxygen uptake. Recent randomized trials (REVIVE II, SURVIVE) showed that levosimendan is not superior to placebo or dobutamine in improving one- and six-month mortality, although it caused a greater reduction of neurohormonal response. Istaroxime is a novel agent that has both positive inotropic (inhibitor of Na K ATPase) and lusitropic (SERCA 2 α enhancer) properties. Experimental and small human studies have shown that istaroxime improves myocardial contractility, hemodynamics and diastolic relaxation without inducing proarrhythmic or ischemic effects in the failing heart. Ongoing phase 2 trials (HORIZON HF) investigate the safety and efficacy of drug in the setting of acute heart failure. Cardiac myosin activators are recently discovered small molecules that have been found to directly stimulate the activity of the cardiac myosin motor protein, thereby enhancing cardiac contractility in the absence of changes in intracellular calcium.  CK 1827452 is currently in a phase 1 clinical trial to study its role as a potential treatment for acute heart failure syndromes.  

