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    Abstract

BAY y 5959 is a dihydropyridine derivative that binds tol-type calcium channels in a voltage-dependent manner and promotes calcium entry into the cell during the plateau of the action potential by influencing mean open time. Because myofilament responsiveness to calcium is preserved in congestive heart failure (CHF), the inotropic responsiveness to this compound should be preserved in CHF, and tolerance should not develop despite long-term treatment. To test these hypotheses, CHF was induced in 14 chronically instrumented dogs by daily (30 ± 5 days) intracoronary microsphere injections. The effects of BAY y 5959 (2-h i.v. infusions of 3 μg/kg/min and 10 μg/kg/min) were determined before heart failure, after heart failure was established and then 2 h after the end of a 5-day continuous BAY y 5959 intra-atrial infusion. Before CHF, the positive inotropic effect of BAY y 5959 at a dose of 10 μg/kg/min [left ventricular dP/dt(LVdP/dt) increased from 2955 ± 132 mmHg to 4897 ± 426 mmHg, P < .05] was associated with bradycardia (HR decreased from 92 ± 4 to 78 ± 6 b/min, P <.05), slight increases in mean arterial pressure (it increased from 100 ± 2 mmHg to 113 ± 5 mmHg, P <.05) and did not alter left ventricular end-diastolic pressure. In CHF, BAY y 5959 continued to induce dose-dependent increases in left ventricular systolic pressure, LVdP/dt and mean arterial pressure, as well as causing bradycardia and a significant decrease in left ventricular end-diastolic pressure. After a 5-day infusion of BAY y 5959, base-line LVdP/dt and left ventricular end-diastolic pressure improved. The responses of LVdP/dt and mean arterial pressure to BAY y 5959 were similar to those of the control state. The sustained responses in CHF and after long-term infusion suggest that BAY y 5959 may be an effective and potent inotropic agent for treatment of CHF that does not lead to tolerance to its positive inotropic effects.
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