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CHRONIC ORAL TREATMENT WITH PST-2744, A NOVEL AGENT TO TREAT HF, IMPROVES HEART RATE VARIABILITY (HRV) IN CARDIOMYOPATHIC HAMSTER
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We previously demonstrated in cardiomyopathic BIO-TO.2 hamster, an autonomic imbalance similar to that observed in human heart failure (HF). PST-2744, is a new compound to treat HF: it induces an improvement of cardiac contractility and relaxation combined to a reduction of peripheral resistances without reactive chronotropic changes. To evaluate PST-2744 on BIO-TO.2  HRV, a group of cardiomyopathic hamster were treated with PST-2744 (30 mg/Kg/day orally) from 12 weeks until 27-29 weeks of age, a group of untreated BIO-TO.2 and a healthy group of BIO-F1B hamsters were also used. Standard Deviation of RR-intervals (SD) was reduced in BIO-TO.2 in comparison to healthy (3.4±1.7 vs 2.4±6.5; p<0.001) suggesting an increased sympathetic and/or depressed parasympathetic tone. Frequency-domain analysis showed that total power (TP) is markedly reduced in BIO-TO.2 (0.14±0.14 vs 7.7±4.1, p<0.001). This reduction concerned both low- (LF) and more, high-frequency (HF) which correspond to parasympathetic activity. LF/HF in BIO-TO.2 was increased with respect to BIO-F1B (2.3±0.7 vs 1.4±0.7; p<0.05) suggesting an increased sympathetic tone. PST-2744 partially restore cardiac autonomic control; SD was increased (11.2±8.2; p<0.05 vs untreated), TP was also increased (2.4±2.6; p<0.05) and distribution of LF and HF was similar to that observed in healthy, thus normalizing LF/HF (1.6±1.6; n.s. vs BIO-F1B). These results demonstrates that treatment with PST-2744 preserve cardiac autonomic control of BIO-TO.2 hamster. These findings and others showing an improvement of cardiac function and a better survival rate in PST-2744 treated cardiomyopathic hamsters, strongly suggest the interest of this new coming compound in the treatment of advanced HF.
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