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Introduction

Heart failure remains a major unmet medical need. Despite recent Identification of drug-induced positive inotropy Concentration-effect curves

advances 1n the treatment of heart failure, in patients with reduced ejection

fraction, high morbidity and mortality are not reduced by any treatment Na¢/K* pump inhibitor Myosin activator Ca** sensitizer 250 -
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originate from the incomplete understanding of the underlying e ¥ \/? | g B vt | I

pathophysiological mechanism and the lack of a relevant model to aid the ’ g o o i < _

selection of the best candidates for clinical development. The inability of 5 i b e B Vetic - . S
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pathological state results in limited translation and high clinical attrition. 3 adrencceptor agonist SBE3 iR .
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and tools to bridge the translational gap by enabling large scale utilization §. j\r TS ' ; , :f - I

of human primary cells and tissue. Access to cardiac tissue and £ o ¢ o +

cardiomyocytes from healthy as well as heart failure hearts, obtained from [ . £ o e o
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investigation of the pathophysiology to a level unattainable 1n the past. To
facilitate the i1dentification of molecules with the most desirable efficacy
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Methods and Selection of inotropes |
Adult human primary ventricular myocytes isolated from ethically soproterana! |
consented donor’s hearts were used to measure fractional sarcomere Quabain {

shortening induced by field-stimulation and recorded using the lonOptix™ Digoxin
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when a steady-state effect was achieved. Four to five ascending L cay-K 3:“4 ]
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/ Red and green colors indicate decrease and increase of >25% and 10% change, respectively. Black colors indicate no effect (<-25% < % change <
/ 10%). Numbers 1n boxes indicate means % change relative to vehicle, except for AC and CE (% incidence).
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Drug Inotropic Effect Mechanism of Action
Digoxin Na /K" pump inhibition
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