Repolarisation Rate: an integrative biomarker of cardiac action potential repolarisation
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Introduction

Background

The pro-arrythmic potential of new chemical entities (NCE’s)

continues to be an issue in drug development [1].

Objectives

The aim was a preliminary evaluation of the utility of a novel
biomarker (ReRa) summarising and discriminating the slope

Input parameters included in vitro measurements of the ICs,
(uM) and ny of 6 compounds (Table 1) at hERG (l,), Nav1.5
(Ina), Cavi1.2/b2/a2-d (Ic,), ks and I, and the effective
therapeutic plasma concentration (ETPC; uM) of these same
compounds [3]. lon channel assemblies were assumed to
recapitulate the properties of the physiological current.
Extraction of the membrane potentials (mV) at which 50 (V,, 5,)

Results

ReRa separated bepridil (range = -0.92 to -0.87) from dl-sotalol
(-1.04 to -0.98), amiodarone (-1.06 to -1.01), astemizole (-1.07
to -1.02) and dofetilide (-1.07 to -1.02) (Fig 2). Additional ion
channel affinities of bepridil beyond those specified for the other
compounds shown here maybe an explanatory variable (Fig 2).
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