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Cardiotoxicty remains a paramount concern in drug development. The FDA mandates significant preclinical analyses of
emerging pharmaceuticals, and findings from in vitro and animal models provide guidance regarding the necessary level of
cardiotoxity monitoring during the early clinical phases of drug development. Assessments of cardiotoxicity can include serial
electrocardiograms (ECGs), Holter-monitoring, telemetry, plasma or serum biomarker tests, or even advanced structural and
functional imaging modalities. Thorough QTc studies may also be undertaken to examine the risk for arrhythmias. However,
for presumed low-risk compounds, cardiac monitoring may be minimal.

Our recently established registry (n~1,000) of study participants in early-phase clinical trials includes demographic
information and ECG data (heart rate, intervals, segments, and overall interpretation) for all registrants and the Holter-report
findings (numbers of pauses, accelerations, and decelerations in a 24-hour period and an overall interpretation) for nearly half
of the registrants. Participants are considered normal healthy after evaluation of clinical laboratory tests, physical examination,
and medical and medication histories. Standard statistical analyses of the ECG and Holter-reports of the individuals in our
registry of normal healthy participants have been computed. These will be compared historically established normal ECG
parameters. ECG parameters and findings will also be compared between individuals with normal and abnormal Holter-reports.
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