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classification antiarrhythmic properties

Celivarone exhibits effective antiarrhythmic properties in several ventricular ischemia- or reperfusion-induced
arrhythmia animal models as well as in in vitro and in vivo atrial fibrillation (AF) models. Its electrophysiological
properties are similar to amiodarone (multifactorial mode of action) but with different relative effects on the ion
channels.

At the ventricular level, celivarone shows antiarrhythmic activities by suppressing reperfusion-induced arrhythmias
(i.v. and oral routes) and reducing the early mortality due to myocardial infarction (oral route) in animal models. At
the atrial level, celivarone was effective in AF animal models with restoration of sinus rhythm and/or prevention of
AF induction and recurrence.

In patients, the dose-ranging studies conducted in adults have confirmed the good safety/tolerability profile of the
drug but did not allow for the demonstration of efficacy for the prevention of AF or ventricular arrhythmia at oral
doses of up to 300 mg/day.

Safety/Tolerability Safety/tolerability was good in the clinical trials conducted in adult patients. In a dose-ranging study in 673 adult
patients treated for AF, the drug was tested at a daily oral dose of 50 mg, 100 mg, 200 mg, or 300 mg for 3 months.
In another study of 150 patients with recent onset AF, patients were given up to 600 mg once daily for 2 days.

In a dose-ranging study in 486 adult patients with ventricular arrhythmia and an implantable cardioverter
defibrillator, the drug was given at a dose of 50 mg, 100 mg, and 300 mg daily for a median duration of 9 months
(maximum up to 18 months). Cardiovascular events were the most frequently reported adverse events, but these
were possibly related to the spontaneous natural history of the disease rather than to a drug effect because there
was no evidence of a dose effect in the drug-treated groups for adverse events, serious adverse events, or adverse
events leading to discontinuation of treatment. The analyses conducted on adverse events in the active treatment
groups in comparison to placebo indicated an overall good safety profile and an improved safety profile with regard
to organ toxicity like thyroid effects in comparison to the comparator (amiodarone). Details on the adverse events
reported can be found in the publications (see link) of these clinical studies.
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Due to the mechanism of action, patients with a prolonged QT-interval or other similar risk factors will have to be
excluded.

http://clinicaltrials.gov/ct2/results?term=SSR149744C+or+celivarone

No pediatric studies were conducted during the past clinical development.

http://www.ncbi.nlm.nih.gov/pubmed?term=SSR149744C%200r%20celivarone
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