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OVERVIEW

Introduction

Dronedarone is an antiarrhythmic and a synthetic derivative of amiodarone that is used for maintaining sinus
rhythm for patients with atrial fibrillation or flutter. Dronedarone is associated with a variable rate of serum
enzyme elevations during therapy and to rare instances of clinically apparent liver injury, which can be severe
and have resulted in deaths and need for liver transplantation.

Background

Dronedarone (droe ne’ da rone) is a synthetic derivative of amiodarone, a benzofuran derivative that is a
structural analogue of thyroid hormone. However, unlike amiodarone and thyroxine, dronedarone is not
iodinated and was specifically designed to avoid some of the end-organ adverse effects associated with
amiodarone use. Dronedarone, like amiodarone, has a multitude of electrophysiologic properties, including
inhibition of several potassium currents as well as sodium and slow L-type calcium channels. In clinical trials,
dronedarone improved maintenance of sinus rhythm in patients with atrial fibrillation or flutter. Dronedarone
was approved for use in the United States in 2009 and its current indications are for oral treatment of
paroxysmal or persistent atrial fibrillation or flutter. Dronedarone is available in tablets of 400 mg under the
brand name Multaq and the recommended maintenance dose in adults in 400 mg twice daily (an initial loading
dose of twice that amount if usually recommended). Side eftects of dronedarone include gastrointestinal upset,
nausea, diarrhea, headache and mild elevations in serum creatinine. Recent large, long term trials of
dronedarone have suggested that its use is associated with an increased risk in cardiovascular events, heart
failure, stokes and deaths in certain populations.

Hepatotoxicity

Chronic therapy with dronedarone has been associated with mild serum enzyme elevations in up to 12% of
patients, but similar rates were found in comparator arms and even in placebo recipients. The serum
aminotransferase elevations that occur during chronic dronedarone therapy are generally mild-to-moderate in
severity and asymptomatic, rarely requiring discontinuation or dose modification. In preapproval clinical trials,
clinically apparent liver injury was not described. Since its approval and more wide scale use, however,
dronedarone has been linked to several cases of clinically apparent liver injury with jaundice, some of which
have been severe. The onset of injury ranged from 2 to 11 months and the clinical presentation was similar to
acute viral hepatitis, with symptoms of fatigue and abdominal discomfort followed by jaundice and a
hepatocellular pattern of serum enzyme elevations. Several instances have resulted in acute liver failure requiring
emergency liver transplantation. However, specific clinical features of cases of clinically apparent liver injury



2 LiverTox

from dronedarone have not been well defined and the relationship of dronedarone to the described liver injury
has not always been well documented.

Likelihood score: C (probable cause of clinically apparent liver injury).

Mechanism of Injury

The cause of dronedarone hepatotoxicity is not clear. The clinical presentation of injury is somewhat different
than that described commonly associated with amiodarone which shares clinical features with alcoholic liver
injury marked by insidious onset, minimal serum enzyme elevations, and liver histology showing steatosis and
ballooning degeneration with fibrosis and Mallory bodies. Dronedarone is extensively metabolized by the
cytochrome P450 system (predominantly CYP 3A) and the liver injury may be due to a toxic metabolite.

Outcome and Management

The liver injury attributed to dronedarone can be severe and lead to liver failure and death. There are no known
specific therapies for reversing dronedarone effects. There is also no information about cross sensitivity with
hepatic injury from amiodarone, but other approaches to atrial arrhythmia control are probably advisable.

Drug Class: Antiarrhythmic Agents

PRODUCT INFORMATION

REPRESENTATIVE TRADE NAMES

Dronedarone — Multaq®

DRUG CLASS

Antiarrhythmic Agents

COMPLETE LABELING

Product labeling at DailyMed, National Library of Medicine, NIH

CHEMICAL FORMULA AND STRUCTURE

DRUG CAS MOLECULAR STRUCTURE
REGISTRY NO. FORMULA

Dronedarone 141626-36-0 C31-H44-N2-05-S cH
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