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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 effects 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 



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.
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parallel-group study to evaluate the efficacy and safety of dronedarone versus amiodarone in patients with 
persistent atrial fibrillation: the DIONYSOS study. J Cardiovasc Electrophysiol 2010; 21: 597-605. PubMed 
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(Controlled trial of dronedarone vs amiodarone in 504 patients with persistent atrial fibrillation found higher rate 
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Expert Opin Drug Saf 2010; 9: 189-99. PubMed PMID: 20001756.
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21383666.

(Warning from FDA of several cases of severe liver injury and liver failure, two requiring transplantation, during 
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Safety of dronedarone (Multaq). Med Lett Drugs Ther 2011; 53 (1379-1380): 103-4. PubMed PMID: 22173456.

(Discussion of safety of dronedarone mentioning studies showing that its use is associated with an increased risk of 
stroke, heart failure and cardiovascular death).

Joghetaei N, Weirich G, Huber W, Büchler P, Estner H. Acute liver failure associated with dronedarone. Circ 
Arrhythm Electrophysiol 2011; 4: 592-3. PubMed PMID: 21846890.
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(Analysis of health care database of 10,455 adults with atrial fibrillation or flutter seen between 2009 and 2010 for 
serious outcomes including myocardial infarction, stroke, congestive heart failure, interstitial lung diseaes and 
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dronedarone therapy).

Hohnloser SH. Dronedarone: "Real-world" data vis-à-vis data from randomized clinical trials. J Am Coll Cardiol 
2014; 63: 2385-7. PubMed PMID: 24727252.

(Editorial in response to analysis of a Swedish registry by Friberg [2014]).
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(Retrospective analysis of frequency of prescriptions for dronedarone for the year before and year after the FDA 
issued a warning letter concerning liver injury at a single medical referral center showed a 50% decrease in 
number of prescriptions, but no increase in rate of ALT monitoring of recipients).
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(Among 899 cases of drug induced liver injury enrolled in a US prospective study between 2004 and 2013, 5 cases 
were attributed to amiodarone and 2 to dronedarone).
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