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March 10, 2011        
 
Dear Health Care Professional: 
 
Subject: Updated Safety Information for Multaq® (dronedarone) in regards to 

hepatocellular liver injury  
 
 
Sanofi-aventis Canada Inc. in collaboration with Health Canada, would like to inform 
you of important new safety information regarding Multaq (dronedarone).  
 
During the 16 months following initial launch of Multaq (July 20th, 2009), 155 post-
marketing cases (87 serious cases) reporting hepatobiliary adverse events, including rare 
cases of hepatic failure, have been received. Some cases were suspected of drug-induced 
hepatic injury with a predominant hepatocellular pattern of injury, including two foreign 
post-marketing case reports of acute hepatic failure requiring transplantation. A definitive 
causal relationship between Multaq and these cases has not been established.  
 
Exposure to Multaq through September 2010 was estimated at 79,503 patient-years.  
 
Multaq is indicated for the treatment of patients with a history of, or current atrial 
fibrillation to reduce the risk of cardiovascular hospitalization due to atrial fibrillation.  
 

• Healthcare professionals should discuss with their patients this new important 
safety information regarding Multaq treatment.  

• Patients treated with Multaq should be advised to immediately report symptoms 
suggesting hepatic injury (such as anorexia, nausea, vomiting, fatigue, right upper 
abdominal quadrant pain, jaundice, dark urine, or itching).  

• It has not been established that routine periodic monitoring of hepatic enzymes 
would enable early detection of severe liver injury. However, healthcare 
professionals should consider obtaining periodic hepatic serum enzymes, 
especially during the first 6 months of treatment.  

• If hepatic injury is suspected, Multaq should be discontinued immediately and 
followed by necessary blood tests.  

• The safety of restarting Multaq in patients who have sustained liver injury from 
any cause is unknown; accordingly, its use in such patients is not recommended.   

 



The two cases of acute hepatic failure requiring transplantation occurred at 4.5 and 6 
months after initiation of Multaq in patients with previously normal hepatic serum 
enzymes. Both patients were female and approximately 70 years of age.  
 
In the first case, the patient had underlying intermittent atrial fibrillation, arterial 
hypertension and stable coronary artery disease. She was treated with Multaq for 4.5 
months. Two weeks prior to hospitalization she reported increased exhaustion and 
tiredness. One week prior to admission she discontinued Multaq, and at the time of 
admission she was noted to have jaundice, coagulopathy, transaminitis and 
hyperbilirubinemia, which progressed to hepatic encephalopathy over the next nine days. 
A pre-transplant workup did not reveal another etiology of liver failure. 
 
In the second case, the patient had a medical history of paroxysmal atrial fibrillation and 
Sjögren’s syndrome. Following 6 months of treatment with Multaq, she developed 
weakness, abdominal pain, coagulopathy, transaminitis and hyperbilirubinemia. She was 
transplanted 1 month later; no alternate etiology for liver failure was identified in the 
transplant work-up. In both cases, the explanted liver showed evidence of extensive 
hepatocellular necrosis.  
 
Sanofi-aventis has been working with Health Canada, and Multaq Product Monograph 
was revised to include this new safety information.  
 
Managing marketed health product-related adverse reactions depends on health care 
professionals and consumers reporting them. Reporting rates determined on the basis of 
spontaneously reported post-marketing adverse reactions are generally presumed to 
underestimate the risks associated with health product treatments. Any case of serious 
hepatocellular liver injury or other serious or unexpected adverse reactions in patients 
receiving Multaq (dronedarone hydrochloride) should be reported to sanofi-aventis 
Canada Inc. or Health Canada at the following addresses: 
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