
NLM Citation: LiverTox: Clinical and Research Information on Drug-
Induced Liver Injury [Internet]. Bethesda (MD): National Institute of 
Diabetes and Digestive and Kidney Diseases; 2012-. Benzbromarone. 
[Updated 2017 Sep 5].
Bookshelf URL: https://www.ncbi.nlm.nih.gov/books/

Benzbromarone
Updated: September 5, 2017.

OVERVIEW

Introduction
Benzbromarone is a nonpurine xanthine oxidase inhibitor used for the treatment of gout, but never approved for 
use in the United States because of concerns over reports of acute liver injury and deaths with its use.

Background
Benzbromarone (benz broe' ma rone) is a nonpurine inhibitor of xanthine oxidase that shares no structural 
homology to allopurinol or to hypoxanthine, but rather is a structural homologue of amiodarone and 
dronedarone. Therapy leads to lowering of serum uric acid levels within a few weeks, and chronic therapy has 
been shown to decrease uric acid levels into target levels of less than 6 mg/dL and to decrease acute gouty 
attacks. Benzbromarone was approved for use in Europe and Asia, but was not licensed in the United States 
because of concerns over hepatotoxicity. Benzbromarone was withdrawn by its sponsor in 2003 because of 
continuing concerns over hepatotoxicity.

Hepatotoxicity
Liver test abnormalities have been reported to occur rarely during benzbromarone therapy, in only 0.1% of 
patients in clinical trials. Furthermore, it was used widely for many years without reports of hepatotoxicity until 
the late 1980s, after which several cases of acute liver injury and acute liver failure during benzbromarone 
therapy were published. Hepatic injury arises after 1 to 6 months of therapy presenting with jaundice and 
fatigue, usually with a hepatocellular pattern of enzyme elevations. Immunoallergic symptoms (rash, fever) are 
uncommon. Low levels of autoantibodies have been reported in some cases with liver histology demonstrating 
chronic active hepatitis, particularly if benzbromarone is not stopped promptly. Upon stopping therapy, 
resolution is typically within 1 to 3 months. The hepatic injury from benzbromarone is similar to that reported 
with benzarone, a structurally related drug that was used for peripheral vascular disease, but also withdrawn also 
because of concerns over hepatotoxicity.

Likelihood score: B (highly likely but rare cause of clinically apparent liver injury).

Mechanism of Injury
The mechanism of benzbromarone hepatotoxicity is believed to be due to its hepatic metabolism by CYP 2C9 
and possible effects of the parent compound or its metabolites on mitochondrial function. Benzbromarone is a 
benzofuran and shares structural similarities with benzarone and amiodarone, all three of which affect 
mitochondrial function.



Outcome and Management
Acute cases of benzbromarone and benzarone hepatotoxicity have varied in severity, but a high proportion of 
cases developed acute liver failure leading to death or emergency liver transplantation. Chronic liver injury and 
vanishing bile duct syndrome related to these agents have not been reported. Recurrence is common and can be 
severe with rechallenge which should be avoided.

Drug Class: Antigout Agents
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