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OVERVIEW

Introduction
Clofibrate is a fibric acid derivative used in the therapy of hypertriglyceridemia and dyslipidemia. Clofibrate 
therapy is associated with mild and transient serum aminotransferase elevations and with rare instances of acute 
liver injury.

Background
Clofibrate (kloe fye' brate) is a fibric acid derivative. The lipid lowering activity of clofibrate is probably mediated 
by its interactions with the peroxisome proliferator activated receptor alpha (PPARα), which regulates gene 
expression of enzymes involved in fatty acid oxidation. Clofibrate increases lipoprotein lipase levels which 
enhances clearance of triglyceride rich lipoproteins. Clofibrate was available for many years and frequently used 
in the therapy of hypertriglyceridemia (Fredrickson types IV and V hyperlipidemia) and hypercholesterolemia 
(Fredrickson types IIa and IIb). Use of clofibrate decreased with the availability of statins for therapy of 
hyperlipidemia and subsequently it was withdrawn from use in 2002. Clofibrate was available previously in 
generic forms and under the brand name of Atromid-S as capsules of 500 mg. The recommended dosage was 2 
grams daily in divided doses. Common side effects of clofibrate include headache, muscle aches and 
gastrointestinal upset. Fibrates have multiple drug interactions requiring careful review and use.

Hepatotoxicity
Mild, transient serum aminotransferase elevations develop in a small proportion of patients receiving clofibrate, 
but values above 3 times normal occur in 2% or less. These abnormalities are usually asymptomatic and 
transient, resolving even with continuation of clofibrate. There have been rare reports of clinically apparent liver 
injury in patients on clofibrate. Onset of injury is usually after 2 to 3 months of treatment and the pattern of 
serum enzyme elevations can be either cholestatic or hepatocellular. Symptoms of immunoallergic hepatitis are 
rare as are autoantibodies. Chronic therapy with clofibrate has also been linked to an increased rate of gallstones, 
particularly among patients with chronic cholestatic liver disease (primary biliary cirrhosis).

Likelihood score: D (possible rare cause of clinically apparent liver injury).

Mechanism of Injury
The mechanism of hepatotoxicity of clofibrate is not known but may relate to formation of toxic intermediates or 
interference with normal hepatic enzyme function. The development of gallstones during clofibrate therapy may 



relate to its effects in increasing cholesterol while lowering bile acid secretion in bile, thus favoring cholesterol 
supersaturation.

Outcome and Management
There have been no reports of acute liver failure, chronic hepatitis, cirrhosis or vanishing bile duct syndrome 
related to clofibrate therapy. There is likely to be some degree of cross reactivity to hepatotoxic reactions to 
fibrates, but not to statins.
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