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OVERVIEW

Introduction
Colchicine is a plant alkaloid that is widely used for treatment of gout. Colchicine has not been associated with 
acute liver injury or liver test abnormalities except with serious overdoses.

Background
Colchicine (kol' chi seen) is an ancient medication that has been used for the treatment of gout for centuries. 
Colchicine is a plant alkaloid derived from several members of the lily family, including meadow saffron or 
autumn crocus (originally found in the district of Colchis and called colchicum). Colchicine inhibits 
microtubule and spindle formation and is believed to act by interference with leukocyte migration to the site of 
uric acid crystal formation, thereby reducing production of inflammatory mediators. Colchicine does not lower 
serum and tissue uric acid levels, but is effective in relieving the pain and swelling of acute gout. Colchicine was 
officially approved for use in the United States in 1961 and it is still widely used with several million 
prescriptions filled yearly. Current indications include therapy of acute attacks of gout and as maintenance 
therapy in combination with other agents to prevent attacks. Colchicine is available in multiple generic forms in 
tablets of 0.5 and 0.6 mg, as well as in fixed combinations with probenecid. The usual adult dose of colchicine is 
one tablet daily or every other day. Parenteral preparations for intravenous use are also available. Colchicine is 
also used for familial Mediterranean fever and prevention of amyloidosis. Colchicine has a narrow therapeutic 
window and side effects are common, particularly with high doses. Common complaints include gastrointestinal 
upset, diarrhea, nausea, vomiting and hypersensitivity reactions. Overdosage can be fatal.

Hepatotoxicity
Chronic therapy with colchicine is uncommonly associated with serum aminotransferase or alkaline 
phosphatase elevations and has, indeed, been used off label as therapy of liver diseases, including alcoholic 
hepatitis and primary biliary cirrhosis. Despite decades of wide spread use, there have been no published cases 
of idiosyncratic liver disease attributed to colchicine use. Interestingly, liver biopsies done in patients receiving 
colchicine often show scattered mitotic figures in hepatocytes (ring mitoses) without accompanying liver cell 
injury.

In high doses, however, colchicine is associated with severe toxicity which can involve the liver. Intentional as 
well as accidental overdoses of colchicine can be severe and even fatal, usually presenting with vomiting, 
diarrhea, weakness and metabolic acidosis followed by rhadbomyolysis, shock, sepsis, coma and multiorgan 
failure. Liver test abnormalities can occur but may be due to rhabdomyosis rather than liver injury. Acute liver 
failure may arise later, perhaps as a result of shock and multiorgan failure. Colchicine overdose is rarely 



associated with frank jaundice or with a hepatitis-like presentation. The liver abnormalities are probably 
secondary to ischemic injury to the liver or sepsis.

Likelihood score: E (unlikely cause of clinically apparent liver injury).

Mechanism of Injury
The mechanism of colchicine hepatotoxicity is believed to be inhibition of microtubule or spindle formation and 
mitotic arrest. Indeed, colchicine is used in the laboratory to inhibit microtubular function and for mitotic 
chromosomal preparations. Colchicine undergoes extensive hepatic metabolism and hepatic adverse events 
might be more common without the safety valve of gastrointestinal side effects. Colchicines hepatic safety is 
probably due to the low daily dose taken (less than 1 mg daily).

Outcome and Management
Cases of acute liver injury attributed to colchicine overdose have been self-limited, and the other toxicities of this 
agent generally overshadowed the hepatic injury. No convincing instances of acute liver failure, vanishing bile 
duct syndrome or chronic liver injury due to colchicine have been reported.
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