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OVERVIEW

Introduction
Eluxadoline is a mixed opioid receptor agonist (mu) and antagonist (delta) that is used to treat diarrhea-
predominant irritable bowel disease. Eluxadoline is associated with a low rate of serum aminotransferase 
elevations that appear to be due to isolated instances of sphincter of Oddi spasm and/or pancreatitis that occurs 
most frequently in persons without a gallbladder.

Background
Eluxadoline (el" ux ad' oh leen) is mixed opioid receptor agonist and antagonist, having agonist activity for the 
mu (µ) receptor and antagonist activity for the delta (δ) receptor. This combination of activities leads to its 
activity in reducing bowel transit and decreasing pain without the side effects that occur with mu receptor 
agonism alone. Eluxadoline is also minimally absorbed and thus does not have the central nervous system effects 
of typical opiates and does not require DEA restrictions. Several prospective controlled trials have shown that 
eluxadoline decreases gastrointestinal discomfort and symptoms in patients with diarrhea-predominant irritable 
bowel syndrome and it was approved for this use in the United States in 2015. Eluxadoline is available in tablets 
of 75 and 100 mg under the brand name Viberzi. The recommended dose is 100 mg twice daily with dose 
reduction based upon tolerance. Side effects include constipation, nausea, and abdominal pain. Uncommon, but 
potentially severe adverse reactions include severe abdominal pain due to spasm of the sphincter of Oddi or 
pancreatitis, complications that occur mostly in patients without a gallbladder or with preexisting pancreatic or 
hepatobiliary disease.

Hepatotoxicity
In preregistration clinical trials, serum aminotransferase elevations were uncommon during eluxadoline therapy 
and in pooled analyses ALT elevations above 3 times the upper limit of normal occurred in 2% to 3% of 
eluxadoline- vs 1% of placebo-treated subjects. More detailed analysis found rare instances of marked ALT and 
AST elevations with eluxadoline therapy, not seen with placebo treatment. These more marked elevations were 
sometimes accompanied by abdominal pain and signs of sphincter of Oddi spasm (as can occur with opioid 
therapy) or pancreatitis. The abnormalities also arose largely in patients without a gallbladder or with a history 
of pancreatitis or hepato-biliary disease. Subsequent to the approval of eluxadoline and its more widescale use, 
over a hundred reports of pancreatitis (including 2 deaths) were reported to the Food and Drug Administration 
and eluxadoline was given a “black box” warning regarding its use in persons without a gallbladder. The clinical 
features of these reactions have not been well described, but they typically arise within the first few weeks of 
treatment with severe abdominal pain and vomiting sometimes accompanied by marked ALT and AST 



elevations with or without increases in amylase and lipase. Jaundice is rare and the liver test abnormalities are 
most likely due to partial bile duct obstruction. There have been no reports of severe acute hepatitis or acute liver 
failure attributed to eluxadoline therapy.

Likelihood score: C (probable cause of acute liver injury, likely due to bile duct spasm or obstruction).

Mechanism of Injury
Eluxadoline is minimally absorbed and unlikely to have direct hepatotoxic effects. Most instances of serum 
aminotransferase elevations attributed to eluxadoline therapy have been accompanied by evidence of acute 
pancreatitis or sphincter of Oddi spasm or both.

Outcome and Management
Eluxadoline has been shown to cause sphincter of Oddi spasm and pancreatitis and its use should be limited to 
patients with a gallbladder and without known preexisting pancreatitis, hepatobiliary disease or advanced 
cirrhosis. It should also be avoided in persons who drink alcohol to excess.

Drug Classes: Gastrointestinal Agents, Irritable Bowel Syndrome Agents

PRODUCT INFORMATION

REPRESENTATIVE TRADE NAMES

Eluxadoline – Viberzi®

DRUG CLASS

Gastrointestinal Agents

COMPLETE LABELING

Product labeling at DailyMed, National Library of Medicine, NIH
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CHEMICAL FORMULA AND STRUCTURE
DRUG CAS 
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MOLECULAR 
FORMULA

STRUCTURE

Eluxadoline 864821-90-9 C32-H35-N5-
O5
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