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OVERVIEW

Introduction
Rifaximin is a nonabsorbable antibiotic that is used as treatment and prevention of travelers’ diarrhea and, in 
higher doses, for prevention of hepatic encephalopathy in patients with advanced liver disease and to treat 
diarrhea in patients with irritable bowel syndrome. Rifaximin has minimal oral absorption and has not been 
implicated in causing liver test abnormalities or clinically apparent liver injury.

Background
Rifaximin (rif ax' i min) is a synthetic antibiotic and derivative of rifamycin specifically designed to have 
minimal gastrointestinal absorption (<0.4%). It is a broad spectrum antibiotic with activity against both aerobic 
and anaerobic organisms, both gram negative and gram positive. The antibiotic activity of rifaximin is attributed 
to its binding to bacterial RNA polymerases, preventing RNA and subsequent protein synthesis. Rifaximin was 
approved for use as treatment and means of preventing travelers’ diarrhea in 2004. In 2009, the indications were 
expanded to include prevention of hepatic encephalopathy in patients with cirrhosis and in 2015 to treat 
diarrhea in patients with irritable bowel syndrome. Rifaximin is available as tablets of 200 mg under the brand 
name of Xifaxan for traveler’s diarrhea (recommended dose being 200 mg thrice daily for 3 days) and as tablets 
of 550 mg under the brand name Xifaxan 550 for hepatic encephalopathy (recommended dose being 550 mg 
twice daily usually in combination with lactulose) and diarrhea-predominant irritable bowel syndrome 
(recommended dose being 550 mg 3 times daily for 14 days). Side effects include peripheral edema, nausea, 
dizziness, fatigue, muscle spasms and gastrointestinal upset. Long term use has been associated with fungal or 
bacterial super-infections including C. difficile associated diarrhea.

Hepatotoxicity
Despite widespread use, there is little evidence that rifaximin when given orally causes liver injury, either in the 
form of serum enzyme elevations or clinically apparent liver disease.

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

Mechanism of Injury
Rifaximin has minimal systemic absorption and is unlikely to reach serum concentrations that might be 
hepatotoxic or induce CYP 3A4 enzyme activity or inhibit hepatic organic anion transport proteins, which the 
native compound has been shown to affect.

Other agents used for hepatic encephalopathy include neomycin and lactulose.
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