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OVERVIEW

Introduction
Rifamycin is a nonabsorbable rifampin-like antibacterial agent that is used as treatment of travelers’ diarrhea. 
Rifamycin has minimal oral absorption and has not been implicated in causing liver test abnormalities or 
clinically apparent liver injury.

Background
Rifamycin (rif " a mye' sin) is a semisynthetic derivative of rifampin specifically designed to have minimal 
gastrointestinal absorption (<0.1%). It is a broad spectrum antibiotic with activity against both aerobic and 
anaerobic organisms, both gram negative and gram positive. The antibiotic activity is attributed to rifamycin’s 
binding to bacterial RNA polymerases, preventing RNA and subsequent protein synthesis. Rifamycin is 
formulated with enteric coating and a multi-matrix technology that prevents the dissolving until it reaches the 
cecum where the higher pH (above 7) allows for the delivery of the drug throughout the colon. The delayed 
dissolution of the tablet prevents the antibacterial activity from acting on small bowel flora and targets it largely 
at the colon. This delayed release formulation of rifamycin was approved for use as treatment of travelers’ 
diarrhea in 2018. Rifamycin is available in tablets of 200 mg under the brand name Aemcolo. The recommended 
dose is 400 mg (2 tablets) twice daily for 3 days. Side effects are uncommon but can include headache and 
constipation. Rare instances of hypersensitivity and Clostridium difficile-associated diarrhea have been 
described.

Hepatotoxicity
In prelicensure controlled trials in patients with traveler’s diarrhea, rates of serum ALT elevations were similar in 
subjects treated with rifamycin compared to placebo or comparator agent (ciprofloxacin) and no participants 
developed clinically apparent liver injury. Since its approval, there have been no published reports of 
hepatotoxicity attributed to rifamycin. Because of its minimal absorption rifamycin is considered unlikely to 
cause liver injury.

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

Mechanism of Injury
Rifamycin 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 travelers’ diarrhea include rifaximin, azithromycin and ciprofloxacin.

Drug Class: Antiinfective Agents; Gastrointestinal Agents, Antidiarrheals
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Product labeling at DailyMed, National Library of Medicine, NIH
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