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OVERVIEW

Introduction
Trimethobenzamide is an orally available, antiemetic agent used in the therapy of nausea and vomiting 
associated with medications and gastrointestinal, viral and other illnesses. Trimethobenzamide has not been 
linked convincingly to elevations in serum enzymes during therapy and despite widescale use for almost 50 
years, it has rarely been linked to instances of clinically apparent liver injury with jaundice.

Background
Trimethobenzamide (trye meth” oh ben’ za mide) is a benzamide used to prevent nausea and vomiting. Its 
mechanism of action is uncertain, but it is believed to act directly on the central chemoreceptor nausea trigger 
zone of the medulla oblongata of the brain. It has weak antihistaminic activity, but does not appear to act via 
serotonin or dopamine pathways. Trimethobenzamide was approved for use in the United States in 1974 and is 
widely used in therapy of nausea, vomiting caused by gastroenteritis, medications and other illnesses. 
Trimethobenzamide is available as 300 mg capsules in generic forms and under the brand name Tigan. It is also 
available as a solution for injection (100 mg/mL). Trimethobenzamide used to be available also as suppositories, 
but this formulation was discontinued due to lack of efficacy. The typical oral dose of trimethobenzamide for in 
adults is 300 mg three or four times a day as needed, usually for short periods only. Intravenous formulations are 
used for therapy of postoperative nausea and vomiting. Common side effects include drowsiness, dizziness, 
headache, fatigue, diarrhea and polyuria. Rare side effects include hypersensitivity reactions, skin rash, 
disorientation, acute dystonic reactions and extrapyramidal symptoms including muscle spasms of the neck and 
tongue, opisthotonos, restlessness an akinesia.

Hepatotoxicity
Serum aminotransferase elevations during trimethobenzamide therapy are uncommon and rates of such 
elevations have not been reported in large clinical trials. A single case report of hepatitis and jaundice attributed 
to trimethobenzamide was published in 1967 that predated availability of tests for hepatitis A, B and C and of 
modern imaging studies. The latency to onset was approximately 2 weeks and the pattern of injury was mixed. 
There were no immunoallergic or autoimmune features and recovery was prompt once the medication was 
stopped. Since that report, there has only been a single mention of possible hepatotoxicity due to 
trimethobenzamide, a somewhat prolonged case of hepatocellular injury with a cholestatic pattern on liver 
biopsy despite minimal jaundice. Thus, clinically apparent liver injury from trimethobenzamide must be very 
rare and is generally mild and self-limited in course.

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



Mechanism of Injury
Trimethobenzamide is metabolized in the liver but appears to have few drug-drug interactions. The mechanism 
by which it might cause liver injury is unknown.

Outcome and Management
The hepatic injury caused by trimethobenzamide is usually mild and reversible with stopping the medication. 
Trimethobenzamide has not been linked to cases of acute liver failure, chronic hepatitis or vanishing bile duct 
syndrome. There is no information about possible cross sensitivity to liver injury with other antiemetics or 
antihistamines. In view of the many other antiemetics available, rechallenge with trimethobenzamide is not 
necessary and should be avoided.
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Product labeling at DailyMed, National Library of Medicine, NIH

CHEMICAL FORMULA AND STRUCTURE
DRUG CAS REGISTRY NO. MOLECULAR FORMULA STRUCTURE

Trimethobenzamide 138-56-7 C21-H28-N2-O5
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