NLM Citation: LiverTox: Clinical and Research Information on Drug-

‘ ) o Induced Liver Injury [Internet]. Bethesda (MD): National Institute of
m U.S. National Library of Medicine  Diabetes and Digestive and Kidney Diseases; 2012-.

FRSKCE S SNE O S a0 S e S aamaCSN Trimethobenzamide. [Updated 2014 Apr 10].
Bookshelf URL: https://www.ncbi.nlm.nih.gov/books/

Trimethobenzamide
» Updated: April 10, 2014.
\ W
Liveriox

livertox.nih.gov

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 or to cases 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, disorientation
coma and seizures.

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 have been no publications on hepatotoxicity of trimethobenzamide despite
widescale use for several decades. Trimethobenzamide is also not listed in large case series on drug induced liver
injury. Thus, clinically apparent liver injury from trimethobenzamide must be very rare if it occurs at all.

Mechanism of Injury

Trimethobenzamide is metabolized in the liver but appears to have few drug-drug interactions.
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