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OVERVIEW

Introduction

Metoclopramide is an oral prokinetic and antiemetic agent used in the therapy of gastroesophageal reflux
disease, gastroparesis and severe or chemotherapy induced nausea. Metoclopramide has been linked to rare
instances of clinically apparent liver injury that are typically cholestatic and can be associated with bile duct loss.

Background

Metoclopramide is a benzamide (a para-aminobenzoic acid derivative) which acts as a prokinetic agent on the
gastrointestinal tract and an antiemetic, particularly in persons with gastrointestinal dysmotility. Its mechanism
of action is uncertain; it is a serotonin type 4 (5-HT4) receptor agonist, but also has antagonist activity against
vagal and central 5HT3 receptors and dopamine type 2 (D2) receptors. It increases the tone and amplitude of
gastric contractions, relaxes the pyloric sphincter and increases peristalsis in the duodenum and jejunum,
resulting in improved gastrointestinal motility and accelerated gastric emptying. Metoclopramide was approved
for use in the United States in 2005 and is widely used in therapy of nausea, vomiting and gastrointestinal
motility disorders including gastroparesis, with more than 6 million prescriptions being filled yearly.
Metoclopramide is available as 5 and 10 mg tablets in generic forms and under the brand name Reglan. It is also
available as a liquid solution for oral use and in injectable forms. The typical oral dose for gastroesophageal
reflux and gastroparesis in adults is 10 to 15 mg taken 30 minutes before meals. Intravenous and intramuscular
formulations are used for therapy of postoperative or chemotherapy induced nausea and vomiting. Therapy
should not exceed 12 weeks in duration. Common side effects include restlessness, drowsiness, dizziness,
headache, fatigue, diarrhea and polyuria. Chronic therapy has been associated with episodes of dystonia,
oculogyric crises and extrapyramidal syndromes including tardive dyskinesia and Parkinson like symptoms for
which it has a “black box” warning.

Hepatotoxicity

Serum aminotransferase elevations during metoclopramide therapy are uncommon and rates of such elevations
were not reported in the large clinical trials demonstrating its efficacy in motility disorders. Metoclopramide has
been listed as a cause of clinically apparent liver injury in several large series of drug induced liver disease, but
without documentation of the nature of the injury or degree of causality assessment. Clinical descriptions of
liver injury attributable to metoclopramide are few, but the latency to onset of liver injury is usually less than 30
days and the pattern of liver enzyme elevations cholestatic. Immunoallergic features are not prominent.
Prolonged jaundice and persistent pruritus suggestive of bile duct loss and vanishing bile duct syndrome has
been described. Metoclopramide has not been listed as a cause of acute liver failure in large clinical series.
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Likelihood score: C (probable cause of clinically apparent liver injury).

Mechanism of Injury

Metoclopramide has little active hepatic metabolism and is excreted largely unchanged in the urine. The
clinically apparent liver disease attributed to metoclopramide is probably immune mediated.

Outcome and Management

Most instances of liver injury due to metoclopramide have been self-limiting and resolve upon withdrawal of the
agent. A single instance of vanishing bile duct syndrome has been described. Little is known about cross
sensitivity with other prokinetic medications.

Drug Class: Gastrointestinal Agents, Antiemetics

PRODUCT INFORMATION
REPRESENTATIVE TRADE NAMES

Metoclopramide — Generic, Reglan®

DRUG CLASS

Gastrointestinal Agents

COMPLETE LABELING

Product labeling at DailyMed, National Library of Medicine, NIH

CHEMICAL FORMULA AND STRUCTURE

DRUG CAS REGISTRY NO. MOLECULAR FORMULA STRUCTURE
Metoclopramide 364-62-5 C14-H22-Cl-N3-02
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