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OVERVIEW

Introduction

Prucalopride is a serotonin type 4 (5-HT4) receptor agonist that has potent prokinetic activity and is used as
therapy for chronic idiopathic constipation. Prucalopride has been associated with a minimal rate of transient
serum enzyme elevations during therapy and has not been implicated in cases of clinically apparent liver injury
with jaundice.

Background

Prucalopride (proo kal' oh pride) is a highly selective serotonin type 4 (5-HT4) receptor agonist that increases
the release of serotonin by the specialized enterochromaffin cells in the mucosa of the gut and stimulates
intestinal peristalsis and tone. Serotonin (5-HT) is released in response to chemical and mechanical stimulation
and acts through the type 4 receptors that are common in the intestinal mucosa to increase peristalsis and
intestinal tone. 5-HT4 receptors are also found in the central nervous system, urinary bladder and atria of the
heart, which may explain some of the adverse effects of 5-HT4 receptor agonists. Prucalopride was found to
improve symptoms of bloating and gastric distension in patients with gastroparesis and to decrease symptoms of
reflux in patients with GERD. Prucalopride was approved in the United States in 2018 for treatment of
idiopathic chronic constipation. Prucalopride is available in tablets of 1 and 2 mg under the brand name
Motegrity. The recommended dose in adults is 2 mg once daily with a lower dose recommended for patients with
renal impairment (creatinine clearance less than 30 mL/min). Adverse events include headache, abdominal pain,
nausea, diarrhea, abdominal bloating, dizziness, flatulence and fatigue. Uncommon but potentially severe
adverse events include depression, suicidal ideation and behavior and hypersensitivity reactions. Two 5-HT4
receptor agonists were approved for treatment of chronic constipation in the past (cisapride in 1993, tegaserod in
2002), both of which were subsequently withdrawn from general use because of serious adverse events including
cardiac arrhythmias and prolongation of the QTc interval. Prucalopride is a more highly selective 5HT4 receptor
agonist and has not been linked to an increased rate of these cardiac adverse events.

Hepatotoxicity

Prucalopride therapy was associated with a low rate of serum enzyme elevations during therapy (<1%) that was
not different from that of placebo recipients. The elevations noted were mild and transient and did not required
dose adjustment. In the many large clinical trials of prucalopride therapy in patients with chronic constipation,
there were no reports of clinically apparent liver injury and since its approval there have been no published
reports of liver injury attributed to prucalopride.

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

The mechanism by which prucalopride might cause liver injury is unknown. It is used in low total doses which
may explain its relative lack of hepatotoxicity. Prucalopride is metabolized in the liver, largely via CYP 3A4 and
is a substrate for P-glycoprotein. Prucalopride is susceptible to drug-drug interactions with agents that induce or
inhibit CYP 3A4 or P-glycoprotein.

Drug Classes: Gastrointestinal Agents, Agents for Constipation, Irritable Bowel Syndrome Agents

PRODUCT INFORMATION

REPRESENTATIVE TRADE NAMES

Prucalopride - Motegrity®

DRUG CLASS

Gastrointestinal Agents

COMPLETE LABELING

Product labeling at DailyMed, National Library of Medicine, NIH

CHEMICAL FORMULA AND STRUCTURE

DRUG CAS REGISTRY NUMBER MOLECULAR FORMULA STRUCTURE
Prucalopride 179474-81-8 C18-H26-Cl-N3-03
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