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OVERVIEW

Introduction

Plecanatide is a minimally absorbed agonist of guanylate cyclase C receptors in the intestine and is used for
treatment of chronic constipation and irritable bowel syndrome. Plecanatide has not been linked to serum
enzyme elevations during treatment or to episodes of clinically apparent liver injury.

Background

Plecanatide (ple kan’ a tide) is synthetic analogue of uroguanylin, the endogenous guanylate cyclase-C receptor
agonist which acts by increasing intracellular concentrations of cyclic guanosine monophosphate (cGMP) which
activates the cystic fibrosis transmembrane conductance regulator (CFTR) ion channel. The CFTR ion channel
stimulates secretion of chloride and bicarbonate into the lumen of the intestine which increases intraluminal
fluid and speeds intestinal transit. In several prelicensure clinical trials, plecanatide therapy was associated with
increases in the number of spontaneous bowel movements, improved stool consistency and alleviation of
symptoms of chronic constipation. Plecanatide was approved for therapy of chronic idiopathic constipation in
adults in 2017, the second guanylate cyclase agonist approved for this indication in the United States, the first
being linaclotide. Plecanatide is available in tablets of 3 mg under the brand name Trulance. The recommended
dose for chronic idiopathic constipation is 3 mg once daily. It is contraindicated in children below the age of 6
years and not recommended for those below 18 years of age. Side effects include diarrhea (~5%) which is severe
in less than 1%. Other adverse events include abdominal pain, bloating, flatulence and headache.

Hepatotoxicity

In prelicensure clinical trials, plecanatide was associated with low rates of serum enzyme elevations during
treatment with some degree of elevation in serum ALT or AST in 1% to 2% of treated subjects. Values rose above
5 times the upper limit of normal in only 0.2%. In these studies, there were no episodes of clinically apparent
liver injury with jaundice that could be linked to plecanatide therapy. Since its approval and marketing, there
have been no published reports of serum aminotransferase elevations or clinically apparent liver injury
attributable to plecanatide. Thus, liver injury from plecanatide must be rare if it occurs at all.

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

Mechanism of Injury

Plecanatide is largely active on the epithelial cells in the intestinal tract and has minimal absorption. The lack of
systemic exposure and the low total daily dose (3 mg) may account for its lack of liver injury.
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Drug Classes: Gastrointestinal Agents, Agents for Constipation, Irritable Bowel Syndrome Agents

PRODUCT INFORMATION

REPRESENTATIVE TRADE NAMES

Plecanatide - Trulance®

DRUG CLASS

Gastrointestinal Agents

COMPLETE LABELING

Product labeling at DailyMed, National Library of Medicine, NIH

CHEMICAL FORMULA AND STRUCTURE


https://www.ncbi.nlm.nih.gov/books/n/livertox/GastrointestinalAgen/
http://dailymed.nlm.nih.gov/dailymed/search.cfm?labeltype=all&query=Plecanatide
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https://pubchem.ncbi.nlm.nih.gov/substance/163370753
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