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OVERVIEW

Introduction

Darifenacin is an anticholinergic and antispasmotic agent used to treat urinary incontinence and overactive
bladder syndrome. Darifenacin has not been implicated in causing liver enzyme elevations or clinically apparent
acute liver injury.

Background

Darifenacin (dar" i fen'a sin) is an anticholinergic agent with a degree of selectivity for the M3 subtype of
muscarinic acetylcholine receptors which are found predominantly in the smooth muscle of the bladder.
Darifenacin increases bladder capacity and decreases bladder contractions and the urgency of urination.
Darifenacin was approved for use in the United States in 2004 and indications include urinary urge incontinence
and overactive bladder syndrome. Darifenacin is available in extended release tablets of 7.5 and 15 mg
generically and under the brand name Enablex. The recommended adult oral dose is 7.5 to 15 mg once daily.
Common side effects are those of parasympathetic stimulation and include dryness of the mouth and eyes,
decreased sweating, headache, visual blurring, constipation, and urinary retention. Because of its selectivity for
the M3 muscarinic receptor, darifenacin is believed to be less likely than other anticholinergic agents to cause
central nervous system effects such as restlessness, confusion and hallucinations. Rare but potentially severe
adverse reactions include acute narrow angle glaucoma, acute urinary retention, and severe hypersensitivity
reactions.

Hepatotoxicity

Like most anticholinergic agents, darifenacin has not been linked to liver enzyme elevations during therapy or to
instances of clinically apparent liver injury with symptoms or jaundice. In multiple prospective clinical trial of
darifenacin in patients with overactive bladder syndrome, ALT elevations were reported in less than 1% of
treated subjects, rates similar to that of placebo recipients. Despite widespread clinical use for almost two
decades, there have been no published case reports of clinically apparent liver injury convincingly attributed to
darifenacin use.

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

Darifenacin has not been linked to liver injury. It is metabolized in the liver by microsomal P450 enzymes,
predominantly CYP 3A4 and 2D6. Despite this, drug-drug interactions are uncommon. A major reason for its
safety may relate to the low daily dose.

Drug Class: Anticholinergic Agents

PRODUCT INFORMATION

REPRESENTATIVE TRADE NAMES

Darifenacin - Generic, Enablex®

DRUG CLASS

Anticholinergic Agents

COMPLETE LABELING

Product labeling at DailyMed, National Library of Medicine, NIH

CHEMICAL FORMULA AND STRUCTURE

DRUG CAS REGISTRY NUMBER MOLECULAR FORMULA STRUCTURE
Darifenacin 133099-04-4 C28-H30-N2-02
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