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OVERVIEW

Introduction

Lesinurad is a selective inhibitor of uric acid reabsorption which is used in combination with other agents in the
therapy of gout. Lesinurad has had limited clinical use, but has not been associated with serum enzyme
elevations during therapy or with instances of clinically apparent liver injury.

Background

Lesinurad (le sin' ure ad) is a selective inhibitor of the uric acid transporter (URAT1) in the kidneys that is
responsible for reabsorption or urate in the distal tubules. Inhibition of uric acid reabsorption causes a decrease
in serum levels of uric acid, but an increase in urinary urate. Lesinurad was found to lower uric acid levels in
patients with gout and hyperuricemia who had not achieved adequate control of symptoms or uric acid levels
with a xanthine oxidase inhibitor (allopurinol or febuxostat) alone. Lesinurad was approved in the United States
in 2015 for use in combination with a xanthine oxidase inhibitor in patients with gout and hyperuricemia.
Lesinurad is available in tablets of 200 mg under the brand name Zurampic. The typical dose is 200 mg once
daily in combination with allopurinol or febuxostat. Side effects are not common with lesinurad, but can include
headache, upper respiratory tract infections, reflux esophagitis and elevations in serum creatinine. Severe
adverse reactions include acute renal failure, particularly in patients who are not receiving a xanthine oxidase
inhibitor.

Hepatotoxicity

In large clinical trials, serum enzyme elevations were rare during lesinurad therapy and no more common than
with placebo, and no instances of clinically apparent liver injury attributable to lesinurad were reported. Clinical
experience with lesinurad therapy has been limited, but there have yet to be reports of clinically apparent liver
injury attributable to its use.

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

Mechanism of Injury

The mechanism by which lesinurad might cause liver injury is unclear. Lesinurad is metabolized in the liver via
the cytochrome P450 system, particularly CYP 2C9 and 3A and is susceptible to drug-drug interactions with
substrates, inducers or inhibitors of those microsomal enzymes.
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Outcome and Management

The serum enzyme elevations during lesinurad therapy are uncommon. In situations in which ALT or AST levels
rise and remain above 5 times ULN, dose modification or temporary discontinuation of lesinurad is prudent.

Drug Class: Antigout Agents
PRODUCT INFORMATION

REPRESENTATIVE TRADE NAMES

Lesinurad - Zurampic®

DRUG CLASS

Antigout Agents

COMPLETE LABELING

Product labeling at DailyMed, National Library of Medicine, NIH

CHEMICAL FORMULA AND STRUCTURE

DRUG CAS REGISTRY NO MOLECULAR FORMULA STRUCTURE
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