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OVERVIEW

Introduction

Pegloticase is a pegylated, recombinant urate oxidase enzyme that is used to treat patients with chronic
refractory and symptomatic gout. Pegloticase has not been associated with serum enzyme elevations during
therapy or with instances of clinically apparent liver injury.

Background

Pegloticase (peg loe’ ti kase) is a recombinant DNA-produced form of the porcine enzyme uricase that
metabolizes urate to allantoin, an inert and water soluble purine metabolite that, unlike uric acid, is rapidly
cleared by the kidney. Infusions of pegloticase decrease serum uric acid concentrations and can alleviate the
symptoms and complications of gout. Pegloticase was approved in the United States in 2010 for use in patients
with chronic symptomatic gout who are refractory to conventional therapy with uricourics and xanthine oxidase
inhibitors, which should be discontinued before pegloticase is started. It is available as a sterile concentrate of 8
mg in a single use vial under the brand name Kystexxa. The recommended dose 8 mg given intravenously every
two weeks. Common side effects of pegloticase include local and systemic infusion reactions, nausea, vomiting,
constipation, chest pain and nasopharyngitis. Pegloticase infusions are associated with paradoxical flares of
clinical gout during the first 3 months of therapy in up to 80% of patients. Severe adverse reactions may include
anaphylaxis (in up to 7% of patients), severe infusion reactions, hemolysis and methemoglobinemia (in patients
with G6PD deficiency) and congestive heart failure. Because resistance to pegloticase is associated with
antibodies to the molecule and with rise of uric acid levels and initial control, it is reccommended that patients be
monitored for uric acid levels and that pegloticase be stopped if uric acid levels rise above 6 mg/dL.

Hepatotoxicity

In large clinical trials, serum enzyme elevations were rare (<1%) during pegloticase therapy and no more
common than with placebo. Since licensure and its more wide scale, there have been no published case reports of
hepatotoxicity due to pegloticase and the product label does not list liver injury as an adverse event. Thus, liver
injury due to pegloticase must be rare, if it occurs at all.

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

Mechanism of Injury

Pegloticase is a polypeptide and is metabolized to amino acids by serum and tissue proteases, and is unlikely to
have any direct hepatotoxic potential.



2 LiverTox

Drug Class: Antigout Agents

PRODUCT INFORMATION

REPRESENTATIVE TRADE NAMES

Pegloticase — Krystexxa®

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
Pegloticase 885051-90-1 Protein Complex Polypeptide
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