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INSTRUCTIONS FOR USE 
Coverage Policies are intended to provide guidance in interpreting certain standard CIGNA HealthCare benefit plans. Please note, the 
terms of a customer’s particular benefit plan document [Group Service Agreement (GSA), Evidence of Coverage, Certificate of Coverage, 
Summary Plan Description (SPD) or similar plan document] may differ significantly from the standard benefit plans upon which these 
Coverage Policies are based. For example, a customer’s benefit plan document may contain a specific exclusion related to a topic 
addressed in a Coverage Policy. In the event of a conflict, a customer’s benefit plan document always supercedes the information in the 
Coverage Policies. In the absence of a controlling federal or state coverage mandate, benefits are ultimately determined by the terms of the 
applicable benefit plan document. Coverage determinations in each specific instance require consideration of 1) the terms of the applicable 
benefit plan document in effect on the date of service; 2) any applicable laws/regulations; 3) any relevant collateral source materials 
including Coverage Policies and; 4) the specific facts of the particular situation. Coverage Policies relate exclusively to the administration of 
health benefit plans. Coverage Policies are not recommendations for treatment and should never be used as treatment guidelines. 
Proprietary information of CIGNA. Copyright  ©2011 CIGNA 
 
 
Coverage Policy 
 
CIGNA covers pegloticase (Krystexxa®) as medically necessary for the treatment of chronic gout in an 
adult meeting EITHER of the following criteria: 
 

• history of a beneficial clinical response to current treatment with pegloticase (Krystexxa®) as 
demonstrated by a serum uric acid level less than 6 mg/dL or an improvement in symptoms 

• BOTH of the following:  

 at least ONE of the following indications: 
o history of at least 3 gout flares in the previous 18 months  
o at least 1 gouty tophus 
o chronic gouty arthritis  
 

 EITHER of the following responses to treatment: 

o failure to normalize serum uric acid to less than 6 mg/dL after 3 months of the maximum 
medically appropriate dose of ONE xanthine oxidase inhibitor (maximum recommended 
dosage of allopurinol [Zyloprim] is 800 mg/day and febuxostat [Uloric] is 80 mg/day)  

o contraindication to xanthine oxidase inhibitors (allopurinol [Zyloprim] and 
febuxostat [Uloric]) 
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When coverage is available and medically necessary, the dosage, frequency, site of administration, and 
duration of therapy should be reasonable, clinically appropriate, and supported by evidence-based 
literature and adjusted based upon severity, alternative available treatments, and previous response to 
pegloticase (Krystexxa®) therapy. 
 
 
FDA Approved Indications 
Krystexxa (pegloticase) is a PEGylated uric acid specific enzyme indicated for the treatment of chronic gout in 
adult patients refractory to conventional therapy. Gout refractory to conventional therapy occurs in patients who 
have failed to normalize serum uric acid and whose signs and symptoms are inadequately controlled with 
xanthine oxidase inhibitors at the maximum medically appropriate dose or for whom these drugs are 
contraindicated.  Krystexxa is not recommended for the treatment of asymptomatic hyperuricemia. 
 
FDA Recommended Dosing 
The recommended dose and regimen of Krystexxa for adult patients is 8 mg (uricase protein) given as an 
intravenous infusion every two weeks. The optimal treatment duration with Krystexxa has not been established.  
 
Black Box Warning 
Anaphylaxis and infusion reactions have been reported to occur during and after administration of 
Krystexxa. Anaphylaxis may occur with any infusion, including a first infusion, and generally manifests 
within 2 hours of the infusion. However, delayed-type hypersensitivity reactions have also been 
reported. Krystexxa should be administered in healthcare settings and by healthcare providers prepared 
to manage anaphylaxis and infusion reactions. Patients should be premedicated with antihistamines 
and corticosteroids. Patients should be closely monitored for an appropriate period of time for 
anaphylaxis after administration of Krystexxa. Monitor serum uric acid levels prior to infusions and 
consider discontinuing treatment if levels increase to above 6 mg/dL, particularly when 2 consecutive 
levels above 6 mg/dL are observed.  
 
Drug Availability 
Krystexxa is supplied as a clear, colorless, sterile solution in phosphate buffered saline intended for intravenous 
infusion after dilution. Krystexxa is supplied in a single-use 2 mL glass vial with a Teflon coated (latex-free) 
rubber injection stopper to deliver Krystexxa as 8 mg of uricase protein in 1 mL volume. 
 
General Background 
 
Pharmacology  
Pegloticase oxidizes uric acid forming allantoin, thereby decreasing serum uric acid levels. Allantoin is an 
inactive metabolite that is readily excreted by the kidneys. Pegloticase plasma concentrations and area under 
the curve (AUC) increase proportionate to the administered dose. Pegloticase has a plasma half-life of 12.5 ± 
0.9 days at the labeled dose.  
 
Clinical Efficacy 
A single published dose-finding study examined pegloticase for treating patients with gout unresponsive to at 
least one other urate lowering therapy. No published data are available comparing pegloticase to placebo or an 
active comparator. Two pivotal, placebo-controlled trials are reported only in the product labeling.  
 
Sundy et al conducted a phase 2 dose-finding study, randomly assigning 41 patients to receive 1 of 4 
pegloticase dosing schedules: 4 mg every 2 weeks, 8 mg every 2 weeks, 8 mg every 4 weeks, or 12 mg every 4 
weeks. The primary outcome was defined as maintaining plasma uric acid levels < 6 mg/dL during 80% of the 
treatment period. The primary outcome was achieved most frequently in the group receiving pegloticase 8 mg 
every 2 weeks (87.5%). Mean plasma urate concentration in this group was 1.4 mg/dL over the entire study 
period. Results were not significantly different between treatment groups, but the study was underpowered to 
detect a difference. In patients that responded to pegloticase in any treatment group, serum urate 
concentrations fell to < 6 mg/dL within 6 hours of administration. Gout flare was common in all 4 treatment 
groups (88%). 
 

Page 2 of 4 
Coverage Policy Number: 1107 



Two identical, unpublished, randomized, placebo-controlled trials evaluated the efficacy of pegloticase in 
patients with symptomatic gout unresponsive to allopurinol.  In both studies, patients received pegloticase 8 mg 
every 2 weeks, pegloticase 8 mg every 4 weeks, or placebo for 6 months. The primary endpoint was defined as 
maintaining plasma uric acid concentrations < 6 mg/dL for 80% of the time during the third and sixth months of 
treatment. The primary endpoint was achieved for the labeled pegloticase dose (8 mg every 2 weeks) in 47% 
(trial 1) and 38% (trial 2) of patients, compared to no patients in the placebo groups (p<0.001 in each trial). The 
secondary endpoint characterized the response of tophi to pegloticase treatment. In a combined analysis of both 
trials, 45% of patients treated with pegloticase every 2 weeks demonstrated a complete response of tophi, 
compared to 8% of patients in the placebo group (p<0.05). A complete response of tophi was defined as full 
resolution of at least one target tophus, no formation of new tophi, and no progression of any tophus.  
 
Adverse Drug Reactions / Drug Interactions 
The most common adverse event with pegloticase is gout flare. Gout flare occurred during the first 3 months of 
therapy in 74% of patients receiving pegloticase, compared to 51% of patients receiving placebo. Infusion 
reactions and anaphylaxis are also common despite pre-treatment with an antihistamine and a corticosteroid 
with or without acetaminophen. Pegloticase has a boxed warning for anaphylaxis and infusion reactions. 
Pegloticase is contraindicated in glucose-6-phosphate dehydrogenase (G6PD) deficient patients. No formal 
drug-drug interaction studies have been conducted. 
 
 
Coding/Billing Information 
 
Note: This list of codes may not be all-inclusive. 
 
Covered when medically necessary: 
 
HCPCS 
Codes 

Description 

C9281 Injection, Pegloticase, 1 mg (Code effective 04/01/2011) 
J3490† Unclassified drug 

 
†Note: Covered when medically necessary and used to report Pegloticase (Krystexxa®) until 03/31/2011.  
 
ICD-9-CM 
Diagnosis 
Codes 

Description 

274.00 Gout arthropathy, unspecified 
274.02 Chronic gouty arthropathy without mention of tophus (tophi) 
274.03 Chronic gouty arthropathy with tophus (tophi) 
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“CIGNA”, “CIGNA HealthCare” and the “Tree of Life” logo are registered service marks of CIGNA Intellectual Property, Inc., licensed for use by 
CIGNA Corporation and its operating subsidiaries.  All products and services are provided by such operating subsidiaries and not by CIGNA 
Corporation.  Such operating subsidiaries include Connecticut General Life Insurance Company, CIGNA Health and Life Insurance Company, 
CIGNA Behavioral Health, Inc., CIGNA Health Management, Inc., and HMO or service company subsidiaries of CIGNA Health Corporation and 
CIGNA Dental Health, Inc. In Arizona, HMO plans are offered by CIGNA HealthCare of Arizona, Inc. In California, HMO plans are offered by 
CIGNA HealthCare of California, Inc. In Connecticut, HMO plans are offered by CIGNA HealthCare of Connecticut, Inc. In North Carolina, HMO 
plans are offered by CIGNA HealthCare of North Carolina, Inc. In Virginia, HMO plans are offered by CIGNA HealthCare Mid-Atlantic, Inc. All 
other medical plans in these states are insured or administered by Connecticut General Life Insurance Company or CIGNA Health and Life 
Insurance Company. 
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