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Drug Monograph

	Drug/Drug Class:
	Krystexxa (Pegloticase) Injection / Antigout Agent 

	
	

	Prepared for:
	MO HealthNet

	Prepared by:
	ACS - Heritage Information Systems, Inc.
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Executive Summary 

	Purpose:
	The purpose of this monograph is to provide a review of new therapy to determine whether the reviewed drug should be made available on an open access basis to prescribers, require a clinical edit or require prior authorization for use. 

	
	

	Dosage Forms & Manufacturer:
	Each vial of Krystexxa contains 8 mg Pegloticase.
Savient Phaarmaceuticals, Inc., East Brunswick, NJ 08816

	
	

	Summary of Findings:
	Krystexxa is a PEGylated uric acid specific enzyme that has demonstrated efficacy in the treatment of chronic gout in adult patients refractory to conventional therapy. Approximately 3% of adults who suffer from gout are refractory to conventional therapy and Krystexxa injection offers a new therapeutic option. Clinical comparisons between Krystexxa and other agents used to treat patients with chronic gout are not available.

	
	

	Status Recommendation:
	 FORMCHECKBOX 
 Prior Authorization (PA) Required

 FORMCHECKBOX 
 Clinical Edit
	 FORMCHECKBOX 
 Open Access

 FORMCHECKBOX 
 PDL Product

	
	
	

	Type of PA Criteria:
	 FORMCHECKBOX 
 Increased Risk of ADE

 FORMCHECKBOX 
 Dose Optimization
	 FORMCHECKBOX 
 Preferred Agent
 FORMCHECKBOX 
 PA Not Required


Purpose

The purpose of this monograph is to provide a review of new therapy to determine whether the reviewed drug should be considered a prior authorization drug, a clinical edit drug or an open access drug. While prescription expenditures are increasing at double-digit rates, payors are evaluating ways to control these costs by influencing prescriber behavior and guide appropriate medication usage. This review will assist in the achievement of qualitative and economic goals related to health care resource utilization. Restricting the use of certain medications can reduce costs by requiring documentation of appropriate indications for use, and where appropriate, encourage the use of less expensive agents within a drug class.

Introduction
An estimated 3 million Americans suffer from gout, and it is the most common inflammatory arthritis in men over the age of 40 years. It is a chronic condition characterized by attacks, or "flares", marked by intense pain, redness, swelling, and heat in the affected joint as a result of an acute inflammatory response to the presence of crystallized uric acid in the joint(s).
Dosage Form(s) 1
Each single use vial of Krystexxa contains 8 mg Pegloticase.

Manufacturer1
Savient Pharmaceuticals, Inc., East Brunswick, NJ 08816
Indication(s)1 
Krystexxa vial is indicated for the treatment of chronic gout in adult patients refractory to conventional therapy.
Clinical Efficacy (mechanism of action/pharmacology, comparative efficacy)1-3
Krystexxa injection is a PEGylated product that consists of recombinant modified mammalian urate oxidase (uricase) produced by a genetically modified strain of Escherichia coli. It is a uric acid specific enzyme that achieves its therapeutic effect by catalyzing the oxidation of uric acid to allantoin, thereby lowering uric acid. Allantoin is an inert and water soluble purine metabolite that is readily eliminated, primarily by renal excretion.
Pharmacokinetic data for Krystexxa injection is limited.  The plasma uricase activity half-life appears to be 6.4 to 13.8 days following intravenous administration.
CHRONIC GOUT

	STUDY DESIGN
	Two replicate, multicenter, 6-month, double-blind, placebo-controlled clinical trials (n=212).

	INCLUSION CRITERIA
	Entry criteria were: a baseline serum uric acid (SUA) of at least 8 mg/dL; symptomatic gout with at least 3 gout flares in the previous 18 months or at least 1 gout tophus or gouty arthritis; and a self-reported medical contraindication to allopurinol or a medical history of failure to normalize uric acid to less than 6 mg/dL with at least 3 months of allopurinol treatment at the maximum medically appropriate dose.

	EXCLUSION CRITERIA
	Unstable coronary artery disease, uncontrolled hypertension, end stage renal disease necessitating dialysis, significant liver disease, organ transplant necessitating immunosuppressive therapy, glucose-6-phosphate dehydrogenase deficiency, history of anaphylactic reaction to a recombinant protein or to porcine derivatives, allergy to urate oxidase or PEGylated products, prior treatment with uricase, prednisone treatment (> 10 mg/day) within 1 week prior to dosing, or an acute gout flare within 1 week prior to dosing.

	TREATMENT REGIMEN
	Patients were randomized to receive pegloticase injection 8 mg every 2 weeks, pegloticase 8 mg every 4 weeks, or placebo in a 2:2:1 ratio. Studies were stratified for the presence of tophi. Seventy-one percent (71%) of patients had baseline tophi. All patients were given an oral antihistamine, intravenous corticosteroid, and oral acetaminophen as prophylaxis. Patients also received prophylaxis for gout flares with an NSAID or colchicine, or both, beginning at least one week before pegloticase treatment unless medically contraindicated or not tolerated.

	RESULTS
	To assess the efficacy of pegloticase injection in lowering uric acid, the primary endpoint in both trials was the proportion of patients who achieved a PUA of less than 6 mg/dL for at least 80% of the time during month 3 and month 6. In Trial 1, the percentage of patients receiving pegloticase 8 mg every 2 weeks who met response criteria was 47% compared with 0% in the placebo group (95% confidence interval (CI), 32 to 61; p < 0.001). The percentage of patients receiving pegloticase 8 mg every 4 weeks who met response criteria was 20% compared with 0% in the placebo group (95% CI, 7 to 32; p=0.044). In Trial 2, the percentage of patients receiving pegloticase 8 mg every 2 weeks who met the response criteria was 38% compared with 0% in the placebo group (95% CI, 23 to 53; p < 0.001). The percentage of patients receiving pegloticase 8 mg every 4 weeks who met the response criteria was 49% compared with 0% in the placebo group (95% CI, 35 to 64; p < 0.001). The effect of treatment on tophi was a secondary efficacy endpoint that was assessed using standardized digital photography, image analysis, and a Central Reader blinded to treatment assignment. Approximately 70% of patients had tophi at baseline. A pooled analysis of data from Trial 1 and Trial 2 was performed as prespecified in the protocols. At month 6, the percentage of patients who achieved a complete response (defined as 100% resolution of at least one target tophus, no new tophi appear, and no single tophus showing progression) was 45%, 26%, and 8%, with pegloticase 8 mg every 2 weeks, pegloticase 8 mg every 4 weeks, and placebo, respectively. The difference between pegloticase and placebo was statistically significant for the every 2 week dosing regimen, but not for the every 4 week regimen.

	SAFETY
	The most common adverse effects (>= 5%) in patients receiving pegloticase injection were gout flares, infusion reactions, nausea, contusion or ecchymosis, constipation, nasopharyngitis, chest pain, anaphylaxis, and vomiting.


Contraindications1
· Glucose-6-phosphate dehydrogenase (G6PD) deficiency; Before starting Krystexxa injection, patients at higher risk for G6PD deficiency (e.g., African and Mediterranean ancestry) should be screened due to the risk of hemolysis and methemoglobinemia. 
Warnings and Precautions1
· Anaphylaxis: May occur with any infusion, including the first infusion; generally manifests within 2 hours of the infusion but delayed-type hypersensitivity has been reported.  Administer in healthcare settings; premedicate with antihistamines and corticosteroids; monitor patients for appropriate period of time after administration.

· Infusion reactions:  Administer in healthcare settings; pre-medicated with antihistamines and corticosteroids; monitor patients for signs and symptoms of infusion reactions.  If an infusion reaction occurs, slow the infusion rate or stop and restart the infusion at a slower rate.  If a severe infusion reaction occurs, discontinue and treat appropriately.  The risk for an infusion reaction is higher in patients who no longer have a therapeutic response.

· Gout flares: Prophylaxis with an NSAID or colchicine is recommended for the first 6 months of therapy unless medically contraindicated or not tolerated. If a gout flare occurs during treatment, the injection can be continued.

· Congestive heart failure: Exacerbation may occur, caution and monitoring advised in patients with a history of congestive heart failure.

· Retreatment after drug-free interval: Due to the immunogenicity of Krystexxa, patients receiving retreatment after therapy is discontinued for longer than 4 weeks may be at an increased risk for anaphylaxis and infusion reactions; monitoring is recommended.
Adverse Effects1
	Most common, >=5%
	Krystexxa 8 mg every 2 weeks (n=85)
	Placebo 

(n=43)

	Gout
	77%
	81%

	Infusion reaction
	26%
	5%

	Nausea
	12%
	2%

	Contusion or ecchymosis
	11%
	5%

	Nasopharyngitis
	7%
	2%

	Constipation
	6%
	5%

	Chest pain
	6%
	2%

	Anaphylaxis
	5%
	0%

	Vomiting
	5%
	2%


Drug Interactions1
· Not studied
Dosage and Administration1
USUAL DOSE Give 8 mg as an intravenous infusion every 2 weeks over no less than 120 minutes via gravity feed, a syringe-type pump, or an infusion pump.  Do not administer as an intravenous push or bolus.  Monitor serum uric acid levels before each infusion.  Pre-medicate with antihistamines and corticosteroids.  Administer in a healthcare setting with healthcare providers prepared to manage anaphylaxis.
Costs (at commonly used dosages)

COST (WAC)*

	GENERIC NAME
	BRAND NAME
	STRENGTH
	DOSE/VIAL
	COST / VIAL

	Pegloticase
	Krystexxa
	8 mg/mL
	1 mL
	$  2300.00


*Wholesale Acquisition Cost (WAC)
Conclusion

Krystexxa is a PEGylated uric acid specific enzyme that has demonstrated efficacy in the treatment of chronic gout in adult patients refractory to conventional therapy. Approximately 3% of adults who suffer from gout are refractory to conventional therapy and Krystexxa injection offers a new therapeutic option. Clinical comparisons between Krystexxa and other agents used to treat patients with chronic gout are not available.
Recommendation

MO HealthNet Division recommends Open Access status for this product
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