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Executive Summary 

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

	
	

	
	

	Dosage Forms & Manufacturer:
	Single-use vials containing 1.5 mg rasburicase + ampules with diluent

Sanofi-Synthelabo

	
	

	
	

	Summary of Findings:
	Rasburicase is effective at reducing uric acid levels in patients with malignancies and may be more effective than allopurinol due to a different site of action in the purine metabolism pathway.  It has no known drug interactions, but must be administered intravenously and is an expensive drug therapy.
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Purpose

The purpose of this monograph is to provide an extensive review of new therapy to determine whether the reviewed drug should be considered a prior authorization drug or not (open access). While prescription expenditures are increasing at double-digit rates, payors are evaluating ways to control these costs by influencing prescriber behavior and guiding 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.

Introduction1
Hyperuricemia is one of the components of tumor lysis syndrome, a metabolic derangement caused by rapid tumor breakdown in patients receiving chemotherapy.  In addition to hyperuricemia, it is characterized by hyperkalemia, hypocalcemia and hyperphosphatemia.  Hyperuricemia can lead to renal insufficiency and acute renal failure.  Allopurinol, urinary alkalinization and hydration have traditionally been used to treat hyperuricemia associated with this syndrome.  Allopurinol blocks uric acid formation by inhibiting the enzyme xanthine oxidase.  However, this can lead to a build of hypoxanthine and xanthine.  A new treatment modality, recombinant urate-oxidase enzyme (rasburicase), has recently become available for chemotherapy-related hyperuricemia. 

Dosage Form(s)2
Single-use vials containing 1.5 mg rasburicase + ampules containing 1 mL diluent (3 each per carton)

Manufacturer

Sanofi-Synthelabo Inc.

Indication(s)2
Initial management of plasma uric acid levels in pediatric patients with leukemia, lymphoma and solid tumor malignancies who are receiving chemotherapeutic agents which may result in elevated uric acid levels.  

Clinical Efficacy2-4 (mechanism of action/pharmacology, comparative efficacy)
Rasburicase works by catalyzing the enzymatic oxidation of uric acid into allantoin, a soluble and inactive metabolite.  

Elitek( was evaluated in three clinical trials involving 265 patients receiving either systemic chemotherapy or corticosteroids, in which all but 19 were pediatric patients.  The vast majority of patients received a 30-minute infusion of the drug once daily at a dose of 0.15 to 0.20 mg/kg/dose.  14 patients received this dose twice daily. 

	Study
	Design
	Main Objectives
	Results

	1
	Randomized, open label, comparison of Elitek( (N=27) vs allopurinol (N=25)
	Reduction in uric acid concentration over 96 hours
	AUC0-96hr:

Elitek = 128 + 70 mg/dL.hr

Allopurinol = 329 + 129 mg/dL.hr

(p<0.0001)

	2
	Multi-institutional, single-arm (N=107)
	Achievement of uric acid levels to pre-defined levels within 48 hours of administration of Elitek( and maintained until 24 hours after the last administration of study drug

PLUS

ability to control uric acid level without the addition of allopurinol
	99% of patients met study objectives

	3
	Multi-insitutional, single-arm (N=131)
	
	92% of patients receiving 0.15 mg/kg and 95% receiving 0.20 mg/kg Elitek( met study objectives


Due to the few number of adults enrolled in clinical studies, data regarding use in adults is insufficient to determine potential differences in response as compared to pediatric patients.

Adverse Effects2
Elitek( has the following “black box” warnings due to its potential to cause:

· Severe hypersensitivity reactions including anaphylaxis,

· Severe hemolysis in patients with glucose-6-phosphate dehydrogenase (G6PD) deficiency,

· Methemoglobinemia, and 

· Interference with uric acid measurements in blood samples left at room temperature (special handling procedures are required to avoid spuriously low uric acid level measurements).  

Elitek( should be immediately and permanently discontinued in patients developing hypersensitivity, hemolytic, or methemoglobinemia reactions. Its use is contraindicated in individuals with a known history of G6PD deficiency or with a known history of any of the reactions listed above to the drug or its excipients.  

The following serious adverse reactions were reported in Elitek( users:

· <1%:
Anaphylaxis, rash, hemolysis and methemoglobinemia

· 2-5%:
Fever, neutropenia with fever, respiratory distress, sepsis, neutropenia, and mucositis

Adverse reactions reported most frequently (regardless of severity) include:  vomiting, fever, nausea, headache, abdominal pain, constipation, diarrhea, mucositis, and rash.

Children less than 2 years old tended to have increased rates of toxicity as compared to children aged 2-17 years.

Drug Interactions2
No human drug interaction studies have been conducted.  Based on in vitro and preclinical in vivo studies, no metabolic-based or cytochrome P450-mediated interactions are anticipated at suggested doses.

Dosage and Administration2
The recommended dose of Elitek( is 0.15 or 0.20 mg/kg as a single daily dose, infused over 30 minutes.  It should not be administered as a bolus infusion.  Recommended duration of therapy is 5 days.  Safety and efficacy data for other regimens, including repeat courses or increased duration of therapy, have not been established and are therefore not recommended.  Chemotherapy should be started 4 to 24 hours after the first dose of Elitek(.

Cost Comparison5 (at commonly used dosages)

	Drug/Dose
	Cost per Dose (AWP)

	Elitek( 0.15 mg/kg:
10 kg child




20 kg child




30 kg child




40 kg child
	$ 372.50

$ 745.00

$ 1,117.50

$ 1,490.00

	Allopurinol 300 – 800 mg 
	$ 0.17 – 0.33*


  *HCFA pricing
Conclusion

Rasburicase is effective at reducing uric acid levels in patients with malignancies and may be more effective than allopurinol due to a different site of action in the purine metabolism pathway.  It has no known drug interactions, but must be administered intravenously and is an expensive drug therapy.

Recommendation(s)

Elitek( should be made available to prescribers on an open access basis.
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