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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, or require prior authorization for use. 

	
	

	
	

	Dosage Forms & Manufacturer:
	For Intravenous infusion. Each vial contains 37 mg of agalsidase beta, 222 mg mannitol, 20.4 mg sodium phosphate monobasic monohydrate, and 59.2 mg sodium phosphate dibasic heptahydrate

Genzyme Corporation, Cambridge, MA 02139

	
	

	
	

	Summary of Findings:
	Fabrazyme( is the first FDA approved treatment for patients with Fabry Disease.  Fabrazyme( is a version of the human form of the natural enzyme produced by recombinant DNA technology.  The replacement of the missing enzyme reduces a particular type of lipid accumulation in many types of cells, including blood vessels in the kidney and other organs.  Because of the rarity of the disease Fabrazyme will have limited use.
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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 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.

Introduction

Fabry Disease is a serious metabolic genetic disorder affecting approximately one in 40,000 males.  It is a rare inherited lysosomal storage disorder caused by the partial or complete deficiency of they lysosomal enzyme (-galactosidase.  It is X-linked and predominantly affects males.  Fabrazyme( is the first FDA approved treatment for patients with Fabry Disease.  Fabrazyme( is a version of the human form of the natural enzyme produced by recombinant DNA technology.  The replacement of the missing enzyme reduces a particular type of lipid accumulation in many types of cells, including blood vessels in the kidney and other organs.

Dosage Form(s)

For Intravenous infusion. Each vial contains 37 mg of agalsidase beta, 222 mg mannitol, 20.4 mg sodium phosphate monobasic monohydrate, and 59.2 mg sodium phosphate dibasic heptahydrate

Manufacturer

Genzyme Corporation

Indication(s)

Fabrazyme( (agalsidase beta) is indicated for use in patients with Fabry disease.  Fabrazyme reduces globotriasylceramide (GL-3) deposition in capillary endothelium of the kidney and certain other cell types.

Clinical Efficacy (mechanism of action/pharmacology, comparative efficacy)
Fabrazyme( is intended to provide an exogenous source of (-galactosidase A in Fabry disease patients.  The FDA classified this drug as an orphan drug therefore this drug received FDA approval based on a randomized, double-blind, placebo-controlled, multinational, multicenter study of 58 Fabry patients.  Twenty of 29 (69%) of the patients treated with Fabrazyme( achieved a GL-3 inclusion score of 0 which is desirable while zero of 29 patients treated with placebo achieved a GL-3 inclusion score of 0.

Adverse Effects

The most serious and most common adverse reactions reported with Fabrazyme( are infusion reactions.  Serious and/or frequently occurring infusion reactions consisted of one or more of the following: tachycardia, hypertension, throat tightness, chest pain/tightness, dyspnea, fever, chills/rigors, abdominal pain, pruritus, urticaria, nausea, vomiting, lip or ear edema, and rash.  Infusion reactions declined in frequency with continued use of Fabrazyme(.  However, serious infusion reactions may occur after extended durations of Fabrazyme( treatment.  Other reported serious adverse events included stroke, pain, ataxia, bradycardia, cardiac arrhythmia, cardiac, arrest, decreased cardiac output, vertigo, hypoacousia, and nephrotic syndrome.  These adverse events also occur as manifestations of Fabry disease; an alteration in frequency or severity cannot be determined from the small numbers of patients studied.  

Drug Interactions

No drug interaction studies were performed.

Dosage and Administration

The recommended dosage of Fabrazyme( is 1.0 mg/kg body weight infused every 2 weeks as an IV infusion.  The initial IV infusion rate should be no more than 0.25 mg/min (15 mg/hr).  The infusion rate may be slowed in the event of infusion-associated reactions.  After patient tolerance to the infusion is well established, the infusion rate may be increased in increments of 0.05 to 0.08 mg/min (increments of 3 to 5 mg/hr) each subsequent infusion.  Patients should receive antipyretics prior to infusion.  Fabrazyme( does not contain any preservatives.  Vials are for single-use only.  Any unused product should be discarded.  Shaking or agitation of this product should be avoided.  Detailed instructions for reconstitution and dilution can be found in the package insert and should be followed.

Cost Comparison (at commonly used dosages)

Genzyme’s manufacturer’s direct price for Fabrazyme( is $3,800.00 per vial.

Conclusion

Fabrazyme( is the first FDA approved treatment for patients with Fabry Disease.  Fabrazyme( is a version of the human form of the natural enzyme produced by recombinant DNA technology.  The replacement of the missing enzyme reduces a particular type of lipid accumulation in many types of cells, including blood vessels in the kidney and other organs.  Because of the rarity of the disease Fabrazyme will have limited use 

Recommendation(s)

It is recommended that Fabrazyme be given prior authorization status.
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