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Executive Summary 

	Purpose:
	The purpose of this monograph is to review a new drug therapy option, and to determine if this drug should be made available on an open access basis to prescribers or require prior authorization for use.

	
	

	Dosage Forms & Manufacturer:
	ReFacto® Antihemophilic Factor (Recombinant) is formulated as a sterile, nonpyrogenic, lyophilized powder preparation for intravenous injection.  It is available in single use vials, containing nominally 250, 500, 1000 or 2000 IU of Antihemophilic Factor (Recombinant).

ReFacto® is manufactured by Genetics Institute, Inc., Cambridge, MA.

	
	

	Summary of Findings:
	ReFacto® is indicated for the control and prevention of hemorrhagic episodes and for surgical prophylaxis in patients with hemophilia A.  Pricing of ReFacto® Antihemophilic Factor (Recombinant) is favorable when compared to other recombinant antihemophilic factors.

	
	

	Status Recommendation:
	 FORMCHECKBOX 
 Prior authorization (PA) required
	 FORMCHECKBOX 
 Open access

	
	 FORMCHECKBOX 
 Clinical Edit

	
	

	Type of PA Criteria:
	 FORMCHECKBOX 
 Increased risk of ADE
	 FORMCHECKBOX 
 Non-Preferred Agent

	
	 FORMCHECKBOX 
 Appropriate Indications
	 FORMCHECKBOX 
 PA not required


Purpose

The purpose of this monograph is to review a new drug therapy option, and to determine if this drug should be made available on an open access basis to prescribers or require prior authorization for use.  Because prescription expenditures continue to increase, payers are evaluating ways to control drug costs through influencing prescribing patterns.  Drug related expenditures can be reduced by restricting usage of certain drugs and through increasing usage of therapeutically equivalent, less expensive drugs.  This review is intended to assist in achieving respective clinical and economic goals.

Introduction

ReFacto® is a purified protein produced by recombinant DNA technology.  It is a glycoprotein with an approximate molecular mass of 170 kDa consisting of 1438 amino acids.  ReFacto® Antihemophelic Factor (Recombinant) is indicated for the control and prevention of hemorrhagic episodes and for surgical prophylaxis in patients with hemophilia A. 

Dosage Form(s)

ReFacto® Antihemophilic Factor (Recombinant) is formulated as a sterile, nonpyrogenic, lyophilized powder preparation for intravenous injection.  It is available in single use vials, containing nominally 250, 500, 1000 or 2000 IU of Antihemophilic Factor (Recombinant).

Manufacturer

ReFacto® is manufactured by Genetics Institute, Inc., Cambridge, MA.
Indication(s)

ReFacto® Antihemophelic Factor (Recombinant) is indicated for the control and prevention of hemorrhagic episodes and for surgical prophylaxis in patients with hemophilia A.1
Clinical Efficacy (mechanism of action/pharmacology, comparative efficacy)
Factor VIII is the specific clotting factor deficient in patients with hemophilia A.  Administering ReFacto® Antihemophelic Factor (Recombinant) increases plasma levels of factor VIII activity and can temporarily correct the in vitro coagulation defect in these patients.1

In the intrinsic blood coagulation pathway, activated factor VIII acts as a cofactor for activated factor IX accelerating the conversion of factor X to activated factor X.  In the presence of negatively charged phospholipids (factor V), and calcium, activated factor X converts prothrombin into thrombin.  Thrombin then converts fibrinogen to fibrin resulting in clot formation.  Patients with hemophilia A have reduced factor VIII activity, and replacement therapy is necessary.1,2
ReFacto® Antihemophelic Factor (Recombinant) has been studied in short-term prophylaxis.  In uncontrolled clinical trials, an average dose of 27+10 IU/kg in previously treated patients (n=77) and an average dose of 57+20 IU/kg in previously untreated patients (n=17) was administered at variable intervals exceeding two weeks.  64 patients had both on-demand and prophylactic periods, and the mean rate of spontaneous musculoskeletal bleeding episodes was less during periods of routine prophylaxis.1
Adverse Effects
Local effects

Burning, pruritus, rash and erythema have been reported.2
Systemic effects

Systemic effects that have been reported include dizziness, lightheadedness, nausea, vomiting, diarrhea.2

Development of inhibitors to antihemophilic factor

Hemophelia A patients receiving antihemophilic factor (recombinant) have developed inhibitors to antihemophilic factor (alloantibodies).  Administration of antihemophilic factor (recombinant) in patients who already have antihemophilic factor antibodies may result in increased levels of inhibitors.2
Contraindications

ReFacto® Antihemophelic Factor (Recombinant) can be contraindicated in patients with known hypersensitivity to mouse, hamster, or bovine proteins.  Anaphylactic reactions have been reported.1
Cost Comparison (at commonly used dosages)

Selected Product Comparison:

	Product
	IU
	AWP
	IU
	AWP
	IU
	AWP

	ReFacto (recombinant AHF)
	1
	$1.36
	250
	$340.00
	500
	$680.00

	Kogenate FS (recombinant AHF)
	1
	$2.03
	250
	$507.50
	500
	$1,015.00

	Helixate FS (recombinant AHF)
	1
	$1.39
	250
	$347.50
	500
	$695.00

	Koate-HP     (human AHF)
	1
	$0.92
	250
	$230.00
	500
	$460.00

	Average Wholesale Price: Facts and Comparisons (Medi-Span), St Louis, MO; October 2002.


Dosage and Administration

Dosage of Antihemophelic Factor (Recombinant) is expressed as international units (IU) of antihemophilic activity.  One IU is approximately equal to that quantity of antihemophilic factor contained in 1 ml of fresh, pooled, normal human plasma.1,2
1 IU of factor VIII per kg body weight raises the plasma factor VIII activity by approximately 2 IU/dl (empirical finding).  The required dosage can be calculated using the following formula:

· Required units = body weight (kg) x desired factor VIII rise (IU/dl or % of normal) x 0.5 (IU/kg per IU/dl).1,2
Conclusion

ReFacto® Antihemophilic Factor (Recombinant) is indicated for the control and prevention of hemorrhagic episodes and for surgical prophylaxis in patients with hemophilia A.  Pricing of ReFacto® Antihemophilic Factor (Recombinant) is favorable when compared to other recombinant antihemophilic factors.
Recommendation(s)

It is recommended to make ReFacto® Antihemophelic Factor (Recombinant) available via open access.
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