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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, apply clinical edit or require prior authorization for use. 

	
	

	
	

	Dosage Forms & Manufacturer:
	Simulect®, an interleukin-2 (IL-2) receptor antagonist, which functions as an immunosuppressive agent and is manufacturered by Novartis Pharmaceuticals Corporation.   It is available as 10mg and 20mg vials.     

	
	

	
	

	Summary of Findings:
	Simulect®, in combination with an immunosuppressive regimen including cyclosporine and corticosteroids, is indicated for the prophylaxis of acute organ rejection in patients receiving renal transplantation.  It is recommended that Simulect® be available as open access.

	
	

	
	

	Status Recommendation:
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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 made available on an open access basis, apply clinical edit or require prior authorization for use.  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

The risk of acute rejection is very high during the early post-transplant time period.  Simulect® is a new agent that is part of an immunosuppressive regimen to prevent organ rejection during this critical period following transplantation.  

Dosage Form(s)

Simulect® is available as 10mg and 20mg vials.1
Manufacturer

Novartis Pharmaceuticals Corporation, East Hanover, NJ

Indication

Simulect®, in combination with an immunosuppressive regimen including cyclosporine and corticosteroids, is indicated for the prophylaxis of acute organ rejection in patients receiving renal transplantation.1
Clinical Efficacy (mechanism of action/pharmacology)
Simulect® is a chimeric (murine/human) monoclonal antibody that is used as an immunosuppressive agent.  It specifically binds and blocks the interleukin-2 receptor α-chain (IL-2Rα) on activated T-lymphocyte surfaces.  The IL-2-mediated activation of lymphocytes is a necessary part of the cellular immune response in allograft rejection.1  

Adverse Effects1
Severe acute hypersensitivity reactions have been noted following initial exposure.  These reactions may include hypotension, tachycardia, cardiac failure, shortness of breath, wheezing, respiratory failure, or urticaria.  If a severe hypersensitivity reaction occurs, Simulect® should be discontinued permanently.  

Some of the more commonly noted (i.e., occurred in [image: image1.png]


10% of basiliximab-treated patients) adverse effects include:

Central Nervous System:

Headache; tremor; insomnia

Dermatologic:
Surgical wound complications; acne

Gastrointestinal:
Constipation; nausea; diarrhea; abdominal pain;vomiting; dyspepsia

Metabolic/Nutritional:
Hyperkalemia; hypokalemia; hyperglycemia; hyperuricemia; hypophosphatemia; hypercholesterolemia

Respiratory:
Dyspnea; upper respiratory tract infection

Miscellaneous:
Anemia; pain; peripheral edema; fever; viral infection; hypertension; urinary tract infection

Drug Interactions1
Simulect has not been shown to interact with the following immunosuppressive agents:

· azathioprine

· cyclosporine

· corticosteroids

· mycophenolate mofetil

· muromonab-CD3, and

· ATG/ALG.

Dosage and Administration1
After the vial is properly reconstituted with sterile water, Simulect® is only to be administered intravenously (central or peripheral).    

Adults and Children ≥ 35 kg:

1) 20-mg dose within two hours prior to transplantation surgery, then

2) 20-mg dose four days after transplantation.

Children < 35 kg:
1) 10-mg dose within two hours prior to transplantation surgery, then

2) 10-mg dose four days after transplantation.

NOTE: The second dose should be withheld if severe hypersensitivity reaction or graft loss occurs.

Cost 

The AWP cost2 for one 20-mg vial of Simulect® is $1686.86.  

Conclusion

Simulect®, in combination with an immunosuppressive regimen including cyclosporine and corticosteroids, is indicated for the prophylaxis of acute organ rejection in patients receiving renal transplantation.  

Recommendation(s)

It is recommended that Simulect® require prior authorization for use.
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