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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:
	15 mg of alefacept per 0.5 ml for intramuscular injection 

7.5 mg of alefacept per 0.5 ml for intravenous injection

Biogen, Inc.

	
	

	Summary of Findings:
	Amevive® (alefacept) is an immunosuppressive produced by recombinant DNA technology.  It is indicated for the treatment of moderate to severe chronic plaque psoriasis in adults who are candidates for systemic therapy or phototherapy.  Alefacept appears to have promising remission rates. Remission rates vary between three and a half months and six months, differing slightly between IM and IV administration. 
In the clinical studies the most serious adverse events associated with alefacept were decreased white blood cell count, malignancies, serious infections, and hypersensitivity reactions. Administration should only be under the guidance and supervision of a physician and weekly CD4+ counts need to be monitored throughout therapy.

While alefacept may provide a longer duration of response when compared to other agents, head-to-head trials have not been conducted.  Additionally, the cost of therapy warrants prior authorization be continued.
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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 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.

Introduction1,2

Alefacept is an immunosuppressive produced by recombinant DNA technology.  Amevive® (alefacept) was approved by the FDA on January 30, 2003. It works by preventing activation and proliferation of T-cells, which have demonstrated a role in psoriasis.  It is indicated for the treatment of moderate to severe chronic plaque psoriasis in adults who are candidates for systemic therapy or phototherapy.
Dosage Form(s)1

Amevive® (alefacept) is available in two formulations: 15 mg of alefacept per 0.5 ml for intramuscular injection and 7.5 mg of alefacept per 0.5 ml for intravenous injection. 
Manufacturer

Biogen, Inc.

Indication(s)1

Amevive® (alefacept) is indicated for the treatment of moderate to severe chronic plaque psoriasis in adults who are candidates for systemic therapy or phototherapy.

Clinical Efficacy (mechanism of action/pharmacology, comparative efficacy)1,3,4
Alefacept interferes with lymphocyte, or white blood cell, activation and proliferation by binding to a specific lymphocyte antigen. Alefacept also reduces the number of lymphocytes with this antigen that are circulating, thus decreasing the potential immune-response triggers. While alefacept is considered a specific lymphocyte inhibitor, the potential remains for alefacept to affect a number of other circulating lymphocytes.

The approval of alefacept was based on two randomized, double-blind, placebo-controlled studies in adults with chronic (≥1 year) plaque psoriasis and a minimum body surface area involvement of 10% who were candidates for or had previously received systemic therapy or phototherapy. Patients could receive concomitant low potency topical steroids. Concomitant phototherapy or systemic therapy was not allowed.

Each study consisted of once-weekly administration for 12 weeks (7.5 mg IV bolus for Study 1, 15mg IM for Study 2) of placebo or AMEVIVE®.  In Study 1, patients were randomized to receive one or two courses of alefacept 7.5mg.  The second course was conducted after a 12-week treatment-free period.

Response to treatment in both studies was defined as the proportion of patients with a reduction in score on the Psoriasis Area and Severity Index (PASI) of at least 75% from baseline at two weeks following the 12-week treatment period.

In Study 1 (intravenous treatment), a significant number of patients achieved a 75% or greater improvement in their PASI score from baseline at two weeks after last dose (p <0.001). The median duration of response for those who responded by 75% or greater was 3.5 months. Half of those who improved by 75% continued the trial on placebo; these patients continued to see 50% clearing for an additional 3 months. In study 2 (intramuscular treatment) the median duration of remission was about two months after one course of treatment, with 21% (p < 0.001) of patients achieving a 75% reduction in their PASI score.  
Currently, no head-to-head trials with alefacept have been performed, but alefacept appears to have promising remission rates. Remission rates vary between three and a half months and six months, differing slightly between IM and IV administration. Cyclosporine and acitretin usually have a six to eight week remission period, methotrexate has a remission period of ten weeks to six months, and psoralen plus ultraviolet A has a duration of approximately six months. While duration of remission may be greater with agents such as psoralen plus ultraviolet A and methotrexate, alefacept has a better safety profile than the other agents. 

Other biologicals being tested for chronic plaque psoriasis include etanercept (Enbrel), infliximab (Remicade); both in Phase III trials adalimumab (Humira) in Phase II trials; and efalizumab (Raptiva) filed an application for new biologic in late 2002.

Adverse Effects1,3

Commonly observed (>2%) adverse events that occurred in clinical studies more frequently with alefacept compared with placebo treatment included: pharyngitis, dizziness, increased cough, nausea, pruritus, myalgia, chills, injection site pain and inflammation.  Chills occurred at a 5% or higher and primarily with intravenous administration.

The most serious adverse events associated with alefacept were decreased white blood cell count, malignancies, serious infections, and hypersensitivity reactions. 

Alefacept causes dose-dependent reductions in circulating CD4+ and CD8+ T lymphocyte counts.   A course of alefacept should not be initiated in patients with a CD4+ T lymphocyte count below normal. The CD4+ T lymphocyte counts should be monitored weekly throughout the course of the 12-week dosing regimen.  Dosing should be withheld if CD4+ T lymphocyte counts are below 250 cells/μl.  The drug should be discontinued if the counts remain below 250 cells/μl for one month.

Alefacept is an immunosuppressive agent and may increase the risk of malignancies.  Among 1357 patients who received alefacept in clinical trials, there were 23 reported cutaneous malignancies and 3 lymphomas.  Its use is not recommended in patients with a history of systemic malignancy and caution should be used when considering its use in patients at high risk for malignancy.  Alefacept has also been associated with infections requiring hospitalization. In the clinical trials, serious infections included necrotizing cellulitis, peritonsillar abscess, post-operative and burn wound infection, toxic shock, pneumonia, appendicitis, pre-septal cellulitis, cholecystitis, gastroenteritis and herpes simplex infection.  Administration in patients with a clinically important infection is not recommended.  Caution should be exercised when considering the use of alefacept in patients with chronic infections or a history of recurrent infection.  

Concurrent alefacept administration with immunosuppressant agents or phototherapy is not recommended. The recommended time period between use of these agents and alefacept is unknown.

Alefacept is an FDA pregnancy category B treatment.  Pregnant women should only use it if clearly needed.   If a patient becomes pregnant during the course of alefacept therapy, the manufacturer encourages patient enrollment in the Biogen Pregnancy Registry. It is not known if alefacept is excreted in breast milk.
Drug Interactions1

Formal interaction studies have not been performed, however concurrent administration with immunosuppressant agents or phototherapy is not recommended. The recommended time period between use of these agents and alefacept is unknown.

Dosage and Administration1

Administration should only be under the guidance and supervision of a physician.

The recommended dose of Amevive® is 7.5 mg given once weekly as an IV bolus or 15 mg given once weekly as an IM injection.  The recommended regimen is a course of 12 weekly injections. 

The CD4+ T lymphocyte counts should be monitored weekly throughout the course of the 12-week dosing regimen.  Dosing should be withheld if CD4+ T lymphocyte counts are below 250 cells/μl. The drug should be discontinued if the counts remain below 250 cells/μl for one month.

Retreatment with an additional 12-week course may be initiated provided that CD4+ T lymphocyte counts are within the normal range, and a minimum of a 12-week interval has passed since the previous course of treatment.  

Data on retreatment beyond two cycles are limited.

Cost Comparison (at commonly used dosages)

	Drug
	Dose
	AWP* per Month

	Alefacept (Amevive) I.V.
	7.5mg per week
	$2800

	Alefacept (Amevive) I.M.
	15mg per week
	$3980

	Acitretin (Soriatane)
	25-50mg per day
	$404 - $807

	Cyclosporine (Neoral)
	2.5mg/kg/day – 4 mg/kg/day

(175mg – 275mg)**
	$183 - $504***

	Methotrexate (various)
	10-25mg per week
	$20 - $51


*Average Wholesale Price: Facts and Comparisons (Medi-Span), St Louis, MO; February 2003. Costs rounded

to the nearest whole dollar. Generic costs are used if generic products are available (i.e., methotrexate).   HCFA maximum allowable prices used where applicable.

** dosing based on body weight of 70kg

*** Neoral pricing obtained from Redbook, January 2003.

Each weekly 7.5mg intravenous (IV) bolus of Amevive has an AWP of $995, while each 15 mg weekly intramuscular (IM) injection has an AWP of $700. This projects to an annual AWP of $23,880 for IV therapy and $16,800 for IM therapy with two 12-week cycles per year. The additional cost of weekly CD4+ monitoring could increase the annual cost of IV therapy to over $25,000 and of IM therapy to over $18,000.4  

By comparison, the annual AWP of Amevive is more than the annual AWP of Humira, Enbrel and Remicade.4
Conclusion

Amevive® (alefacept) is an immunosuppressive produced by recombinant DNA technology.  It is indicated for the treatment of moderate to severe chronic plaque psoriasis in adults who are candidates for systemic therapy or phototherapy.  Currently, no head-to-head trials with alefacept have been performed, but alefacept appears to have promising remission rates. Remission rates vary between three and a half months and six months, differing slightly between IM and IV administration. Cyclosporine and acitretin usually have a six to eight week remission period, methotrexate has a remission period of ten weeks to six months, and psoralen plus ultraviolet A has a duration of approximately six months. While duration of remission may be greater with agents such as psoralen plus ultraviolet A and methotrexate, alefacept has a better safety profile than the other agents.4

In the clinical studies the most serious adverse events associated with alefacept were decreased white blood cell count, malignancies, serious infections, and hypersensitivity reactions. Administration should only be under the guidance and supervision of a physician and weekly CD4+ counts need to be monitored throughout therapy.

Cost wise, alefacept is expensive, however this product provides a favorable duration of response.
Recommendation(s)

It is recommended that the use of Amevive continue to require prior authorization.
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