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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:
	Lyophilized, sterile powder supplied in a vial designed to deliver 125 mg of Raptiva upon reconstitution with 1.3 mL of sterile water for injection (non-USP).  Each carton contains four trays; each tray contains one single-use vial of Raptiva, a pre-filled syringe of sterile water for injection (non-USP), two 25-gauge x5/8 inch needles, and two alcohol pads.
Genentech, Inc., South San Francisco, CA  94080‑4990

	
	

	Summary of Findings:
	With a favorable risk/benefit profile, Raptiva is anticipated to be used in adult patients with chronic moderate to severe plaque psoriasis who are candidates for systemic therapy or phototherapy.  In this patient population, Raptiva has been shown to provide safe and convenient continuous control of symptoms and improvement in quality of life.  The American Academy of Dermatology (AAD) recently published a consensus statement on psoriasis therapies.  The goals of therapy include durable remission with substantial or complete clearing of psoriasis, maintenance therapy following initial improvement, and minimizing significant adverse events.  According to the consensus statement, Raptiva was identified as a therapeutic option for patients with moderate to severe plaque psoriasis.


	
	

	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 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 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

Raptiva is a new systemic treatment for chronic moderate to severe plaque psoriasis.   Raptiva belongs to a class of drugs called Biologics.  Biologics are developed by using proteins from living cells. As a biologic, Raptiva is designed to target the specific cells in the body that cause psoriasis, and this may provide significant benefits for people with chronic moderate to severe plaque psoriasis.

Dosage Form(s)1
Lyophilized, sterile powder supplied in a vial designed to deliver 125 mg of Raptiva upon reconstitution with 1.3 mL of sterile water for injection (non-USP).  Each carton contains four trays; each tray contains one single-use vial of Raptiva, a pre-filled syringe of sterile water for injection (non-USP), two 25-gauge x5/8 inch needles, and two alcohol pads. 

Manufacturer
Genentech, Inc., 1 DNA Way, South San Francisco, CA  94080‑4990
Indication(s)1
Raptiva is indicated for the treatment of adult patients (18 years or older) with chronic moderate to severe plaque psoriasis who are candidates for systemic therapy or phototherapy.
Clinical Efficacy1-4 (mechanism of action/pharmacology, comparative efficacy)
Raptiva is an immune modulator that targets the T cells.  Raptiva inhibits various T-cell-mediated events in the immune cascade of psoriasis.  

Raptiva is an immunosuppressive recombinant humanized IgG1( monoclonal antibody that binds to human CD11a, the ( subunit of leukocyte function antigen-1 (LFA-1) expressed on all leukocytes, and decreases cell surface expression of CD11a.  Raptiva inhibits the binding of LFA-1 to intercellular adhesion molecule-1 (ICAM-1), thereby inhibiting the adhesion of T cells to other cell types involved in psoriasis, such as antigen presenting cells (APC), endothelial cells, and keratinocytes.  In psoriatic skin, ICAM-1 cell surface expression is upregulated on endothelium and keratinocytes.  Interaction between LFA-1 and ICAM-1 contributes to the initiation and maintenance of multiple processes, including activation of T lymphocytes in lymph nodes, adhesion of T lymphocytes to endothelial cells, migration of T lymphocytes from the circulation to sites of inflammation including psoriatic skin, and re-activation of memory T cells in the dermis and epidermis resulting in the release of cytokines.  CD11a is also expressed on the surface of B lymphocytes, monocytes, neutrophils, natural killer cells, and other leukocytes.  

Raptiva acts via several mechanisms to interrupt the pathogenesis of psoriasis:

· Inhibition of initial T cell activation

· Inhibition of T cell trafficking into the dermis and epidermis

· Inhibition of memory T cell re-activation and release of cytokines

Serum concentrations reached a steady state at 4 weeks Mean time to eliminate efalizumab after the last steady-state dose was 25 days. The mean estimated SC bioavailability was 50%.  While drug clearance was not significantly affected by patient gender or race, patient weight was a significant factor that affected clearance. It is hypothesized that efalizumab is cleared from the systemic circulation by cellular internalization via CD11a-expressing cells.  Other possible pathways include specific receptor mediated-clearance, nonspecific clearance, and Fc-receptor-mediated clearance (Data on File, Genentech, Inc.).

	
	Raptiva

(efalizumab)
	Amevive®
(alefacept)
	Enbrel®
(etanercept)
	Remicade®
(infliximab)

	FDA Approved for Plaque Psoriasis
	Yes
	Yes
	No
	No

	Type/Class
	Humanized IgG1( monoclonal antibody against CD11a of LFA-1
	Fusion protein (CD2-binding portion of LFA-3 linked to Fc portion of human IgG1)
	Fusion protein (ligand-binding portion of TNF receptor linked to Fc portion of human IgG1)
	Chimeric IgG1( monoclonal antibody against TNF-α

	Target
	CD11a subunit of LFA-1 on T cells
	CD2 on T cells
	TNF-α
	TNF-α

	Mechanism of Action
	Inhibits T cell activation and migration
	Reduces T cells; inhibits T cell activation
	Inhibits TNF-α
	Inhibits TNF-α

	Self-administration
	Yes
	No
	Yes
	No

	Route of Administration
	SC
	IM or IV Bolus*
	SC
	IV infusion

	Dosing Frequency
	Once Weekly
	Once Weekly
	Once or Twice Weekly
	Once at 0, 2, 6 weeks, then every 8 weeks

	Onset of Action in Psoriasis
	2 to 4 weeks
	60 days

(8.6 weeks)
	Not cited in PI
	Not cited in PI

	Half-life
	6 days
	270 hours

(11.25 days)
	102 hours

(4.25 days)
	8-9.5 days


Note: Information from product prescribing information for alefacept, etanercept, and infliximab.

*As of October 3, 2003 the manufacturer will no longer produce and distribute the IV dosage form (information obtained from web site at http://www.hgsa.com/professionals/index.shtml)

There are no head-to-head studies between any of the biologics, and as a result, no direct comparisons can be made.  In addition to several factors such as pharmacologic profile, convenience, and costs, individualized therapy should be selected based on the various safety and risk profiles of the biologics.

Contraindications1-3
Raptiva should not be administered to patients with known hypersensitivity to Raptiva or any of its components.

Warnings and Precautions1-3

Serious Infections: Raptiva is an immunosuppressive agent with the potential to increase the risk of infection and reactivate latent, chronic infections.  Raptiva should not be administered to patients with clinically significant infections.  Caution should be exercised when considering the use of Raptiva in patients with a chronic infection or history of recurrent infections.  If a patient develops a serious infection, Raptiva should be discontinued.  New infections developing during Raptiva treatment should be monitored.  In the first 12 weeks of controlled trials, serious infections occurred in 7 of 1620 (0.4 %) Raptiva-treated patients compared with 1 of 715 (0.1%) placebo-treated patients.  Serious infections requiring hospitalization included cellulitis, pneumonia, abscess, sepsis, bronchitis, gastroenteritis, aseptic meningitis, Legionnaire’s disease, and vertebral osteomyelitis (note some patients had more than one infection).

Malignancies: Raptiva is an immunosuppressive agent.  Many immunosuppressive agents have the potential to increase the risk of malignancy.  The role of Raptiva in the development of malignancies is not known.  Caution should be exercised when considering the use of Raptiva in patients at high risk for malignancy or with a history of malignancy.  If a patient develops a malignancy, Raptiva should be discontinued.

Thrombocytopenia: Platelet counts (52,000 cells/L were observed in 8 (0.3%) Raptiva-treated patients during clinical trials compared with none among those on placebo.  Five of these patients were treated with systemic steroids.  Thrombocytopenia resolved in the 7 patients receiving adequate follow-up (1 patient was lost to follow-up).  Physicians should follow patients closely for signs and symptoms of thrombocytopenia.  Assessment of platelet counts is recommended during treatment with Raptiva and Raptiva should be discontinued if thrombocytopenia develops.

Psoriasis Worsening and Variants: Worsening of psoriasis can occur during or after discontinuation of Raptiva.  In clinical studies, 19 of 2589 (0.7%) of Raptiva-treated patients had serious worsening of psoriasis during treatment (n5) or worsening past baseline after discontinuation of Raptiva (n14).  In some patients these events took the form of erythrodermic or pustular psoriasis.  Some patients required hospitalization and alternative antipsoriatic therapy to manage the psoriasis worsening.  Patients, including those not responding to Raptiva treatment, should be closely observed following discontinuation of Raptiva, and appropriate psoriasis treatment instituted as necessary.

Immunosuppression: The safety and efficacy of Raptiva in combination with other immunosuppressive agents or phototherapy have not been evaluated.  Patients receiving other immunosuppressive agents should not receive concurrent therapy with Raptiva because of the possibility of increased risk of infections and malignancies.

Immunizations: The safety and efficacy of vaccines administered to patients being treated with Raptiva have not been studied.  Both small clinical and animal studies indicate possible attenuation of antibody response to immunization.  Accordingly, administration of acellular, live and live-attenuated vaccines are not recommended during Raptiva therapy. 

First Dose Reactions: First dose reactions (headache, fever, nausea, and vomiting) are associated with Raptiva treatment and are dose-level related in incidence and severity.  Therefore, a conditioning dose of 0.7 mg/kg is recommended to reduce the incidence and severity of reactions associated with initial dosing.  One case of aseptic meningitis resulting in hospitalization has been observed in association with initial dosing.

Laboratory Tests: Assessment of platelet counts is recommended upon initiation of and periodically during Raptiva therapy.  More frequent assessments are recommended when initiating therapy (e.g., monthly), and may decrease in frequency with continued treatment (e.g., every 3 months).  Severe thrombocytopenia has been seen.

Pregnancy (Category C): Animal reproduction studies have not been conducted with Raptiva.  It is also not known whether Raptiva can cause fetal harm when administered to a pregnant woman or can affect reproduction capacity.  Raptiva should be given to a pregnant woman only if clearly needed.

No evidence of maternal toxicity, embryotoxicity, or teratogenicity was observed in mice given an anti-mouse CD11a antibody at up to 30 times the equivalent dose of Raptiva.  No adverse effects on behavioral, reproductive, or growth parameters were observed in offspring of female mice treated with an anti-mouse CD11a antibody during gestation and lactation using 3- to 30-times the equivalent dose.  At 11 weeks of age, the offspring had a significant reduction in their ability to mount an antibody response, which was partially reversible by 25 weeks of age.  Animal studies are not always predictive of human response, and there are no adequate and well-controlled studies in pregnant women.

Adverse Effects1-3
The most common adverse reactions were a first-dose reaction complex (headache, chills, fever, nausea, and myalgia) within 2 days following the first two injections.  These reactions were dose-level related in incidence and severity and most were mild to moderate in severity when a conditioning dose of 0.7 mg/kg was used.  In placebo-controlled trials, 29% of patients treated with Raptiva 1 mg/kg developed one or more of these symptoms following the first dose compared with 15% of patients receiving placebo.  After the third dose, the rate was 4% and 3% in the Raptiva 1 mg/kg and placebo groups, respectively.  Less than 1% of patients discontinued Raptiva because of these events.  Other adverse events resulting in discontinuation of Raptiva were psoriasis (0.6%), pain (0.4%), arthritis (0.4%), and arthralgia (0.3%).

	Adverse Events in Placebo Controlled Trials Reported

at a 2% Higher Rate with Raptiva 1 mg/kg/wk than Placebo

	
	Placebo (n715)
	Raptiva (n1213)

	Headache
	159 (22%)
	391 (32%)

	Infectiona
	188 (26%)
	350 (29%)

	Chills
	32 (4%)
	154 (13%)

	Nausea
	51 (7%)
	128 (11%)

	Pain
	38 (5%)
	122 (10%)

	Myalgia
	35 (5%)
	102 (8%)

	Flu Syndrome
	29 (4%)
	83 (7%)

	Fever
	24 (3%)
	80 (7%)

	Back pain
	14 (2%)
	50 (4%)

	Acne
	4 (1%)
	45 (4%)

	aIncludes diagnosed infections and other non-specific infections.  Most common non-specific infection was upper respiratory infection.


Adverse events occurring at a rate between 1 and 2% greater in the Raptiva group compared with placebo were arthralgia, asthenia, peripheral edema, and psoriasis.

The most serious adverse reactions observed during Raptiva treatment were serious infections, malignancies, thrombocytopenia, and psoriasis worsening and variants.

Drug Interactions1-3
No formal drug interaction studies have been performed with Raptiva.  Raptiva should not be used with other immunosuppressive drugs.  Acellular, live and live-attenuated vaccines should not be administered during Raptiva treatment.
Dosage and Administration1-3

The recommended dose of Raptiva is a single 0.7 mg/kg SC conditioning dose followed by weekly SC doses of 1 mg/kg (maximum single dose not to exceed a total of 200 mg).

Raptiva is indicated for the treatment of adults with chronic moderate to severe plaque psoriasis who are candidates for systemic therapy or phototherapy.  Sustained responses to Raptiva have been observed in an open-label extension treatment trial when patients were treated with Raptiva without interruption for 21 months.

Raptiva is intended for use under the guidance and supervision of a physician.  If it is determined to be appropriate, patients may self-inject Raptiva after proper training in the preparation, and injection technique and with medical follow-up.

Cost Comparison1,5 (at commonly used dosages)

	DRUG
	FDA Approved Indications
	ESTIMATED ANNUAL PRODUCT COST (AWP)

	Raptiva
	Moderate to severe chronic plaque psoriasis
	$17,836 AWP based on 1mg/kg/wk dosing

$450 per year Platelet Monitoring

	Enbrel
	RA and Juvenile RA, Psoriatic Arthritis, Ankylosing Spondylitis
	$17,818 – 25mg 2x/week (52 weeks)

	Amevive
	Moderate to severe chronic plaque psoriasis
	$23,900 – IM formulation (18 weeks therapy)

	Remicade
	RA and Crohn’s Disease
	$18,670 – 3mg/kg dose

$24,800 – 5 mg/kg dose


Conclusion

With a favorable risk/benefit profile, Raptiva is anticipated to be used in adult patients with chronic moderate to severe plaque psoriasis who are candidates for systemic therapy or phototherapy.  In this patient population, Raptiva has been shown to provide safe and convenient continuous control of symptoms and improvement in quality of life. 

The American Academy of Dermatology (AAD) recently published a consensus statement on psoriasis therapies.  The goals of therapy include durable remission with substantial or complete clearing of psoriasis, maintenance therapy following initial improvement, and minimizing significant adverse events.  According to the consensus statement, Raptiva was identified as a therapeutic option for patients with moderate to severe plaque psoriasis.
Recommendation

The department recommends that Raptiva have a clinical edit. 
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