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Drug Monograph

	Drug/Drug Class:
	 Xolair( (Omalizumab) / Respiratory Agent 
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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:
	Xolair( is supplied as a lyophilized, sterile powder in a single-use, 5-cc vial that is designed to deliver 150 mg of Xolair( upon reconstitution with 1.4 ml of sterile water.  For Subcutaneous Use.

Genetech, Inc., South San Francisco, CA 94080-4990

	
	

	
	

	Summary of Findings:
	Xolair( shows efficacy in reduction of exacerbations in asthma patients with a novel therapeutic approach for IgE-mediated allergic diseases.  The major drawback to use of the agent is its cost.
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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

The immunoglobulin E (IgE) antibody plays a central role in the allergic immune responses, such as those which characterize allergic bronchial asthma.  The ability to reduce circulating IgE by using anti-IgE antibodies represents a novel therapeutic approach for IgE-mediated allergic diseases.  Genentech and Novaritis have introduced Xolair( (Omalizumab) a non-anaphylactogen humanized murine monoclonal antibody which binds to circulating IgE.

Dosage Form(s)

Xolair( is supplied as a lyophilized, sterile powder in a single-use, 5-cc vial that is designed to deliver 150 mg of Xolair( upon reconstitution with 1.4 ml of sterile water.  For Subcutaneous Use.
Manufacturer
Genetech, Inc., South San Francisco, CA 94080-4990
Indication(s)

Xolair( is indicated for adults and adolescents (12 years of age and above) with moderate to severe persistent asthma who have a positive skin test or in vitro reactivity to a perennial aeroallergen and whose symptoms are inadequately controlled with inhaled corticosteroids.  Xolair( has been shown to decrease the incidence of asthma exacerbations in these patients.

Clinical Efficacy (mechanism of action/pharmacology, comparative efficacy)
Xolair( inhibits the binding of IgE to the high-affinity IgE receptor (Fc(RI) on the surface of mast cells and basophils.  Reduction in surface-bound IgE on Fc(RI-bearing cells limits the degree of release of mediators of the allergic response.  Treatment with Xolair( also reduces the number of Fc(RI receptors on basophils in atopic patients.  After SC administration, Omalizumab is absorbed with an average absolute bioavailability of 62%, reaching peak serum concentrations after an average of 7-8 days.  In asthma patients serum elimination half-life averaged 26 days.   In two clinical studies Xolair( treated patients had a reduced number of exacerbations per patient compared to placebo treated patients.  In one clinical study the number of exacerbations in patients treated with Xolair( was similar to that in placebo-treated patients.  The absence of an observed treatment effect may be related to differences in the patient population compared with the other two studies, study sample size, or other factors.  In Studies 1 and 2 measures of airflow (FEV1) and asthma symptoms were evaluated.  The clinical relevance of the treatment-associated differences is unknown.  In clinical studies, serum free IgE levels were reduced in a dose-dependent manner within 1 hour of the first dose and maintained between doses.  Serum total IgE levels (bound and unbound) increased after the first dose of Xolair( due to the formation of Omalizumab:IgE complexes, which have a slower elimination rate than free IgE.  At 16 weeks after the first dose, average serum total IgE levels were 5-fold higher compared with pretreatment when using standard assays.  After discontinuation of Xolair( therapy, the Xolair(-induced increase in total IgE and decrease in free IgE were reversible, with no observed rebound in IgE levels.  Total IgE levels did not return to pretreatment levels for up to 1 year after discontinuation of Xolair( therapy.

Warnings / Precautions

Malignant neoplasms were observed in 20 of 4127 (0.5%) patients treated with Xolair( compared with 5 of 2236 (0.2%) control patients in the clinical studies.  The observed malignancies in Xolair(-treated patients were a variety of types, with breast, non-melanoma skin, prostate, melanoma, and parotid occurring more than once, and five other types occurring once each.  The majority of patients were observed for less than 1 year. The impact of longer term Xolair( therapy or use in patients at higher risk for malignancy (e.g., elderly, current smokers) is not known.

Anaphylaxis has occurred within 2 hours of the first or subsequent administration of Xolair( in three patients (<0.1%) without other identifiable allergic triggers.  These events included urticaria and throat and/or tongue edema.   Patients should be observed after injection of Xolair( and medications for the treatment of severe hypersensitivity reactions including anaphylaxis should be available.  If a severe hypersensitivity reaction to Xolair( occurs, therapy should be discontinued.

Xolair( has not been shown to alleviate asthma exacerbations acutely and should not be used for the treatment of bronchospasm or status asthmaticus.

Systemic or inhaled corticosteroids should not be abruptly discontinued upon initiation of Xolair( therapy.  Decreases in corticosteroids should be performed under the direct supervision of a physician and may need to be performed gradually.

Adverse Effects

The most serious adverse reactions occurring in clinical studies with Xolair( are malignancies and anaphylaxis.  The observed incidence of malignancy among Xolair(-treated patients (0.5%) was numerically higher than among patients in control groups (0.2%).  Anaphylactic reactions were rare but temporally associated with Xolair( administration.  The adverse reactions most commonly observed among patients treated with Xolair( included injection site reaction (45%), viral infections (23%), upper respiratory tract infection (20%), sinusitis (16%), headache (15%), and pharyngitis (11%).  These events were observed at similar rates in Xolair(-treated patients and control patients.  These were also the most frequently reported adverse reactions resulting in clinical intervention (e.g., discontinuation of Xolair(, or the need for concomitant medication to treat an adverse reaction).

	Adverse Events ( 1% More Frequent in Xolair-Treated Patients

	Adverse Event
	Xolair( n=738 (%)
	Placebo n=717 (%)

	Pain
	7
	5

	Fatigue
	3
	2

	Arthralgia
	8
	6

	Fracture
	2
	1

	Leg pain
	4
	2

	Arm pain
	2
	1

	Dizziness
	3
	2

	Pruritus
	2
	1

	Dermatitis
	2
	1

	Earache
	2
	1


Drug Interactions

No formal drug interaction studies have been performed with Xolair(.  The concomitant use of Xolair( and allergen immunotherapy has not been evaluated.

Dosage and Administration

Xolair( (Omalizumab) 150 to 375 mg is administered SC every 2 or 4 weeks.  Because the solution is slightly viscous, the injection may take 5-10 seconds to administer.  Doses (mg) and dosing frequency are determined by serum total IgE level (IU/mL), measured before the start of treatment, and body weight (kg).  A dose determination chart can be found in the package insert.  Doses of more than 150 mg are divided among more than one injection site to limit injections to not more than 150 mg per site.  There are also detailed instructions for preparation for administration found in the package insert.

Cost Comparison (at commonly used dosages)

The AWP for a vial yielding 150 mg is $542.00.  Some patients, depending on weight and pre-treatment Serum IgE level, may require the use of 3 vials every 2 weeks.

Conclusion

Xolair( shows efficacy in reduction of exacerbations in asthma patients with a novel therapeutic approach for IgE-mediated allergic diseases.  The major drawback to use of the agent is its cost.

Recommendation

It is recommended that Xolair( be placed on clinical edit status.
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