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Drug Monograph

	Drug/Drug Class:
	Arzerra (Ofatumumab) Injection / Antineoplastic Agent

	
	

	Prepared for:
	MO HealthNet
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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, require a clinical edit or require prior authorization for use. 

	
	

	Dosage Forms & Manufacturer:
	Each 5 mL vial of Arzerra contains 100 mg of Ofatumumab.
GlaxoSmithKline, Research Triangle Park, NC 27709

	
	

	Summary of Findings:
	Arzerra is a CD20-directed cytolytic monoclonal antibody that has demonstrated efficacy in the treatment of patients with Chronic Lymphocytic Leukemia (CLL) refractory to fludarabine and alemtuzumab.  Arzerra was approved under the FDA's accelerated approval process, which requires a clinical trial in CLL patients to confirm that the addition of the drug to standard chemotherapy increases progression free survival.  Arzerra is also being studied in patients with follicular lymphoma, chronic lymphocytic leukemia, rheumatoid arthritis, aggressive lymphoma, and multiple sclerosis. 

	
	

	Status Recommendation:
	 FORMCHECKBOX 
 Prior Authorization (PA) Required

 FORMCHECKBOX 
 Clinical Edit
	 FORMCHECKBOX 
 Open Access

 FORMCHECKBOX 
 PDL Product

	
	
	

	Type of PA Criteria:
	 FORMCHECKBOX 
 Increased Risk of ADE

 FORMCHECKBOX 
 Dose Optimization
	 FORMCHECKBOX 
 Preferred Agent
 FORMCHECKBOX 
 No PA Required


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, a clinical edit drug or an open access drug. 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
Chronic Lymphocytic Leukemia (CLL) primarily affects people older than 50 and arises from a group of white blood cells known as B-cells that are part of the body's immune system.  Each year, about 16,000 people are diagnosed with CLL and approximately 4,400 people die from the disease.  
Dosage Form(s) 1
Each 5 mL vial of Arzerra contains 100 mg of Ofatumumab.

Manufacturer
GlaxoSmithKline, Research Triangle Park, NC 27709
Indication(s) 1
Arzerra injection is indicated in the treatment of patients with chronic lymphocytic leukemia (CLL) refractory to fludarabine and alemtuzumab.  
Clinical Efficacy1-7 (mechanism of action/pharmacology, comparative efficacy)
Arzerra is a fully human CD20-directed monoclonal antibody that binds specifically to both the small and large extracellular loops of the CD20 molecule.  The CD20 molecule is expressed on normal B lymphocytes (pre-B- to mature B-lymphocyte) and on B-cell CLL. The CD20 molecule is not shed from the cell surface and is not internalized following antibody binding.  The Fab domain of Arzerra binds to the CD20 molecule and the Fc domain mediates immune effector functions to result in B-cell lysis in vitro. Data suggest that possible mechanisms of cell lysis include complement-dependent cytotoxicity and antibody-dependent, cell-mediated cytotoxicity. 
	
	ARZERRA

	Protein binding
	Unknown

	Volume of distribution
	1.7 to 5.1 L

	Metabolism
	Unknown

	Excretion
	Unknown

	Half-life
	Approximately 14 days


The approval of Arzerra was based upon a single-arm, multicenter clinical trial involving 154 patients with relapsed or refractory CLL.  Results from this study showed that the overall response rate in patients with CLL refractory to fludarabine and alemtuzumab was 42% with a median duration of response of 6.5 months.  The effectiveness of Arzerra was based on the demonstration of durable objective responses and no data is available to demonstrate an improvement in disease related symptoms or increased survival with Arzerra. 
Clinical Studies

CHRONIC LYMPHOCYTIC LEUKEMIA
	Design
	Single-arm multicenter clinical trial (n=154)

	Inclusion Criteria
	Patients with relapsed or refractory CLL.

	Exclusion Criteria
	Not Specified.

	Treatment Regimen
	Arzerra was administered by intravenous infusion according to the following schedule: 300 mg (Week 0), 2,000 mg weekly for 7 infusions (Weeks 1 through 7), and 2,000 mg every 4 weeks for 4 infusions (Weeks 12 through 24).  Patients with CLL refractory to fludarabine and alemtuzumab (n=59) comprised the efficacy population.  Drug refractoriness was defined as failure to achieve at least a partial response to, or disease progression within 6 months of, the last dose of fludarabine or alemtuzumab.  The main efficacy outcome was durable objective tumor response rate.  Objective tumor responses were determined using the 1996 National Cancer Institute Working Group (NCIWG) Guidelines for CLL.

	Results
	      The investigator-determined overall response rate in patients with CLL refractory to fludarabine and alemtuzumab was 42% (99% confidence interval (CI), 26% to 60%) with a median duration of response of 6.5 months (95% CI, 5.8 to 8.3 months).  There were no complete responses. Anti-tumor activity was also observed in additional patients in Study 1 and in a multicenter, open-label, dose-escalation study (Study 2) conducted in patients with relapsed or refractory CLL.

	Safety
	The most common adverse reactions (>=10%) were neutropenia, pneumonia, pyrexia, cough, diarrhea, anemia, fatigue, dyspnea, rash, nausea, bronchitis, and upper respiratory tract infections.


Contraindications1
· None
Warnings and Precautions1
· Infusion Reactions: Premedicate with an intravenous corticosteroid (as appropriate), an oral analgesic, and an oral or intravenous antihistamine.  Monitor patients closely during infusions.  Interrupt infusion if infusion reactions occur.
· Cytopenias: Monitor blood counts at regular intervals for neutropenia and thrombocytopenia.

· Progressive Multifocal Leukoencephalopathy (PML): Monitor neurologic function and discontinue Arzerra if PML is suspected.

· Hepatitis B Reactivation:  Screen high-risk patients.  Discontinue Arzerra in patients who develop viral hepatitis or reactivation of viral hepatitis.

· Intestinal Obstruction:  Obstruction of the small intestine can occur in patients receiving Arzerra.  Perform a diagnostic evaluation if obstruction is suspected.

· Immunizations:  The safety of immunization with live viral vaccines during or following administration or Arzerra has not been studied.  Do not administer live viral vaccines to patients who have recently received Arzerra.  The ability to generate an immune response to any vaccine following administration of Arzerra has not been studied.
Adverse Effects1
	Most common, >=10%

	Neutropenia

	Pneumonia

	Pyrexia

	Cough

	Diarrhea

	Anemia

	Fatigue

	Dyspnea

	Rash

	Nausea

	Bronchitis

	Urinary tract infection


Drug Interactions1
· No formal drug-drug interaction studies have been done.
Dosage and Administration1

USUAL DOSE  Recommended dose and schedule is 12 doses administered as follows: 300 mg as initial dose, followed 1 week later by 2,000 mg weekly for 7 doses; followed 4 weeks later by 2,000 mg every 4 weeks for 4 doses.  Dilute and administer as an intravenous infusion.  Do not administer as an intravenous push or bolus.  Premedicate with oral acetaminophen, oral or intravenous antihistamine, and intravenous corticosteroid.
Costs (at commonly used dosages)

COST (WAC)*

	GENERIC NAME
	BRAND NAME
	STRENGTH
	DOSE/VIAL
	COST / VIAL

	Ofatumumab injection
	Arzerra
	100 mg/5 mL vial
	100 mg
	$ 440.00


*Wholesale Acquisition Cost (WAC)
Conclusion

Arzerra is a CD20-directed cytolytic monoclonal antibody that has demonstrated efficacy in the treatment of patients with CLL refractory to fludarabine and alemtuzumab.  Arzerra was approved under the FDA's accelerated approval process, which requires a clinical trial in CLL patients to confirm that the addition of the drug to standard chemotherapy increases progression free survival.  Arzerra is also being studied in patients with follicular lymphoma, chronic lymphocytic leukemia, rheumatoid arthritis, aggressive lymphoma, and multiple sclerosis. 
Recommendation

MO HealthNet Division recommends Open Access status for this product.
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