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Drug Monograph

	Drug/Drug Class:
	Velcade( (bortezomib) / Antineoplastic 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:
	3.5 mg single dose vials for injection

Millennium Pharmaceuticals, Inc.

	
	

	
	

	Summary of Findings:
	Velcade is indicated as third-line treatment (i.e. after two previous treatments have failed) because there are other treatments for earlier stages of disease. It is not known whether Velcade is better, as good as, or worse than these other treatments.
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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 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.

Introduction

Patients with multiple myeloma now have a third line treatment after failing two previous treatments with the introduction of Velcade.

Dosage Form(s)

3.5 mg single dose vial for injection

Manufacturer

Millennium Pharmaceuticals, Inc.

Indication(s)

Velcade( is indicated for the treatment of multiple myeloma patients who have received at least two prior therapies and have demonstrated disease progression on the last therapy.

Clinical Efficacy (mechanism of action/pharmacology, comparative efficacy)
Bortezomib is a reversible inhibitor of the chymotrypsin-like activity of the 26S proteasome in mammalian cells.  The 26S proteasome is a large protein complex that degrades ubiquitinated proteins.  The ubiquitin-proteasome pathway plays an essential role in regulating the intracellular concentration of specific proteins, thereby maintaining homeostasis within cells.  Inhibition of the 26S proteasome prevents this targeted proteolysis which can affect multiple signaling cascades within the cell.  This disruption of normal homeostatic mechanisms can lead to cell death.  Experiments have demonstrated that bortezomib is cytotoxic to a variety of cancer cell types in vitro.  Bortezomib causes a delay in tumor growth in vivo in non-clinical tumor models, including multiple myeloma.  

Adverse Effects

Thrombocytopenia, leucopenia, anemia, headache, dizziness, somnolence, insomnia, fatigue, peripheral neuropathy, hyponatremia, hypokalemia, diarrhea, nausea, vomiting, constipation, abdominal distension, anorexia, elevated liver enzymes, and skin rash.  Postural hypotension, dyspnea, pleural effusions, arthralgia, back pain, myalgia and fever were reported but causality could not be determined.

Drug Interactions

No formal drug interaction studies have been conducted with Velcade(.  In vitro studies with human liver microsomes indicate that bortezomib is a substrate for cytochrome P450 3A4, 2D6, 2C19, 2C9 and 1A2.  Patients who are concomitantly receiving Velcade( and drugs that are inhibitors or inducers of cytochrome P450 3A4 should be closely monitored for either toxicities or reduced efficacy.

Dosage and Administration

The recommended dose of Velcade( is 1.3 mg/m2/dose administered as a bolus intravenous injection twice weekly for two weeks (days 1, 4, 8, and 11) followed by a 10-day rest period (days 12-21).  This 3 week period in considered a treatment cycle.  At least 72 hours should elapse between consecutive doses of Velcade(.

Cost Comparison (at commonly used dosages)

$1140.00 per 3.5 mg single dose vial (AWP)

Conclusion

Velcade is indicated as third-line treatment (i.e. after two previous treatments have failed) because there are other treatments for earlier stages of disease. It is not known whether Velcade is better, as good as, or worse than these other treatments.
Recommendation(s)

It is recommended that Velcade be placed on open access status.
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