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Drug Monograph

	Drug/Drug Class:
	Sprycel (Dasatinib) Tablet / Chemotherapy Agent

	
	

	Prepared for:
	Missouri Medicaid

	Prepared by:
	ACS - Heritage Information Systems, Inc.
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 FORMCHECKBOX 
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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 tablet of Sprycel 20 mg contains 20 mg of Dasatinib.  Each tablet of Sprycel 50 mg contains 50 mg of Dasatinib.  Each tablet of Sprycel 70 mg contains 70 mg of Dasatinib.
Bristol-Myers Squibb Co., Princeton, NJ 08540 

	
	

	Summary of Findings:
	Sprycel is a second-generation inhibitor of multiple tyrosine kinases that has demonstrated efficacy in the treatment of adults with CML or Ph+ ALL who have experienced resistance or intolerance to prior therapy including imatinib.  Sprycel is the first approved oral tyrosine kinase inhibitor predicted to bind to multiple conformations of the ABL kinase based on modeling studies and provides a new treatment option.  It was granted accelerated approval by the FDA and is considered an orphan drug, which allows for seven-year marketing exclusivity.

	
	

	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 
 Appropriate Indications
	 FORMCHECKBOX 
 Preferred Agent

 FORMCHECKBOX 
 PA Not 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
CML, a rare cancer characterized by the uncontrolled growth of white blood cells, affects about 4,600 people annually in the U.S.  Ph+ ALL is a more serious form of leukemia.
Dosage Form(s) 1
Each tablet of Sprycel 20 mg contains 20 mg of Dasatinib.  Each tablet of Sprycel 50 mg contains 50 mg of Dasatinib.  Each tablet of Sprycel 70 mg contains 70 mg of Dasatinib.
Manufacturer
Bristol-Myers Squibb, Co., Princeton, NJ 08540
Indication(s) 1
Sprycel is indicated in the treatment of adults with chronic, accelerated, or myeloid or lymphoid blast phase CML with resistance or intolerance to prior therapy including imatinib and in the treatment of adults with Ph+ ALL with resistance or intolerance to prior therapy.
Clinical Efficacy1-15 (mechanism of action/pharmacology, comparative efficacy)
Dasatinib is a second generation inhibitor of multiple tyrosine kinases.  At nanomolar concentrations, it inhibits BCR-ABL, SRC family, c-KIT, EPHA2, and the platelet-derived growth factor receptor PDGFR-B.  By targeting these kinases, dasatinib inhibits the overproduction of leukemia cells in the bone marrow of patients with CML and Philadelphia chromosome-positive acute lymphoblastic leukemia (Ph+ ALL) and allows normal red cell, white cell, and blood platelet production to resume.

	
	SPRYCEL

	Protein binding
	93-96%

	Volume of distribution
	2,505 L

	Metabolism
	Extensive in liver via CYP3A4 to active and inactive metabolites

	Excretion
	Feces (85%) Urine (4%)

	Half-life (terminal)
	3-5 hours


The accelerated approval of dasatinib was based upon the results from four single-arm studies in more than 400 patients with CML or Ph+ ALL who were no longer responsive to or tolerant of treatment with imatinib.  Efficacy in these studies was determined by the response rate, which was defined as the percent of patients in whom treatment resulted in the elimination of detectable leukemia cells or a significant reduction in the number of leukemia cells.  Responses were measured primarily in the bone marrow for those patients with the earliest stage of disease, and in the blood for those patients with later stage disease.  For patients with the earliest stage of CML (chronic phase), treatment with dasatinib resulted in a major cytogenetic response for 45% of patients, while the major hematologic response rates for patients with advanced phases of CML and for Ph+ ALL ranged from 31-59%.  Most patients who had a response to dasatinib remained stable during six months of follow-up.  However, there are no controlled trials demonstrating a clinical benefit, such as improvement in disease-related symptoms or increased survival.
Clinical Studies

CHRONIC MYELOID LEUKEMIA (CML)/PHILADELPHIA CHROMOSOME-POSITIVE ACUTE LYMPHOBLASTIC LEUKEMIA (PH+ ALL)
	Design
	Four ongoing single-arm multicenter clinical trials (N=445)

	Inclusion Criteria
	Patients with CML or Ph+ ALL resistant to or intolerant of treatment with imatinib.  Resistance to imatinib included failure to achieve a complete hematologic response (within 3-6 months) or major cytogenetic response (by month 12) or progression of disease after a previous cytogenetic or hematologic response.  Imatinib intolerance included inability to tolerate 400 mg or more of imatinib per day or discontinuation of imatinib because of toxicity.

	Exclusion Criteria
	Not specified

	Treatment Regimen
	All patients received Dasatinib 70 mg BID PO on a continuous basis.

	Results
	Dasatinib treatment resulted in cytogenetic and hematologic responses in patients with all phases of CML and with Ph+ ALL.  In chronic phase CML patients, the major cytogenetic response (MCyR) was defined as elimination (complete cytogenetic response, CCyR) or substantial diminution (by at least 65%, partial cytogenetic response) of  Ph+ hematopoietic cells.  The primary endpoint in accelerated phase, myeloid blast phase, and lymphoid blast phase CML, and Ph+ ALL, was a major hematologic response (MaHR), which was either a complete hematologic response or no evidence of leukemia.  In chronic phase CML patients the MCyR rate was 45%, with a complete response (0% Ph+ cells) rate of 33%.  The MaHR rate was 59% in accelerated phase patients, 32% in myeloid phase patients, 31% in lymphoid blast phase patients, and 42% in Ph+ ALL patients.  Hematologic and cytogenetic responses were stable during the 6-month follow-up of patients with chronic phase, accelerated phase, and myeloid blast phase CML.  The median durations of major hematologic response were 3.7 months in lymphoid blast CML and 4.8 months in Ph+ ALL.

	Safety
	Not specified


Contraindications1
· None known.
Warnings and Precautions1
· May cause fetal harm when administered to a pregnant woman.
Adverse Effects1
	
	SPRYCEL

	Most Common, >= 10%
	

	Fluid retention
	50%

	Diarrhea
	49%

	Headache
	40%

	Hemorrhage
	40%

	Musculoskeletal pain
	39%

	Pyrexia
	39%

	Fatigue
	39%

	Skin rash
	35%

	Nausea
	34%

	Infection
	34%

	Dyspnea
	32%

	Cough
	28%

	Upper respiratory infection
	26%

	Pain
	26%

	Abdominal pain
	25%

	Vomiting
	22%

	Anorexia
	19%

	Asthenia
	19%

	Arthralgia
	19%

	Mucosal inflammation
	16%

	Dizziness
	14%

	Weight decreased
	14%

	Constipation
	14%

	Chest pain
	13%

	Neuropathy
	13%

	Myalgia
	12%

	Abdominal distention
	11%

	Weight increased
	11%

	Arrhythmia
	11%

	Chills
	11%

	Pruritus
	11%

	Pneumonia
	11%

	Febrile neutropenia
	9%


Drug Interactions1
· Antacids
· CYP3A4 inducers
· CYP3A4 inhibitors
· CYP3A4 substrates
· H2 blockers/proton pump inhibitors
Dosage and Administration1

USUAL DOSE  70 mg PO BID, in the morning and evening with or without a meal.  A dose increase or reduction of 20 mg increments per dose is recommended based on individual safety and tolerability.
Costs (at commonly used dosages)

COST (AWP)*

	GENERIC NAME
	BRAND NAME
	DOSE
	COST/MONTH

	Dasatinib
	Sprycel 20 mg
	1 tablet PO BID
	$ 2120.40

	Dasatinib
	Sprycel 50 mg 
	1 tablet PO BID
	$ 4240.80

	Dasatinib
	Sprycel 70 mg
	1 tablet PO BID
	$ 4676.40


*The Average Wholesale Price (AWP) as published by Thomson Healthcare may be the manufacturer's suggested AWP, may be calculated based on a markup specified by the manufacturer or may be an amount calculated by Thomson Healthcare applying a standard markup. The AWP does not necessarily reflect the actual AWP charged by a wholesaler. Please refer to the AWP Policy, available at https://www.micromedex.com/products/redbook/awp for more information on the published AWP information.
Conclusion

Sprycel is a second-generation inhibitor of multiple tyrosine kinases that has demonstrated efficacy in the treatment of adults with CML or Ph+ ALL who have experienced resistance or intolerance to prior therapy including imatinib.  Sprycel is the first approved oral tyrosine kinase inhibitor predicted to bind to multiple conformations of the ABL kinase based on modeling studies and provides a new treatment option.  It was granted accelerated approval by the FDA and is considered an orphan drug, which allows for seven-year marketing exclusivity.
Recommendation

The Division recommends Open Access status.
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