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Drug Monograph

	Drug/Drug Class:
	Halaven (Eribulin Mesylate) Vial / Antineoplastic Agent

	
	

	Prepared for:
	MO HealthNet

	Prepared by:
	ACS - Heritage Information Systems, Inc.


 FORMCHECKBOX 
 New Criteria


 FORMCHECKBOX 
 Revision of Existing Criteria

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 2 mL vial of Halaven contains 0.5 mg per mL eribulin mesylate.  
Eisai, Inc. Woodcliff Lake, NJ 07677

	
	

	Summary of Findings:
	Halaven is a non-taxane, microtubule dynamics inhibitor that has demonstrated efficacy in the treatment of patients with metastatic breast cancer who have previously received at least 2 chemotherapeutic regimens for late-stage disease.  Halaven has a novel mechanism of action and provides a new therapeutic option for women with metastatic breast cancer and disease progression despite two prior chemotherapy regimens.  Halaven is also being investigated for the treatment of several other types of cancer. 

	
	

	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
Breast cancer is the second leading cause of cancer-related death among women, according to the National Cancer Institute. This year an estimated 207,090 women will be diagnosed with breast cancer, while 39,840 women will die from the disease.
Dosage Form(s)1 
Each 2 mL vial of Halaven contains 0.5 mg per mL eribulin mesylate
Manufacturer1
Eisai, Inc. Woodcliff Lake, NJ 07677
Indication(s) 1
Halaven vial is indicated for the the treatment of patients with metastatic brest cancer who have previously received at least 2 chemotherapeutic regimens for the treatment of metastatic disease.  Prior therapy should have included an anthracycline and a taxane in either the adjuvant or metastatic setting.
Clinical Efficacy (mechanism of action/pharmacology, comparative efficacy)1-15
Halavn is a synthetic macrocytic ketone analogue of the marine sponge natural product halichondrin B.  It is an antimitotic drug that inhibits microtubule assembly.  Halaven inhibits the growth phase of microtubules without affecting the shortening phase, and sequesters tubulin into nonproductive aggregates.  Halaven exerts its effects via a tubulin-based antimitotic mechanism leading to G2/M cell-cycle block, disruption of mitotic spindles, and apoptotic cell death after prolonged mitotic blockage.
	
	Halaven

	Protein binding
	49% to 65%

	Volume of distribution
	43 to 114 L/m2

	Metabolism
	Minimal hepatic via CYP3A4

	Excretion
	Feces

	Half-life
	40 Hours


The approval of Halaven was based upon an open-label, randomized, multicenter clinical trial (EMBRACE) involving 762 women with metastatic breast cancer who had received at leaset 2 chemotherapeutic regimens for late-stage disease and experienced disease progression within 6 months of the last chemotherapeutic regimen.  Results from the study showed that patients receiving Halaven had a medican overall survival of 13.1 months compared with 10.6 months for patients who received single agent therapy selected by their oncologist (control arm) (p=0.041)
METASTATIC BREST CANCER

	STUDY DESIGN 
	Multicenter, randomized, open-label clinical trial (n=762).

	INCLUSION CRITERIA 
	Patients with metastatic breast cancer who received at least 2 chemotherapeutic regimens for the treatment of metastatic disease and experienced disease progression within 6 months of the last chemotherapeutic regimen. Prior therapy must have included anthracycline and taxane-based chemotherapy for adjuvant or metastatic disease.

	EXCLUSION CRITERIA 
	Key exclusion criteria were radiation therapy encompassing > 30% of the bone marrow, previous treatment with mitomycin C or nitrosourea, pulmonary lymphangitic involvement requiring active treatment for pulmonary dysfunction, continued anticoagulant therapy with warfarin or related compounds (low-dose warfarin for line patency was allowed), known brain metastases unless treated and stable, meningeal carcinomatosis, significant cardiovascular impairment, preexisting neuropathy of grade > 2, previous malignancy (except cervical carcinoma in situ or nonmelanoma skin cancer) within the past 5 years, severe or uncontrolled intercurrent illness or infection, pregnancy or breastfeeding, organ allografts requiring immunosuppression, positive status for HIV, hypersensitivity to halichondrin B or its derivatives, previous treatment with Halaven or participation in an Halaven trial, and use of any investigational drug within 4 weeks of the start of the study. Patients were also excluded if they had been treated with chemotherapy, radiation, trastuzumab, or hormonal therapy in the 3 weeks before the start of the study.

	TREATMENT REGIMEN 
	Patients were randomized (2:1) to receive Halaven (n=508) or a single agent therapy selected prior to randomization (control arm, n=254). Randomization was stratified by geographic region, HER2/neu status, and prior capecitabine exposure. Halaven was administered at a dose of 1.4 mg/m(2) on Days 1 and 8 of a 21-day cycle. The Halaven patients received a median of 5 cycles (range: 1 to 23 cycles) of therapy. Control arm therapy consisted of 97% chemotherapy (vinorelbine 26%, gemcitabine 18%, capecitabine 18%, taxane 16%, anthracycline 9%, other chemotherapy 10%), and 3% hormonal therapy. Patients received a median of 4 prior chemotherapy regimens in both arms. The main efficacy outcome was overall survival.

	RESULTS 
	A statistically significant improvement in overall survival was observed in patients randomized to Halaven. The median overall survival for patients receiving Halaven was 13.1 months (95% confidence interval (CI), 11.8 to 14.3 months) compared with 10.6 months in the control arm (95% CI, 9.3 to 12.5 months), with a hazard ratio of 0.81 (95% CI, 0.66 to 0.99; p=0.041). In patients randomized to Halaven, the objective response rate by the Response Evaluation Criteria in Solid Tumors (RECIST) criteria was 11% (95% CI, 8.6% to 14.3%) and the median response duration was 4.2 months (95% CI, 3.8 to 5 months).

	SAFETY 
	The most common adverse reactions (incidence >= 25%) in patients receiving Halaven were neutropenia, anemia, asthenia or fatigue, alopecia, peripheral neuropathy, nausea, and constipation.


Contraindications1
· None.
Warnings and Precautions1
· Congenital long QT syndrome; avoid use 

· Hepatic impairment, mild to moderate; reduced dose recommended 

· Peripheral neuropathy, new or worsening, has occurred; monitoring recommended; therapy interruption with subsequent dose reductions may be necessary 

· Pregnancy should be avoided; potential for fetal harm 

· QT prolongation has been reported; monitoring recommended in patients with congestive heart failure, bradyarrhythmias, electrolyte abnormalities, and concurrent use of Class Ia and III antiarrhythmics or other QT-prolonging medications 

· Renal impairment, moderate; reduced dose recommended 

· Severe neutropenia has been reported; increased risk with elevated transaminase or bilirubin levels; frequent monitoring recommended; therapy interruption with subsequent dose reductions may be necessary 
Adverse Effects1
	Most Common, >= 10%
	Halaven (n=503)
	Control (n=247)

	
	All grades
	Grade 3 or more
	All grades
	Grade 3 or more

	Neutropenia
	82%
	57%
	53%
	23%

	Anemia
	48%
	2%
	55%
	4%

	Asthenia/fatigue
	54%
	10%
	40%
	11%

	Alopecia
	45%
	--
	10%
	--

	Nausea
	35%
	1%
	28%
	3%

	Peripheral neuropathy
	35%
	8%
	16%
	2%

	Constipation
	25%
	1%
	21%
	1%

	Arthralgia/Myalgia
	22%
	<1%
	12%
	1%

	Pyrexia
	21%
	<1%
	13%
	<1%

	Weight decreased
	21%
	1%
	14%
	<1%

	Anorexia
	20%
	1%
	13%
	1%

	Headache
	19%
	<1%
	12%
	<1%

	Diarrhea
	18%
	0
	18%
	0

	Vomiting
	18%
	1%
	18%
	1%

	Back pain
	16%
	1%
	7%
	2%

	Dyspnea
	16%
	4%
	13%
	4%

	Cough
	14%
	0
	9%
	0

	Bone pain
	12%
	2%
	9%
	2%

	Pain in extremity
	11%
	1%
	10%
	1%

	Urinary tract infection
	10%
	1%
	5%
	0

	Mucosal inflammation
	9%
	1%
	10%
	2%


Drug Interactions1
· None 
Dosage and Administration1
USUAL DOSE Metastatic breast cancer, After 2 or more chemotherapy regimens for metastatic disease: 1.4 mg/m2 IV over 2 to 5 minutes on days 1 and 8 of a 21-day cycle.  Reduce dose with hepatic impairment and moderate renal impairment. 
Costs (at commonly used dosages)

COST (WAC)*

	GENERIC NAME
	BRAND NAME
	STRENGTH
	DOSE/VIAL
	COST / VIAL

	Eribulin mesylate
	Halaven
	0.5 mg/mL
	2 mL
	$  850.00


*Wholesale Acquisition Cost (WAC)
Conclusion

Halaven is a non-taxane, microtubule dynamics inhibitor that has demonstrated efficacy in the treatment of patients with metastatic breast cancer who have previously received at least 2 chemotherapeutic regimens for late-stage disease.  Halaven has a novel mechanism of action and provides a new therapeutic option for women with metastatic breast cancer and disease progression despite two prior chemotherapy regimens.  Halaven is also being investigated for the treatment of several other types of cancer.
Recommendation

MO HealthNet Division recommends Open Access status for this product
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