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Drug Monograph
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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 50 mg single use vial of Yervoy 50 mg contains 50 mg Ipilimumab and each 200 mg single use vial of Yervoy 200 mg contains 200 mg Ipilimumab.
Bristol-Myers Squibb Company,  Princeton, NJ 08543

	
	

	Summary of Findings:
	Yervoy is a human cytotoxic T-lymphocyte antigen 4(CTLA-4)-blocking antibody that has demonstrated efficacy in the treatment of unresectable or metastatic melanoma.  Yervoy is the first agent ever proven to improve survival in advanced melanoma and was granted a priority review designation by the FDA.  Due to the unusual and severe adverse effects associated with Yervoy, the drug is being approved with a Risk Evaluation and Mitigation Strategy to inform healthcare professionals about the risks. 

	
	

	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
Melanoma is the leading cause of death from skin disease. An estimated 68,130 new cases of melanoma were diagnosed in the United States during 2010, and about 8700 people died from the disease, according to the National Cancer Institute.
Dosage Form(s)1 
Each 50 mg single use vial of Yervoy 50 mg contains 50 mg Ipilimumab and each 200 mg single use vial of Yervoy 200 mg contains 200 mg Ipilimumab.
Manufacturer1
Bristol-Myers Squibb Company  Princeton, NJ 08543
Indication(s)1 
Yervoy injection is indicated for the treatment of unresectable or metastatic melanoma.  
Clinical Efficacy (mechanism of action/pharmacology, comparative efficacy)1-16
Yervoy is a targeted human immunostimulatory monoclonal antibody that blocks cytotoxic T-lymphocyte antigen 4 (CTLA-4), an immune-inhibitory site expressed on activated T-cells. Blockade of CTLA-4 has been shown to augment T-cell activation and proliferation. The mechanism of action for Yervoy in patients with melanoma is indirect, possibly through T-cell mediated anti-tumor immune responses.

Pharmacokinetic data for Yervoy are limited. It appears to have a volume of distribution at steady-state of 7.21 L and a terminal half-life of 14.7 days.

Clinical Studies

UNRESECTABLE OR METASTATIC MELANOMA
	STUDY DESIGN
	International, randomized (3:1:1), double-blind, double-dummy clinical trial (n=676).

	INCLUSION CRITERIA
	Patients with unresectable or metastatic melanoma previously treated with one or more of the following: aldesleukin, dacarbazine, temozolomide, fotemustine, or carboplatin. The study only enrolled patients with HLA-A2*0201 genotype. This HLA genotype facilitates the immune presentation of the investigational peptide vaccine.

	EXCLUSION CRITERIA
	The study excluded patients with active autoimmune disease or those receiving systemic immunosuppression for organ transplantation.

	TREATMENT REGIMEN
	Among the 676 patients, 403 were randomized to receive Yervoy 3 mg/kg in combination with an investigational peptide vaccine with incomplete Freund's adjuvant (gp100), 137 received Yervoy 3 mg/kg, and 136 received gp100 alone. Yervoy was administered as an intravenous infusion every 3 weeks for four doses and Gp100 was administered as peptide 2 mg by deep subcutaneous injection every 3 weeks for four doses. Assessment of tumor response was conducted at weeks 12 and 24, and every 3 months thereafter. Patients with evidence of objective tumor response at 12 or 24 weeks had assessments for confirmation of durability of response at 16 or 28 weeks, respectively. The major efficacy outcome measure was overall survival (OS) in the Yervoy plus gp100 arm compared with the gp100 arm. Secondary efficacy outcome measures were OS in the Yervoy plus gp100 arm compared with the Yervoy arm, OS in the Yervoy arm compared with the gp100 arm, best overall response rate (BORR) at week 24 between each of the study arms, and duration of response.

	RESULTS
	The median overall survival was 10 months among patients receiving Yervoy plus gp100 compared with 6.4 months with gp100 alone (hazard ratio (HR) for death, 0.68; p < 0.001). The median overall survival with Yervoy alone was 10.1 months (HR for death compared with gp100 alone, 0.66; p=0.003). No difference in overall survival was detected between the Yervoy groups (HR with Yervoy plus gp100, 1.04; p=0.76).

	SAFETY
	Grade 3 or 4 immune-related adverse events occurred in 10% to 15% of patients treated with Yervoy and in 3% with gp100 alone. There were 14 deaths related to the study drugs (2.1%), and 7 were associated with immune-related adverse events. Adverse events can be severe, long-lasting, or both, but most are reversible with appropriate treatment.


Contraindications1
· None known.
Warnings and Precautions1
· Immune-mediated adverse reactions (hepatitis, endocrinopathies, enterocolitis, dermatitis, neuropathies, nephritis, pneumonitis, meningitis, pericarditis, uveitis, iritis, or episcleritis): Monitor for symptoms; permanently discontinue for severe reactions and consider systemic corticosteroids at a dose of 1 to 2 mg/kg/day of prednisone or equivalent; withhold dose for moderate reactions until return to baseline, improvement to mild severity, or complete resolution, and patient is receiving less than 7.5 mg of prednisone or equivalent per day.
Adverse Effects1

	Most common,

≥ 5%
	Yervoy

(n = 131)
	Yervoy plus gp100

(n = 380)
	gp100

(n = 132)

	
	Any
Grade
	Grades 
3-5
	Any 
Grade
	Grades 
3-5
	Any 
Grade
	Grades 
3-5

	Fatigue
	41%
	7%
	34%
	5%
	31%
	3%

	Diarrhea
	32%
	5%
	37%
	4%
	20%
	1%

	Pruritus
	31%
	0%
	21%
	< 1%
	11%
	0%

	Rash
	29%
	2%
	25%
	2%
	8%
	0%

	Colitis
	8%
	5%
	5%
	3%
	2%
	0%


	Severe to fatal, 
immune-mediated
	Yervoy

(n = 131)
	Yervoy plus gp100
(n = 380)

	Any adverse reaction
	15%
	12%

	Enterocolitis
	7%
	7%

	Hypopituitarism
	4%
	1%

	Adrenal insufficiency
	0%
	1%

	Dermatitis
	2%
	3%

	Hepatotoxicity
	1%
	2%

	Neuropathy
	1%
	< 1%

	Eosinophilia
	1%
	0%

	Nephritis
	1%
	0%

	Meningitis
	0%
	< 1%

	Pericarditis
	0%
	< 1%

	Pneumonitis
	0%
	 < 1%


Drug Interactions1
· None known.
Dosage and Administration1
USUAL DOSE Adults ≥ 18 years of age: 3 mg/kg intravenously over 90 minutes every 3 weeks for a total of four doses.  No dosage adjustments for renal or hepatic impairment noted.  
Costs (at commonly used dosages)

COST (MAC)*

	GENERIC NAME
	BRAND NAME
	STRENGTH
	DOSE
	COST / VIAL

	Ipilimumab injection
	Yervoy
	50 mg, single use vial
	3 mg/kg every 3 weeks for a total of 4 doses 
	$  645.00

	Ipilimumab injection
	Yervoy
	200 mg, single use vial
	
	$  645.00


*Maximum Acquisition Cost (MAC)
Conclusion

Yervoy is a human cytotoxic T-lymphocyte antigen 4(CTLA-4)-blocking antibody that has demonstrated efficacy in the treatment of unresectable or metastatic melanoma.  Yervoy is the first agent ever proven to improve survival in advanced melanoma and was granted a priority review designation by the FDA.  Due to the unusual and severe adverse effects associated with Yervoy, the drug is being approved with a Risk Evaluation and Mitigation Strategy to inform healthcare professionals about the risks.
Recommendation

MO HealthNet Division recommends Open Access status for this product
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