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Drug Monograph

	Drug/Drug Class:
	Zostavax (Zoster Vaccine Live) Injection / Herpes Zoster Vaccine

	
	

	Prepared for:
	Missouri Medicaid

	Prepared by:
	ACS - Heritage Information Systems, Inc.
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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 0.65 mL single dose vial of Zostavax contains a minimum of 19,400 plaque-forming units of Oka/Merck strain of Zoster Vaccine Live as a lyophilized vaccine.
Merck & Co., Inc., Whitehouse Station, NJ 08889

	
	

	Summary of Findings:
	Zostavax has demonstrated efficacy for the prevention of herpes zoster (shingles) in individuals 60 years of age and older.  Zostavax is at least 14 times more potent than the varicella virus vaccine that is currently approved for the prevention of varicella in children.  It is the first and only medical option approved for the prevention of shingles.

	
	

	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 & Criteria
	 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
Shingles is a blistering rash that is caused by the reactivation of the varicella (chickenpox) virus, and can lead to serious complications including postherpetic neuralgia.  The incidence and severity of shingles, as well as the frequency and severity of its complications, increases with age.  Approximately 40-50% of the estimated 1 million cases of shingles that occur yearly in the U.S. develop in people aged 60 and older. 

Dosage Form(s) 1
Each 0.65 mL single dose vial of Zostavax contains a minimum of 19,400 plaque-forming units of Oka/Merck strain of Zoster Vaccine Live as a lyophilized vaccine.
Manufacturer
Merck & Co., Inc., Whitehouse Station, NJ 08889
Indication(s) 1
Zostavax is indicated for the prevention of herpes zoster (shingles) in individuals 60 years of age and older. 
Clinical Efficacy1-4 (mechanism of action/pharmacology, comparative efficacy)
Zostavax is an attenuated preparation of the strain of live varicella-zoster virus (VSV).  It is an agent for active immunization that induces the endogenous production of antibodies, which protects against zoster and its complications.
Pharmacokinetic data for Zostavax are not available.  Immune responses, as measured by VZV antibody levels, were increased 1.7 fold in vaccinated subjects compared to placebo in a subset of subjects enrolled in the SPS.

The efficacy of Zostavax was established in the Shingles Prevention Study (SPS), which involved more than 38,000 people over age 60 who had no previous history of shingles. In this study, participants were randomized to receive a single dose of the vaccine or a placebo, and were followed for the development of shingles for a median duration of 3.1 years. Results from this study showed that zoster vaccine reduced the risk of developing shingles by 51% compared to placebo. Efficacy was highest for those 60 to 69 years of age and declined with increasing age. Vaccination also reduced the incidence of postherpetic neuralgia in the group of individuals who were vaccinated but went on to develop shingles. The long-term efficacy of zoster vaccine live is unknown.
Clinical Studies

HERPES ZOSTER (SHINGLES) PREVENTION
	Design
	Randomized, double-blind, placebo-controlled, multicenter clinical trial (N=38,546).

	Inclusion Criteria
	Men and women aged 60 and over who had no previous history of shingles.  Eligible subjects had a history of varicella or had resided in the continental U.S. for at least 30 years.

	Exclusion Criteria
	People who were immunocompromised or using corticosteroids on a regular basis, and those with conditions that might interfere with study evaluations, including people with cognitive impairment, severe hearing loss, those who were non-ambulatory, and those whose survival was not considered to be at least 5 years.

	Treatment Regimen
	Patients were randomized to receive a single dose of either zoster vaccine or placebo, and were followed for the development of zoster for a median of 3.1 years range 31 days to 4.9 years).  Randomization was stratified by age, 60-69 and >= 70 years of age.

	Results
	Zoster vaccine reduced the risk of developing herpes zoster, compared to placebo, by 51% (95% CI: 44, 58).  There were 315 herpes zoster cases (5.4 cases per 1,000 person years) versus 642 herpes zoster cases (11.1 cases per 1,000 person-years) with the zoster vaccine and placebo, respectively.  Vaccine efficacy was highest for subjects 60-69 years of age (64% risk reduction) and declined with increasing age.  Risk reduction was 41% in subjects 70-79 years of age and 18% in those 80years or older.  In addition, zoster vaccine reduced the overall incidence of postherpetic neuralgia by 39% compared to placebo (95% CI: 7, 59) in vaccinated subjects who developed shingles.  This reduction in postherpetic neuralgia was statistically significant in individuals aged 70-79 (55% reduction; 95% CI: 18, 76), but not significant in those aged 60-69 (5% reduction) or 80 and older (26% reduction).

	Safety
	In the overall study population, serious adverse reactions occurred at a similar rate (1.4%) in subjects vaccinated and those receiving placebo.  Reactions at the injection site were more frequent among vaccine recipients, but were generally mild.


Contraindications1
· History of anaphylactic/anaphylactoid reaction to gelatin, neomycin, or any other vaccine component.
· History of primary or acquired immunodeficiency states: leukemia, lymphomas of any type, any malignant neoplasm affecting the bone marrow or lymphatic system, and AIDS or other clinical manifestations of infection with HIV.

· Immunosuppressive therapy, including high-dose corticosteroids.

· Active untreated tuberculosis.

· Pregnancy

Warnings and Precautions1
· Vaccination with a live attenuated vaccine, such as zoster vaccine live, may result in a more extensive vaccine-associated rash or disseminated disease in individuals who are immunosuppressed.  Safety and efficacy has not been evaluated in individuals on immunosuppressive therapy, nor in individuals receiving daily topical or inhaled corticosteroids or low-dose oral corticosteroids.
· Neomycin allergy commonly manifests as a contact dermatitis, which is not a contraindication to receiving this vaccination.

· Zoster vaccine live is not a substitute for varicella virus vaccine live, and should not be used in children.

Adverse Effects1
	
	ZOSTAVAX
	PLACEBO

	MOST COMMON, >= 1%
	
	

	INJECTION SITE
	
	

	Erythema
	33.7%
	6.4%

	Pain/tenderness
	33.4%
	8.3%

	Swelling
	24.9%
	4.3%

	Pruritus
	6.6%
	1.0%

	Warmth
	1.5%
	0.3%

	Hematoma
	1.4%
	1.4%

	
	
	

	SYSTEMIC
	
	

	Headache
	1.4%
	0.8%


Drug Interactions1
Drug interactions have not been evaluated.
Dosage and Administration1

USUAL DOSE  Administered as a single subcutaneous dose. Do not inject intravascularly.
Costs (at commonly used dosages)

COST (AWP)*

	GENERIC NAME
	BRAND NAME
	DOSE
	COST/VIAL

	Zoster Vaccine Live
	Zostavax
	Single dose vial
	$ 183.00


*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

Zostavax has demonstrated efficacy for the prevention of herpes zoster (shingles) in individuals 60 years of age and older.  Zostavax is at least 14 times more potent than the varicella virus vaccine that is currently approved for the prevention of varicella in children.  It is the first and only medical option approved for the prevention of shingles.

Recommendation

The Division recommends a Clinical Edit for Zostavax.
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