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Drug Monograph

	Drug/Drug Class:
	Vibativ (Telavancin) Injection / Antimicrobial 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, require a clinical edit or require prior authorization for use. 

	
	

	Dosage Forms & Manufacturer:
	Each vial of Vibativ 250 mg contains 250 mg of Telavancin and each vial of Vibativ 750 mg contains 750 mg of Telavancin.
Astellas Pharma US, Inc., Deerfield, IL 60015.

	
	

	Summary of Findings:
	Vibativ is a once-daily, injectable lipoglycopeptide antibiotic that has demonstrated efficacy in the treatment of adult patients with cSSSI caused by gram-positive bacteria, including Methicillin-resistant S. aureus (MRSA).  Vibativ appears to be comparable in efficacy to standard therapy of anti-staphylococcal penicillins or vancomycin for the treatment of cSSSI caused by gram-positive bacteria, including MRSA.  It has a dual mechanism of action and provides for a once-daily alternative for the treatment of cSSSI caused by gram-positive bacteria. 

	
	

	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
Methicillin-resistant S. aureus (MRSA) infections, which kill almost 19,000 Americans each year, often occur in hospitals and nursing homes among patients with weakened immune systems or those undergoing invasive medical procedures.  
Dosage Form(s) 1
Each vial of Vibativ 250 mg contains 250 mg of Telavancin and each vial of Vibativ 750 mg contains 750 mg of Telavancin.

Manufacturer
Astellas Pharma US, Inc., Deerfield, IL 60015.
Indication(s) 1
Vibativ injection is indicated in the treatment of adult patients with complicated skin and skin structure infections (cSSSI) caused by susceptible isolates of the following gram-positive microorganisms:  Staphylococcus aureus (including methicillin-susceptible and resistant isolates), Streptococcus pyogenes, Streptococcus agalactiae, Streptococcus anginosus group (includes S. anginosus, S. intermedius, and S. constellatus), or Enterococcus faecalis (vancomycin-susceptible isolates only).  Combination therapy may be clinically indicated if the documented or presumed pathogens include gram-negative organisms.  
Clinical Efficacy1-9 (mechanism of action/pharmacology, comparative efficacy)
Vibativ is a bactericidal lipoglycopeptide antibacterial agent that is a synthetic derivative of Vancomycin.  Like Vancomycin, Vibativ inhibits cell-wall biosynthesis by binding to late-stage cell-wall precursors.  However, unlike Vancomycin, Vibativ also depolarizes the bacterial cell membrane and disrupts its functional integrity.  Vibativ exhibits a postantibiotic effect of four to six hours against most gram-positive bacteria. 
	
	VIBATIV

	Protein binding
	90%

	Volume of distribution
	133 mL/kg (multiple dose)

	Metabolism
	Metabolic pathway has not been identified.  CYP450 system not significantly involved.

	Excretion
	Urine 70-80%      Feces (< 1%)

	Half-life
	8.1 hours (multiple dose)


The approval of Vibativ was primarily based upon two double-blind, randomized, active-controlled, non-inferiority clinical trials (ATLAS I and II) designed to compare the efficacy of Vibativ versus Vancomycin in 1,867 adult patients with cSSSI caused by gram-positive bacteria, including methicillin-resistant S. aureus (MRSA).  Results from these studies showed that Vibativ achieved its primary endpoint of non-inferiority relative to the standard of care, Vancomycin.  Vibativ also appears to be similar in efficacy to standard therapy with anti-staphylococcal penicillins for the treatment of patients with cSSSI caused by gram-positive bacteria, including MRSA.  Vibativ has not been studied in children. 
Clinical Studies

COMPLICATED SKIN AND SKIN STRUCTURE INFECTIONS
	Design
	Two, multinational, double-blind, randomized, active-controlled, parallel, non-inferiority clinical trials (n=1,867).

	Inclusion Criteria
	Adult patients with cSSSI caused by gram-positive bacteria, including methicillin-resistant S. aureus (MRSA).

	Exclusion Criteria
	Patients were excluded if they had received prior antibiotic therapy for > 24 hours within 7 days before enrollment (Unless the pathogen was resistant to therapy or the patient had experienced clinical failure after 3 days of systemic antibiotic therapy) or if they had osteomyelitis, necrotizing fasciitis, chronic diabetic foot ulcers, gangrene, burns involving > 20% of body surface (or third-degree and/or full-thickness burns), or mediastinitis.  Patients were also excluded if they required concomitant administration of agents containing cyclodextrin or if they had an uncomplicated SSSI, an absolute neutrophil count < 500 cells/mm(3).  HIV infection (with a CD4 cell count < 100 cells/mm(3)), uncompensated heart failure, or a QT corrected (QTc) interval > 500 msec.

	Treatment Regimen
	Patients were randomized to treatment with Vibativ (10 mg/kg IV Q24H) or Vancomycin (1 g IV Q12H) for 7 to 14 days.  Vancomycin dosages could be adjusted per site-specific practice.  Patients could receive concomitant Aztreonam or Metronidazole for suspected gram-negative and anaerobic infection, respectively.

	Results
	      Clinical cure rates for clinically evaluable patients in Study 1 were 84.3% for Vibativ versus 82.8% for Vancomycin (95% CI: -4.3 to 7.3).  In Study 2, clinical cure rates in clinically evaluable patients were 83.9% for Vibativ versus 87.7% for Vancomycin (95% CI: -9.2 to 1.5).

	Safety
	With a few exceptions, the severity and incidence of adverse events were similar among the treatment arms.


Contraindications1
· None
Warnings and Precautions1
· Women of childbearing potential:  Women of childbearing potential should have a serum pregnancy test prior to administration of Vibativ.  If not already pregnant, women of childbearing potential should use effective contraception during Vibativ treatment.
· Pregnancy: Avoid use of Vibativ during pregnancy unless the potential benefit to the patient outweighs the potential risk to the fetus.

· Nephrotoxicity: New onset or worsening renal impairment has occurred.  Monitor renal function in all patients.

· Decreased efficacy with moderate/severe baseline renal impairment:  Consider these data when selecting antibacterial therapy for patients with baseline CrCl <= 50 mL/min.

· Infusion-related reactions:  Administer Vibativ injection over at least 60 minutes to minimize infusion related reactions.

· Clostridium difficile-associated disease:  May range from mild diarrhea to fatal colitis.  Evaluate if diarrhea occurs.

· QTc prolongation:  Avoid use in patients at risk.  Use with caution in patients taking drugs known to prolong the QT interval.

· Coagulation test interference:  Vibativ interferes with some laboratory coagulation tests, including prothrombin time, international normalized ratio, and activated partial thromboplastin time.
· Development of drug-resistant bacteria:  Prescribing Vibativ in the absence of a proven or strongly suspected bacterial infection is unlikely to provide benefit to the patient and increases the risk of development of drug-resistant bacteria.
Adverse Effects1
	Most common, >=2%
	Vibativ
	Vancomycin

	Taste disturbance
	33%
	7%

	Nausea
	27%
	15%

	Vomiting
	14%
	7%

	Foamy urine
	13%
	3%

	Diarrhea
	7%
	8%

	Dizziness
	6%
	6%

	Pruritus
	6%
	13%

	Rigors
	4%
	2%

	Rash
	4%
	5%

	Infusion site pain
	4%
	4%

	Generalized pruritus
	3%
	6%

	Decreased appetite
	3%
	2%

	Infusion site erythema
	3%
	3%

	Abdominal pain
	2%
	2%


Drug Interactions1
· None noted
Dosage and Administration1

USUAL DOSE  The recommended dosing for Vibativ is 10 mg/kg administered over 60 minutes by intravenous infusion once every 24 hours for 7 to 14 days.  The duration of therapy should be guided by the severity and site of the infection and the patient's clinical and bacteriological progress.  Dosage adjustment is necessary for patients with renal impairment.
Costs (at commonly used dosages)

COST (WAC)*

	GENERIC NAME
	BRAND NAME
	STRENGTH
	DOSE
	COST / DAY

	Telavancin injection
	Vibativ
	250 mg/vial
	250 mg QD
	$   49.05

	Telavancin injection
	Vibativ
	750 mg/vial
	750 mg QD
	$ 147.13

	Vancomycin injection
	Generic
	750 mg/vial
	750 mg TID
	$   22.50

	Vancomycin injection
	Generic
	1 g/vial
	1 g TID
	$   43.89


*Wholesale Acquisition Cost (WAC)
Conclusion

Vibativ is a once-daily, injectable lipoglycopeptide antibiotic that has demonstrated efficacy in the treatment of adult patients with cSSSI caused by gram-positive bacteria, including MRSA.  Vibativ appears to be comparable in efficacy to standard therapy of anti-staphylococcal penicillins or vancomycin for the treatment of cSSSI caused by gram-positive bacteria, including MRSA.  It has a dual mechanism of action and provides for a once-daily alternative for the treatment of cSSSI caused by gram-positive bacteria. 
Recommendation

MO HealthNet Division recommends Open Access status for this product.
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