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Drug Monograph

	Drug/Drug Class:
	Besivance (Besifloxacin) Ophthalmic Suspension / 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 mL of Besivance ophthalmic suspension contains 6 mg of Besifloxacin base. 
Bausch & Lomb, Inc., Tampa, FL 33637

	
	

	Summary of Findings:
	Besivance ophthalmic suspension is a quinolone antimicrobial that has demonstrated efficacy in the treatment of bacterial conjunctivitis.  Besivance ophthalmic suspension enters a crowded market of available quinolone ophthalmic agents and comparative cost will be an important factor in product selection. 

	
	

	Status Recommendation:
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 Open Access
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	Type of PA Criteria:
	 FORMCHECKBOX 
 Increased Risk of ADE
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 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
Bacterial conjunctivitis is a contagious condition that is common in childhood, but can occur in people of any age.  Symptoms of bacterial conjunctivitis can include red eyes, swelling, eyelids sticking together, itching, watering, and a white or yellow sticky discharge from the eyes.  
Dosage Form(s) 1
Each mL of Besivance ophthalmic suspension contains 6 mg of Besifloxacin base.
Manufacturer
Bausch & Lomb, Inc., Tampa, FL 33637
Indication(s) 1
Besivance is indicated in the treatment of bacterial conjunctivitis caused by susceptible isolates of the following bacteria: CDC coryneform group G, Corynebacterium pseudodiphtheriticum*, Corynebacterium striatum*, Haemophilus influenzae, Moraxella lacunata*, Staphylococcus aureus, Staphylococcus epidermidis, Staphylococcus hominis*, Staphylococcus lugdunensis*, Staphylococcus mitis group, Staphylococcus oralis, Staphylococcus pneumoniae, Staphylococcus salivarius* (*efficacy was studied in fewer than 10 infections).
Clinical Efficacy1-7 (mechanism of action/pharmacology, comparative efficacy)
Besivance is a fluoroquinolone bactericidal agent that has potent, relatively balanced inhibitory activity against both bacterial DNA gyrase and topoisomerase IV targets.  DNA gyrase is an essential enzyme required for replication, transcription and repair of bacterial DNA, while topoisomerase IV is an essential enzyme required for partitioning of the DNA during bacterial cell division.  In addition, Besivance has been found to inhibit the production of proinflammatory cytokines in vitro, which may enhance its efficacy in ocular infections with an inflammatory component. 
Pharmacokinetic data for Besivance ophthalmic solution are limited.  Plasma concentrations of Besivance were measured in adult patients with suspected bacterial conjunctivitis who received Besivance ophthalmic suspension bilaterally three times a day (16 doses total).  Following the first and last dose, the maximum plasma Besivance concentration in each patient was less than 1.3 ng/mL.  The average elimination half-life of Besivance in plasma following multiple dosing was estimated to be 7 hours.
The approval of Besivance ophthalmic suspension was primarily based upon a randomized, double-masked, vehicle-controlled clinical trial involving 957 patients with bacterial conjunctivitis.  Results from this study showed that treatment with Besivance ophthalmic suspension 3 times daily for 5 days was significantly superior to its vehicle with clinical resolution rates of 45% versus 33% and microbial eradication rates of 92% versus 60%, in each of these treatment groups, respectively.  Direct clinical comparisons between Besivance ophthalmic suspension and other quinolone ophthalmic products are not available. 
Clinical Studies

BACTERIAL CONJUNCTIVITIS
	Design
	Multicenter, randomized, double-masked, vehicle-controlled clinical trial (n=957)

	Inclusion Criteria
	Patients aged 1 year and older with acute bacterial conjunctivitis in at least one eye.  Additional inclusion criteria included pin-holed visual acuity equal to or better than 20/200 in both eyes for verbal patients.

	Exclusion Criteria
	Patients receiving any systemic or topical antimicrobial medication within 72 hours of enrollment, topical ophthalmic solutions (including tear substitutes) within 2 hours before or during the study, or any ophthalmic topical anti-inflammatory agent within 48 hours before and during the study were excluded, as were patients who had participated in an ophthalmic drug or device research study within the prior 30 days.  Pregnant or nursing females and patients with suspected viral or allergic conjunctivitis or iritis, a history of recurrent corneal erosion syndrome any active ulcerative keratitis, uncontrolled systemic disease or debilitating disease, or those who were immune compromised or likely to require antimicrobial therapy for a systemic infection were also excluded.  Additional exclusion criteria included known hypersensitivity to besifloxacin, fluoroquinolones, or any of the ingredients in the study medication, and ocular surgery in either eye within the previous 6 weeks.

	Treatment Regimen
	Patients were randomized to receive Besivance suspension, 0.6% three times daily for 5 days or vehicle.

	Results
	Clinical resolution and microbial eradication were significantly greater with Besivance ophthalmic suspension at Visit 2 (45.2% versus 33.0%, p=0.0084); and 91.5% versus 59.7%, p < 0.0001, respectively) and at Visit 3 (84.4% versus 69.1%, p=0.0011; and 88.4% versus 71.7%, p < 0.0001, respectively).

	Safety
	Fewer eyes receiving Besivance ophthalmic suspension experienced adverse events than those receiving vehicle (9.2% versus 13.9%; p=0.0047).


Contraindications1
· None
Warnings and Precautions1
· For topical ophthalmic use only.  Not for injection into the eye.
· Prolonged use may result in overgrowth of non-susceptible organisms, including fungi.

· Patients should not wear contact lenses if they have signs or symptoms of bacterial conjunctivitis or during the course of therapy with Besivance ophthalmic suspension.
Adverse Effects1
· Conjunctival redness, approximately 2% of patients
Drug Interactions1
· None noted.
Dosage and Administration1

USUAL DOSE  Instill one drop in the affected eye(s) three times daily,  4 to 12 hours apart for 7 days. 
Costs (at commonly used dosages)

COST (WAC)*

	GENERIC NAME
	BRAND NAME
	STRENGTH
	PACKAGE SIZE
	COST/

PACKAGE

	Besifloxacin
	Besivance
	0.6%
	5 mL
	$ 60.73

	Ciprofloxacin
	Ciprofloxacin
	0.3%
	5 mL
	$  6.78**

	Gatifloxacin
	Zymar
	0.3%
	5 mL
	$ 60.94

	Moxifloxacin
	Vigamox
	0.5%
	3 mL
	$ 61.27

	Ofloxacin
	Ofloxacin
	0.3%
	5 mL
	$  5.72**

	Levofloxacin
	Quixin
	0.5%
	5 mL
	$ 61.17


*Wholesale Acquisition Cost (WAC)
** Missouri Maximum Allowable Cost (MMAC)

Conclusion

Besifloxacin ophthalmic suspension is a quinolone antimicrobial that has demonstrated efficacy in the treatment of bacterial conjunctivitis.  Besifloxacin ophthalmic suspension enters a crowded market of available quinolone ophthalmic agents and comparative cost will be an important factor in product selection. 
Recommendation

This drug is being reviewed for inclusion in the state specific Preferred Drug List.
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