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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, apply clinical edit or require prior authorization for use. 

	
	

	
	

	Dosage Forms & Manufacturer:
	0.3% Ophthalmic Solution 2.5ml & 5.0ml

Allergan

	
	

	
	

	Summary of Findings:
	Zymar( (gatifloxacin) is a 4th-generation fluoroquinolone ophthalmic anti-infective indicated for the treatment of bacterial conjunctivitis caused by susceptible strains of organisms.  Zymar( offers added protection against bacterial resistance because it binds strongly to both enzymes (topoisomerase II and topoisomerase IV) to lethally interrupt bacterial replication. Compared with 3rd-generation fluoroquinolones, the 4th-generation fluoroquinolone Zymar( demonstrates significantly improved in vitro susceptibility for key resistant Staphylococcus and Streptococcus pathogens.  In vitro data from the pivotal study show that these organisms are 100% susceptible to Zymar( but only 17% to 84% susceptible to the 3rd-generation fluoroquinolone ciprofloxacin. The effectiveness of gatifloxacin has been shown in vitro studies but this does not necessarily correlate with clinical effectiveness.  Initial treatment with an aminoglycoside antibiotic is less expensive than treatment with a fluoroquinolone antibiotic and the bacteria covered is very similar.

	
	

	
	

	Status Recommendation:
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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, apply clinical edit or require prior authorization for use.  While prescription expenditures are increasing at double-digit rates, payors are evaluating ways to control these costs by influencing prescriber behavior and guiding 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

Zymar( (gatifloxacin) is a 4th-generation fluoroquinolone ophthalmic anti-infective indicated for the treatment of bacterial conjunctivitis caused by susceptible strains of organisms.  The effectiveness of gatifloxacin has been shown in vitro studies but this does not necessarily correlate with clinical effectiveness.
Dosage Form(s)

Zymar( is available in an ophthalmic solution supplied in the strength of 0.3% and is available in 2.5ml and 5.0ml sizes.

Manufacturer

Allergan
Indication(s) 1
Corynebacterium propinquum, Staphylococcus aureus, Staphylococcus epidermidis, Streptococcus mitis, Staphylococcus pneumoniae, Haemophilus influenzae, Listeria monocytogenes, Staphylococcus saprophyticus, Streptococcus agalactiae, Streptococcus pyogenes, Streptococcus viridans Group, Streptococcus Groups C,F,G, Acintobacter lwoffi, Enterobacter aerogenes, Enterobacter cloacae, Escherichia coli, Citrobacter freundii, Citrobacter koseri, Haemophilus parainfluenzae, Klebsiella pneumoniae, Moraxella catarrhalis, Morgenalla morganii, Neisseria gonorrhoeae, Neisseria meningitides, Proteus mirabilis, Proteus vulagaris, Serratia marcescens, Vibrio cholerae, Yersinia enterocolitica, Chlamydia pneumoniae, Legionella pneumophila, Mycobacterium marinum, Mycobacterium fortuitum, Mycoplasma pneumoniae, Bacteroides fragilis, Clostridium perfringens.

Clinical Efficacy 1-6 (mechanism of action/pharmacology, comparative efficacy)
Zymar( offers added protection against bacterial resistance because it binds strongly to both enzymes (topoisomerase II and topoisomerase IV) to lethally interrupt bacterial replication.  Compared with 3rd-generation fluoroquinolones, the 4th-generation fluoroquinolone Zymar( demonstrates significantly improved in vitro susceptibility for key resistant Staphylococcus and Streptococcus pathogens.  In vitro data from the pivotal study show that these organisms are 100% susceptible to Zymar( but only 17% to 84% susceptible to the 3rd-generation fluoroquinolone ciprofloxacin. Gatifloxacin also delivers powerful in vitro activity against atypical organisms.4 In addition to significantly improved susceptibility for Gram-positive pathogens it maintains 100% in vitro susceptibility for specific Gram-negative pathogens as demonstrated in a pivotal study.  Additional in vitro data show that gatifloxacin achieves MIC90 values for certain Gram-positive pathogens that are comparable to those of the 4th-generation fluoroquinolone moxifloxacin, as well as significantly lower MIC90 values than moxifloxacin for certain Gram-negative pathogens.  Its isotonic, saline-based vehicle with a pH of approximately 6.0 effectively penetrates ocular tissues to achieve therapeutic concentrations that are superior to ciprofloxacin.

Adverse Effects 1
Five to ten percent of patients experienced conjunctival irritation, increased lacrimation, keratitis, and papillary conjunctivitis.  One to four percent of patients experienced chemosis, conjunctival hemorrhage, dry eye, eye discharge, eye irritation, eye pain, eyelid edema, headache, red eye, reduced visual acuity, and taste disturbance.

Drug Interactions 1
Specific drug interaction studies have not been conducted with Zymar(.  Drug interactions would not be expected as serum gatifloxacin levels were below the lower limit of quantification (5 ng/ml) in all subjects after topical ophthalmic dosing.  However, the systemic administration of some quinolones has been shown to elevate plasma concentrations of theophylline, interfere with the metabolism of caffeine, and enhance the elevations in serum creatinine in patients receiving systemic cyclosporine concomitantly.

Dosage and Administration 1
Days 1 and 2: Instill 1 drop every 2 hours in the affected eye(s) while awake, up to 8 times daily.

Days 3 through 7: Instill 1 drop up to 4 times daily while awake.

Cost Comparison 7 (at commonly used dosages)

	DRUG
	B/G
	SIZE
	AWP

	Zymar (gatifloxacin) 0.3%*
	B
	5 mL
	$49.30

	Vigamox (moxifloxacin) 0.5%*
	B
	3 mL
	$48.75

	Aktob (tobramycin) 0.3%**
	B & G
	5 mL
	$14.25

	Tobrex (tobramycin) 0.3%**
	B
	5 mL
	$43.33

	Gentak (gentamicin) 0.3%**
	B & G
	5 mL
	$9.54

	Gentamicin (B&L) 0.3%**
	G
	5 mL
	$8.17

	Quixan (levofloxacin) 0.5%***
	B
	5 mL
	$40.10

	Ocuflox (ofloxacin) 0.3%***
	B
	5 mL
	$40.70

	Ciloxan (ciprofloxacin) 0.3%****
	B
	5 mL
	$44.64


* 4th Generation Fluoroquinolone

**Aminoglycoside

*** 3rd Generation Fluoroquinolone

**** 2nd Generation Fluoroquinolone

Conclusion

Zymar( (gatifloxacin) is a 4th-generation fluoroquinolone ophthalmic anti-infective indicated for the treatment of bacterial conjunctivitis caused by susceptible strains of organisms.  Zymar( offers added protection against bacterial resistance because it binds strongly to both enzymes (topoisomerase II and topoisomerase IV) to lethally interrupt bacterial replication. Compared with 3rd-generation fluoroquinolones, the 4th-generation fluoroquinolone Zymar( demonstrates significantly improved in vitro susceptibility for key resistant Staphylococcus and Streptococcus pathogens.  In vitro data from the pivotal study show that these organisms are 100% susceptible to Zymar( but only 17% to 84% susceptible to the 3rd-generation fluoroquinolone ciprofloxacin. The effectiveness of gatifloxacin has been shown in vitro studies but this does not necessarily correlate with clinical effectiveness.  Initial treatment with an aminoglycoside antibiotic is less expensive than treatment with a fluoroquinolone antibiotic and the bacteria covered is very similar.
Recommendation(s)

It is recommended that clinical edits be applied to Zymar(
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