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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 dropper bottle of Zylet ophthalmic suspension contains 0.5% Loteprednol and 0.3% Tobramycin.

Bausch & Lomb, Inc., Tampa, FL 33637

	
	

	Summary of Findings:
	Loteprednol and tobramycin ophthalmic suspension is a fixed-dose topical steroid and antibiotic product that is indicated for steroid-responsive inflammatory ocular conditions for which a corticosteroid is indicated and where superficial bacterial ocular infection or a risk of bacterial ocular infection exists. Clinical comparisons between loteprednol and tobramycin and other combination steroid/antibiotic ophthalmic products are not available and will be needed to better differentiate these agents.  Until more data are available, product selection should be based upon comparative cost information.  

	
	

	Status Recommendation:
	 FORMCHECKBOX 
 Prior Authorization (PA) Required

 FORMCHECKBOX 
 Clinical Edit
	 FORMCHECKBOX 
 Open Access

	
	
	

	Type of Criteria:
	 FORMCHECKBOX 
 Increased Risk of ADE
	 FORMCHECKBOX 
 Non-Preferred Agent

	
	 FORMCHECKBOX 
 Appropriate Indications
	 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
The FDA approval of Zylet provides physicians with another anti-inflammatory/antimicrobial agent.   

Dosage Form(s)1
Each dropper bottle of Zylet ophthalmic suspension contains 0.5% Loteprednol and 0.3% Tobramycin.
Manufacturer
Bausch & Lomb, Inc., Tampa, FL 33637
Indication(s)1
Zylet is indicated for treatment of steroid-responsive inflammatory ocular conditions for which a corticosteroid is indicated and where a superficial bacterial ocular infection or a risk of bacterial ocular infection exists.
Clinical Efficacy1-14 (mechanism of action/pharmacology, comparative efficacy)
Published clinical studies for loteprednol and tobramycin ophthalmic suspension in the treatment of ocular conditions are not available.  However, loteprednol (0.5%) ophthalmic suspension has demonstrated efficacy when used as monotherapy for the treatment of steroid-responsive inflammatory ocular conditions.  Limited study indicates that prednisolone (1%) ophthalmic suspension may be more effective than loteprednol (0.5%) ophthalmic suspension for the treatment of acute anterior uveitis, but the incidence of significant elevations of intraocular pressure (>=10 mm Hg) may be greater with prednisolone.  Several clinical trials have also shown that tobramycin (0.3%) ophthalmic solution is effective for the treatment of external ocular infections. Tobramycin ophthalmic solution appears to be similar in efficacy to gentamicin, ofloxacin, or norfloxacin ophthalmic solutions for the treatment of ocular infections.  However, clinical comparisons between fixed-dose loteprednol and tobramycin ophthalmic suspension and other steroid and antibiotic combination products are not available.  Pharmacokinetic data for loteprednol and tobramycin ophthalmic suspension are limited.  Loteprednol undergoes extensive metabolism to inactive carboxylic acid metabolites, but it appears that the systemic absorption of loteprednol and tobramycin from this formulation is not significant.  

Contraindications1
· Most viral diseases of the cornea and conjunctiva including epithelial herpes simplex keratitis (dendritic keratitis), vaccinia, and varicella.

· Mycobacterial infection of the eye and fungal diseases of ocular structures.

· Hypersensitivity to any product ingredients.

Warnings and Precautions1
· Not for injection into the eye.

· Prolonged use of corticosteroids may result in glaucoma with damage to the optic nerve, defects in visual acuity and fields of vision, and in posterior subcapsular cataract formation.

· Steroids should be used with caution in the presence of glaucoma.

· Sensitivity to topically applied aminoglycosides may occur in some patients.  If this occurs, discontinue use.

· Prolonged use of corticosteroids may suppress the host response and thus may increase the hazard of secondary ocular infections.

· In those diseases causing thinning of the cornea or sclera, perforations have been known to occur with the use of topical steroids.

· In acute purulent conditions of the eye, steroids may mask infection or enhance existing infection.

· Use of ocular steroids may prolong the course and may exacerbate the severity of many viral infections of the eye (including herpes simplex).  Employment of a corticosteroid medication in the treatment of patients with a history of herpes simplex requires great caution.

· The use of steroids after cataract surgery may delay healing and increase the incidence of bleb formation.

Adverse Effects1
	MOST COMMON, >8%
	RISK OF INCIDENCE PERCENT

	Burning and stinging upon instillation
	9%

	Headache
	14%

	Increased intraocular pressure
	10%

	Injection
	20%

	Superficial punctate keratitis
	15%

	LESS COMMON, <4%
	

	Corneal deposits
	

	Discharge
	

	Eyelid disorder
	

	Itching
	

	Lacrimation disorder
	

	Ocular discomfort
	

	Other unspecified eye disorders
	

	Photophobia
	

	Vision disorders
	


Drug Interactions1
· No drug interaction data are available

Dosage and Administration1

Usual Dose:  1-2 drops into the conjunctival sac of the affected eye(s) every four to six hours. During the initial 24 to 48 hours, the dosing may be increased to every one to two hours with the frequency decreased gradually as warranted by improvement in clinical signs.

Costs (at commonly used dosages)

COST (AWP) *
	DRUG
	STRENGTH
	COST

	Zylet (loteprednol 0.5% & tobramycin 0.3% ophthalmic suspension)
	2.5 mL – 1
	$32.81

	
	5 mL – 1
	$65.23

	
	10 mL – 1
	$126.39

	Lotemax & Tobramycin as 2 separate products
	Two 5 mL – 1
	$48.65

	Cortisporin (Hydrocortisone 1%, neomycin 0.35% & polymyxin B 10,000u/mL)
	7.5 mL – 1
	$55.24

	Poly-Pred (Prednisolone 0.5%, neomycin 0.35% & polymyxin B 10,000u/mL) 
	5 mL – 1
	$28.55

	
	10 mL – 1
	$48.04

	Pred-G (Prednisolone 0.5%, neomycin 0.35% & polymyxin B 10,000u/mL)
	2 mL – 1
	$10.23

	
	5 mL – 1
	$29.59

	
	10 mL – 1
	$55.19

	TobraDex (Dexamethasone 0.1% & Tobramycin 0.3%)
	2.5 mL – 1
	$30.00

	
	5 mL – 1
	$59.64

	
	10 mL – 1
	$115.56

	Ocu-Trol (Dexamethasone 0.1%, neomycin 0.35% & Polymyxin B 10,000u/mL)
	5 mL – 1
	$3.85


*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

Loteprednol and tobramycin ophthalmic suspension is a fixed-dose topical steroid and antibiotic product that is indicated for steroid-responsive inflammatory ocular conditions for which a corticosteroid is indicated and where superficial bacterial ocular infection or a risk of bacterial ocular infection exists.  Clinical comparisons between loteprednol and tobramycin and other combination steroid/antibiotic ophthalmic products are not available and will be needed to better differentiate these agents.  Until more data are available, product selection should be based upon comparative cost information.

Recommendation

The Division recommends that Zylet be given open access status. 
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