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Drug Monograph

	Drug/Drug Class:
	Xibrom (Bromfenac) Ophthalmic Solution / NSAID

	
	

	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 1 mL of Xibrom solution contains 0.9 mg Bromfenac.
Bausch & Lomb, Inc., Tampa, FL 33637 for ISTA Pharmaceuticals, Inc., Irvine, CA 92618

	
	

	Summary of Findings:
	Xibrom ophthalmic solution is a topical NSAID that has demonstrated efficacy in the treatment of pain and inflammation associated with cataract surgery.  Comparative clinical trials between Xibrom ophthalmic solution and other topical ocular NSAIDs are not available and will be needed to better differentiate these agents. 



	
	

	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
	 FORMCHECKBOX 
 Non-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
Over 1.4 million people have cataract surgery each year in the United States.  Non-steroidal anti-inflammatory drugs are used to reduce inflammation and pain associated with cataract surgery.  

Dosage Form(s)1
Each 1 mL of Xibrom ophthalmic solution contains 0.9 mg Bromfenac.  
Manufacturer
Bausch & Lomb, Inc., Tampa, FL 33637 for ISTA Pharmaceuticals, Inc., Irvine, CA 92618
Indication(s)1
Xibrom is indicated for treatment of pain and inflammation associated with cataract surgery.

Clinical Efficacy1-6 (mechanism of action/pharmacology, comparative efficacy)
Xibrom is a nonsteroidal anti-inflammatory drug that has anti-inflammatory activity.  The mechanism of its action is thought to be due to its ability to block prostaglandin synthesis by inhibiting cyclooxygenase 1 and 2.  Prostaglandins have been shown in many animal models to be mediators of certain kinds of intraocular inflammation.  In studies performed in animal eyes, prostaglandins have been shown to produce disruption of the blood-aqueous humor barrier, vasodilation, increased vascular permeability, leukocytosis and increased intraocular pressure.  Prostaglandins also appear to play a role in the miotic response produced during ocular surgery by constricting the iris sphincter independently of cholinergic mechanisms.  NSAIDs inhibit the miosis induced during the course of cataract surgery, but do not have a significant effect on IOP.  

There is limited pharmacokinetic data available.  The plasma concentration of bromfenac following ocular administration of 0.09% Xibrom in humans is unknown.  Based on the maximum proposed dose of one drop to each eye (0.9 mg) and PK information from other routes of administration, the systemic concentration of bromfenac is estimated to be below the limit of quantification (50 ng/mL) at steady-state in humans.
Clinical efficacy was evaluated in two randomized, double-masked, placebo-controlled U.S. trials in which subjects with a summed ocular inflammation score ≥3 after cataract surgery were assigned to Xibrom or placebo in a 2:1 ratio following surgery.  One drop of Xibrom or vehicle was self-instilled in the study eye twice a day for 14 days, beginning the day after surgery.  The primary endpoint was reduction of ocular inflammation (to trace inflammation or clearing) assessed 14 days post-surgery using a slit lamp binocular microscope.  In the intent-to-treat analyses of both studies, a significant effect of Xibrom on ocular inflammation after cataract surgery was demonstrated (62-066% vs. 40-48%).
Clinical Studies

PAIN AND INFLAMMATION – CATARACT SURGERY

	Design
	Two multicenter, double-masked, randomized clinical trials (N=680+).

	Inclusion Criteria
	Patients undergoing cataract surgery.

	Exclusion Criteria
	Not specified

	Treatment Regimen
	Patients were randomized to receive nepafenac ophthalmic suspension 0.1% or placebo vehicle dosed 3 times daily beginning one day prior to cataract surgery and continuing on the day of surgery and for 14 days postoperatively.

	Results
	In both studies, patients treated with nepafenac ophthalmic suspension were found to have significantly less ocular pain and inflammation in the early postoperative period and through the end of treatment compared to the placebo group.  Approximately 80% of patients treated with nepafenac ophthalmic suspension were pain free the day after surgery, compared to 50% in the placebo group.  At 2 weeks these figures were 95% and 45%, respectively.  In addition, 91% of patients receiving nepafenac ophthalmic suspension had no clinically significant inflammation at day 14, compared to approximately 47% of patients in the placebo group.

	Safety
	Adverse events were similar in both treatment groups and may have been the consequence of the cataract surgery procedure.


Contraindications1
· Hypersensitivity to NSAIDs or any product component.
Warnings and Precautions1
· There is the potential for cross-sensitivity to acetylsalicylic acid, phenylacetic acid derivatives, and other NSAIDs.  Therefore, caution should be used when treating individuals who have previously exhibited sensitivities to these drugs.

· With some NSAIDs there exists the potential for increased bleeding time due to interference with thrombocyte aggregation.  There have been reports that ocularly applied NSAIDs may cause increased bleeding of ocular tissue (including hyphemas) in conjunction with ocular surgery.

· Contains sodium sulfite, a sulfite that may cause allergic-type reactions including anaphylactic symptoms and life-threatening or less severe asthmatic episodes in certain susceptible people.  The overall prevalence of sulfite sensitivity in the general population is unknown and probably low.  Sulfite sensitivity is seen more frequently in asthmatic than in nonasthmatic people.

Adverse Effects1
The most commonly reported adverse experiences reported following use of Xibrom after cataract surgery include: abnormal sensation in eye, conjunctival hyperemia, eye irritation (including burning/stinging), eye pain, eye pruritus, eye redness, headache, and iritis.  These events were reported in 2-7% of patients.

Most Common, 5-10%

· Capsular opacity

· Decreased visual acuity

· Increased IOP

· Sticky sensation

Less Common, 1-5%

· Conjunctival edema

· Corneal edema

· Dry eye

· Lid margin crusting

· Ocular discomfort

· Ocular hypeemia

· Ocular pain

· Ocular pruritus

· Photophobia

· Tearing

· Vitreous detachment

Nonocular, 1-4%

· Headache

· Hypertension

· Nausea/vomiting

· Sinusitis

Drug Interactions1
Limited data is available.  Drug interactions involving CYP-mediated metabolism of concomitantly administered drugs and those mediated by protein binding are unlikely.

Dosage and Administration1

USUAL DOSE: One drop applied to affected eye(s) BID beginning 1 day prior to cataract surgery, continued on the day of surgery, and through the first 2 weeks of the postoperative period.

Costs (at commonly used dosages)

COST (AWP)*

	GENERIC NAME
	BRAND NAME
	STRENGTH / PACKAGE SIZE
	COST

	
	
	
	

	Bromfenac
	Xibrom
	0.09% / 5 mL
	$46.88 / 2.5 mL

	Nepafenac
	Nevanac
	0.1% / 3mL
	$75.60

	Diclofenac
	Voltaren
	0.1% / 2.5 mL
	$41.43

	Ketorolac
	Acular
	0.5% / 3 mL
	$42.92

	Flurbiprofen
	
	0.03% / 2.5 mL
	$ 8.73


*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

Xibrom ophthalmic suspension is a topical NSAID that has demonstrated efficacy in the treatment of pain and inflammation associated with cataract surgery.  Comparative clinical trials between Xibrom ophthalmic suspension and other topical ocular NSAIDs are not available and will be needed to better differentiate these agents.

Recommendation

The Division recommends Prior Authorization status for this pharmaceutical.
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