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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, or require prior authorization for use. 

	
	

	
	

	Dosage Forms & Manufacturer:
	Each packet contains 4 mg of montelukast sodium granules (as base)

Merck & Co., White House Station, NJ 08889

	
	

	
	

	Summary of Findings:
	This new dosage form of Singulair provides an easier administration of the drug to very young patients.  Efficacy of the product has been proven with previously released dose forms.
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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 considered a prior authorization drug or not (open access). 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

Merck introduces Singulair in a new dosage form of granules, Singulair has previously been available 10 mg tablets and 4 mg & 5 mg chewable tablets. 

Dosage Form(s)

Each packet contains 4 mg of montelukast sodium granules (as base)

Manufacturer
Merck & Co., White House Station, NJ 08889
Indication(s)

Singulair is indicated for prophylaxis and chronic treatment of asthma in adults and pediatric patients 12 months of age and older.  It is also indicated for relief of symptoms of seasonal allergic rhinitis in adults and pediatric patients 2 years of age and older.

Clinical Efficacy (mechanism of action/pharmacology, comparative efficacy)
Montelukast is a selective and orally active leukotriene receptor antagonist that inhibits the cysteinyl leukotriene (CysLT1) receptor.  It binds with high affinity and selectivity to the receptor (in preference to other pharmacologically important airway receptors, such as the prostanoid, cholinergic or beta-adrenergic receptor).  Montelukast inhibits physiologic actions of LTD4 at the CysLT1 receptor without any agonist activity.  Montelukast is rapidly absorbed following oral administration.  After administration of the 4 mg packet of granules to fasted pediatric patients (2-5 years of age), the mean peak plasma concentration is achieved in about 2 hours.  Montelukast is extensively metabolized.  In vitro studies using human liver microsomes indicate that cytochromes P450 3A4 and 2C9 are involved in the metabolism of montelukast.  The mean plasma half-life ranged from 2.7 to 5.5 hours in healthy young adults.
Warnings and Precautions

Montelukast is not indicated for use in the reversal of bronchospasm in acute asthma attacks, including status asthmaticus.  In studies conducted on rats, montelukast produced reduction in fertility and fecundity indices at an oral dose of 200 mg/kg.  Do not use montelukast as monotherapy for the treatment and management of exercise-induced bronchospasm.  Do not abruptly substitute montelukast for inhaled or oral corticosteroids.  Aspirin and NSAIDs should be avoided while on montelukast in patients with known aspirin sensitivity.

Adverse Effects

Montelukast administered once daily in the morning or in the evening was generally well tolerated with a safety profile similar to that of placebo.  Side effects reported during clinical trials include: headache, drowsiness, fatigue, fever, dizziness, dyspepsia, gastroenteritis, total bilirubin/aminotransferase elevation, upper respiratory tract infections, congestion, cough and maculopapular rash. A rare adverse event is Churg-Strauss Syndrome that has a less than 0.1% rate of incidence.

Drug Interactions

CYP450 inducers – it is reasonable to employ appropriate clinical monitoring when potent cytochrome P450 enzyme inducers, such as phenobarbital or rifampin, are coadministered with montelukast.

Dosage and Administration

Children 2 to 5 years of age: one 4 mg oral granule packet daily.

Children 12 to 23 months of age with asthma: one 4 mg oral granule packet in the evening.

Montelukast 4 mg oral granules can be administered directly in the mouth or mixed with a spoonful of cold or room temperature soft foods; based on stability studies, use only applesauce, carrots, rice or ice cream.  Do not open the packet until ready to use.  After opening the packet, the full dose (with or without mixing with food) must be administered within 15 minutes.  If mixed with food, the oral granules must not be stored for future use.  Discard any unused portion.  Montelukast oral granules are not intended to be dissolved in liquid for administration.  However, liquids may be taken subsequent to administration.  The granules can be administered without regard to the time of meals.

Cost Comparison (at commonly used dosages)

Singulair is the only leukotriene formation inhibitors approved for use in children 1 to 5 years therefore it is not possible to cost compare to other leukotriene formation inhibitors.  Singulair 4 mg granule packets are $91.61/30 AWP.  Singulair 4 mg chewable tablet and 5 mg chewable tablet are also $91.61/30 AWP.

Conclusion

This new dosage form of Singulair provides an easier administration of the drug to very young patients.  Efficacy of the product has been proven with previously released dose forms.

Recommendation

It is recommended that Singulair Granules be given open access status. 
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