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Executive Summary 

	Purpose:
	The purpose of this monograph is to provide a review of new dosage form and two new strengths 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:
	0.125mg, 0.25mg, 0.5mg, 1mg and 2mg wafer (rapid disintegration tablet)

Roche Laboratories, Inc.
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Purpose

The purpose of this monograph is to provide a review of new dosage form and two new strengths 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 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

Clonazepam has been available for use in the United States for many years.  Recently it has become available in a new rapid disintegrating tablet.  Along with the new dosage form also comes an additional two strengths (0.125mg & 0.25mg) which might be beneficial when titrating a patient off Klonopin(.

Dosage Form(s) 1
0.125mg, 0.25mg, 0.5mg, 1mg and 2mg wafers (rapid disintegration tablet)

Manufacturer

Roche Pharmaceuticals (Hoffmann-LaRoche, Inc.); Nutley, NJ 07110-1199

Indication(s) 1-2
Klonopin® is useful alone or as an adjunct treatment of the Lennox-Gastaut syndrome (petit mal variant), akinetic and myoclonic seizures.  In patients with absence seizures, who failed to respond to succinimides, Klonopin may be useful.  It is also indicated for the treatment of panic disorder, with or without agoraphobia, as defined in DSM-IV.

Clinical Efficacy 1-5 (mechanism of action/pharmacology, comparative efficacy)
The precise mechanism by which Klonopin® exerts its antiseizure and antipanic effects is unknown, although it is believed to be related to its ability to enhance the activity of gamma aminobutyric acid (GABA), the major inhibitory neurotransmitter in the central nervous system.  It is capable of suppressing the spike and wave discharge in absence seizures (petit mal) and decreasing the frequency duration and spread of discharge in minor motor seizures.

Panic Disorder: The effectiveness of Klonopin( in the treatment of panic disorder was demonstrated in two double-blind, placebo-controlled studies of adult outpatients who had a primary diagnosis of panic disorder (DSM-IIIR) with or without agoraphobia. In these studies, Klonopin( was shown to be significantly more effective than placebo in treating panic disorder on change from baseline in panic attack frequency, the Clinician’s Global Impression Severity of Illness Score and the Clinician’s Global Impression Improvement Score.

Study 1 was a 9-week, fixed-dose study involving Klonopin( doses of 0.5, 1.0, 2.0, 3.0 or 4.0 mg/day or placebo. This study was conducted in four phases: a 1-week placebo lead-in, a 3-week upward titration, a 6-week fixed dose and a 7-week discontinuance phase. A significant difference from placebo was observed consistently only for the 1.0 mg/day group. The difference between the 1.0 mg dose group and placebo in reduction from baseline in the number of full panic attacks was approximately 1 panic attack per week. At endpoint, 74% of patients receiving clonazepam 1.0 mg/day were free of full panic attacks, compared to 56% of placebo-treated patients.

Study 2 was a 6-week, flexible-dose study involving Klonopin( in a dose range of 0.5 to 4 mg/day or placebo. This study was conducted in three phases: a 1-week placebo lead-in, a 6-week optimal-dose and a 6-week discontinuance phase. The mean clonazepam dose during the optimal dosing period was 2.3 mg/day. The difference between Klonopin( and placebo in reduction from baseline in the number of full panic attacks was approximately 1 panic attack per week. At endpoint, 62% of patients receiving clonazepam were free of full panic attacks, compared to 37% of placebo-treated patients.

Subgroup analyses did not indicate that there were any differences in treatment outcomes as a function of race or gender.

Adverse Effects 2
The most common adverse effects are aggravation of seizures, ataxia, dizziness, behavior problems, nervousness, drowsiness, depression, decreased intellectual ability, increased salivation, respiratory depression.

Contraindications: acute narrow angle glaucoma, hypersensitivity to clonazepam or benzodiazepines, severe liver disease.

Precautions: acute intermittent porphyria, avoid abrupt withdrawal, patients with respiratory disease, renal insufficiency, uncontrolled open angle glaucoma,

Drug Interactions 2
Effect of Clonazepam on the Pharmacokinetics of Other Drugs: Clonazepam does not appear to alter the pharmacokinetics of phenytoin, carbamazepine or phenobarbital. The effect of clonazepam on the metabolism of other drugs has not been investigated.

Effect of Other Drugs on the Pharmacokinetics of Clonazepam: Cytochrome P-450 inducers, such as phenytoin, carbamazepine and phenobarbital, induce clonazepam metabolism, causing an approximately 30% decrease in plasma clonazepam levels. Although clinical studies have not been performed, based on the involvement of the cytochrome P-450 3A family in clonazepam metabolism, inhibitors of this enzyme system, notably oral antifungal agents, should be used cautiously in patients receiving clonazepam.

Barbiturates

Carbamazepine

Centrally acting muscle relaxants

Chloral hydrate

Ethchlorvynol

Opioid analgesics

Ritonavir

Sodium oxybate

Theophylline

Dosage and Administration 1
Seizure Disorders: Adults: The initial dose for adults with seizure disorders should not exceed 1.5 mg/day divided into three doses. Dosage may be increased in increments of 0.5 to 1 mg every 3 days until seizures are adequately controlled or until side effects preclude any further increase. Maintenance dosage must be individualized for each patient depending upon response. Maximum recommended daily dose is 20 mg.

The use of multiple anticonvulsants may result in an increase of depressant adverse effects. This should be considered before adding Klonopin( to an existing anticonvulsant regimen.

Pediatric Patients: Klonopin( is administered orally. In order to minimize drowsiness, the initial dose for infants and children (up to 10 years of age or 30 kg of body weight) should be between 0.01 and 0.03 mg/kg/day but not to exceed 0.05 mg/ kg/day given in two or three divided doses. Dosage should be increased by no more than 0.25 to 0.5 mg every third day until a daily maintenance dose of 0.1 to 0.2 mg/kg of body weight has been reached, unless seizures are controlled or side effects preclude further increase. Whenever possible, the daily dose should be divided into three equal doses. If doses are not equally divided, the largest dose should be given before retiring.

Panic Disorder: Adults: The initial dose for adults with panic disorder is 0.25 mg bid. An increase to the target dose for most patients of 1 mg/day may be made after 3 days. The recommended dose of 1 mg/day is based on the results from a fixed dose study in which the optimal effect was seen at 1 mg/day. Higher doses of 2, 3 and 4 mg/day in that study were less effective than the 1 mg/day dose and were associated with more adverse effects. Nevertheless, it is possible that some individual patients may benefit from doses of up to a maximum dose of 4 mg/day, and in those instances, the dose may be increased in increments of 0.125 to 0.25 mg bid every 3 days until panic disorder is controlled or until side effects make further increases undesired. To reduce the inconvenience of somnolence, administration of one dose at bedtime may be desirable.

Treatment should be discontinued gradually, with a decrease of 0.125 mg bid every 3 days, until the drug is completely withdrawn.
Cost Comparison 6,7 (at commonly used dosages)

	
	Klonopin( Wafers
	Klonopin( Tablets
	Clonazepam

	0.125mg
	$1.00
	Not Available
	Not Available

	0.25mg
	$1.00
	Not Available
	Not Available

	0.5mg
	$1.05
	$1.05
	$0.06660 MAC

	1mg
	$1.20
	$1.20
	$0.05840 MAC

	2mg
	$1.67
	$1.66
	$0.1394 MAC


Conclusion

With the addition of the new rapid oral disintegration tablet comes and additional two strengths of clonazepam, 0.125mg and 0.25mg.  According to Harold Shlevin, PhD., President and CEO of Solvay Pharmaceuticals (marketing partner), this innovative formulation offers the patient the ability to take Klonopin( in a more convenient manner, ensuring privacy, flexibility and relief of panic attacks associated with panic disorder.  These rapid oral disintegrating tablets are considerably more expensive than regular conventional clonazepam tablets, which have a Missouri Maximum Allowed Cost.

Recommendation(s)

Approval Criteria

· Prescription claim history of oral clonazepam/ Klonopin® tablets.
 Denial Criteria

· Lack of evidence of trial and failure to oral clonazepam tablets
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