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Drug Monograph

	Drug/Drug Class:
	Rozerem (Ramelteon) Tablet / Sedative Agent

	
	

	Prepared for:
	Missouri Medicaid

	Prepared by:
	ACS - Heritage Information Systems, Inc.
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 FORMCHECKBOX 
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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 tablet of Rozerem contains 8 mg Ramelteon.
Takeda Pharmaceuticals America, Lincolnshire, IL 60069

	
	

	Summary of Findings:
	Ramelteon is a selective melatonin receptor agonist that has demonstrated efficacy in the treatment of insomnia characterized by difficulty with sleep onset. Ramelteon is the first and only prescription sleep medication that has shown no evidence of abuse and dependence, and as a result, has not been designated as a controlled substance by the DEA. Its approval also allows physicians to prescribe ramelteon for long-term use in adults. Ramelteon provides a unique therapeutic mechanism of action for therapy of insomnia and represents a new treatment option. However, clinical comparisons with other hypnotic agents are not available and will be needed to better differentiate these products. 

	
	

	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
Approximately one in three American adults complain of some type of insomnia and 20 million Americans suffer from chronic insomnia. It is characterized by difficulty falling asleep, difficulty staying asleep, or poor quality sleep, leading to impairment of next day functioning. Insomnia has been linked to a variety of health problems, including obesity, diabetes, hypertension, heart disease, and depression.  Ramelteon is the first and only prescription sleep medication that has shown no evidence of abuse and dependence, and as a result, has not been designated as a controlled substance by the DEA.   

Dosage Form(s)1
Each tablet of Rozerem contains 8 mg of Ramelteon.  
Manufacturer
Takeda Pharmaceuticals America, Lincolnshire, IL 60069
Indication(s)1
Rozerem is indicated for the treatment of insomnia characterized by difficulty with sleep onset.
Clinical Efficacy1-13 (mechanism of action/pharmacology, comparative efficacy)
Ramelteon is a potent and selective human melatonin receptor agonist with high affinity for melatonin MT1 and MT2 receptors and a low affinity for MT3 receptors. MT1 and MT2 receptors are known to be involved in the regulation of sleep and have distinct roles in the suprachiasmatic nucleus (SCN). The SCN is located in the hypothalamus and functions as the "master clock", regulating the 24-hour sleep-wake cycle. MT1 is thought to regulate sleepiness, while MT2 is likely involved in the readjustment of circadian rhythms. Ramelteon has no significant affinity for the GABA receptor complex or for receptors that bind neuropeptides, cytokines, benzodiazepine, serotonin, dopamine, norepinephrine, acetylcholine, or opiates. Ramelteon appears to exert its sleep-promoting effects without impairing patient cognition, memory recall, level of alertness, or ability to concentrate. 

	
	APTIVUS

	Protein Binding
	> 82%

	Metabolism
	Extensive first-pass metabolism. Oxidation to hydroxyl and carbonyl derivatives in liver via CYP1A2 (major), CYP2C (minor), and CYP3A4 (minor).

	Excretion
	Feces (4%) and Urine (84%)

	Half-life
	1 – 2.6 hours


The efficacy of ramelteon has been assessed in several Phase II and Phase III controlled clinical trials involving patients with chronic insomnia and in a first night model of transient insomnia. Results from these studies, employing polysomnography (PSG) recordings, showed that ramelteon reduced latency to persistent sleep compared to placebo.

Clinical Studies

Chronic Insomnia – Study 1
	Design
	Randomized, double-blind, parallel-group clinical trial (N = not specified).

	Inclusion Criteria
	Patients aged 18 to 64 years with chronic insomnia.

	Exclusion Criteria
	Not specified

	Treatment Regimen
	Patients were randomized to receive a nightly dose of ramelteon (8 mg or 16 mg) or placebo for 35 days. PSG was performed on the first two nights in each of Weeks 1, 3, and 5 of treatment.

	Results
	Both doses of ramelteon reduced the average latency to persistent sleep at each of the time points compared to placebo.

	Safety
	Not specified.


Chronic Insomnia – Study 2

	Design
	Randomized, double-blind, three-period crossover clinical trial (N = not specified)

	Inclusion Criteria
	Patients aged 65 years and older with chronic insomnia.

	Exclusion Criteria
	Not specified

	Treatment Regimen
	Patients were randomized to receive ramelteon (4 mg or 8 mg) or placebo and underwent PSG assessment for two consecutive nights in each of the three study periods.

	Results
	Both doses of ramelteon reduced latency to persistent sleep compared to placebo.

	Safety
	Not specified.


Transient Insomnia – Study 3

	Design
	Randomized, double-blind, parallel-group clinical trial using a first-night-effect model (N = not specified)

	Inclusion Criteria
	Healthy adults.

	Exclusion Criteria
	Not specified

	Treatment Regimen
	Patients were randomized to receive ramelteon (8 mg or 16 mg) or placebo before spending one night in a sleep laboratory and being evaluated with PSG.

	Results
	The 8 mg dose of ramelteon demonstrated a decrease in mean latency to persistent sleep as compared to placebo.

	Safety
	Not specified.


Contraindications1
· Hypersensitivity to any product components
Warnings and Precautions1
· Since sleep disturbances may be the presenting manifestation of a physical and/or psychiatric disorder, symptomatic treatment of insomnia should be initiated only after a careful examination of the patient. 

· As with other hypnotics, exacerbation of insomnia and emergence of cognitive and behavioral abnormalities were seen with ramelteon during the clinical development program. 

· Should not be used by patients with severe hepatic impairment. 

· Should not be used in combination with fluvoxamine. 

· A variety of cognitive and behavior changes have been reported to occur in association with the use of hypnotics. In primarily depressed patients, worsening of depression, including suicidal ideation, has been reported in association with the use of hypnotics. 

· Patients should avoid engaging in hazardous activities that require concentration (such as operating a motor vehicle or heavy machinery) after taking ramelteon. 

· After taking ramelteon, patients should confine their activities to those necessary to prepare for bed.

Adverse Effects1
	
	ROZEREM
	PLACEBO

	
	
	

	Headache
	7%
	7%

	Somnolence
	5%
	3%

	Dizziness
	5%
	3%

	Fatigue
	4%
	2%

	Nausea
	3%
	2%

	Insomnia exacerbated
	3%
	2%

	URI
	3%
	2%

	Diarrhea
	2%
	2%

	Myalgia
	2%
	1%

	Depression
	2%
	1%

	Dysgeusia
	2%
	1%

	Arthralgia
	2%
	1%

	Influenza
	1%
	0%

	Blood cortisol decreased
	1%
	0%


Drug Interactions1
· CYP1A2 inhibitors

· Fluconazole

· Fluvoxamine

· Ketoconazole

· Rifampin

Dosage and Administration1

USUAL DOSE: 8 mg PO within 30 minutes of going to bed. 

NOTE: Ramelteon should not be taken with or immediately after a high fat meal. It should not be used in subjects with severe hepatic impairment and should be used with caution in patients with moderate hepatic impairment. 

Costs (at commonly used dosages)

COST (AWP)*

	GENERIC NAME
	BRAND NAME
	DOSE
	COST / MONTH

	
	
	
	

	Ramelteon
	Rozerem
	8 mg PO HS
	$81.00

	Zolpidem
	Ambien
	5 mg PO HS
	$90.30

	Zaleplon
	Sonata
	10 mg PO HS
	$96.90

	Eszopiclone
	Lunesta
	2 mg PO HS
	$111.14


*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

Ramelteon is a selective melatonin receptor agonist that has demonstrated efficacy in the treatment of insomnia characterized by difficulty with sleep onset. Ramelteon is the first and only prescription sleep medication that has shown no evidence of abuse and dependence, and as a result, has not been designated as a controlled substance by the DEA. Its approval also allows physicians to prescribe ramelteon for long-term use in adults. Ramelteon provides a unique therapeutic mechanism of action for therapy of insomnia and represents a new treatment option. However, clinical comparisons with other hypnotic agents are not available and will be needed to better differentiate these products.

Recommendation

This drug is being reviewed for inclusion in the state specific Preferred Drug List.
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