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Drug Monograph

	Drug/Drug Class:
	Mirapex ER (Pramipexole) Extended Release Tablet / Non-Ergot Dopamine Agonist Agent 

	
	

	Prepared for:
	MO HealthNet

	Prepared by:
	ACS - Heritage Information Systems, Inc.


 FORMCHECKBOX 
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 FORMCHECKBOX 
 Revision of Existing Criteria

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 extended release tablet of Mirapex ER 2.25 mg contains 2.25 mg Pramipexole and each extended release tablet of Mirapex ER 3.75 mg contains 3.75 mg Pramipexole.
Licensed from Boehringer Ingelheim International GmbH and distributed by Boehringer Ingelheim Pharmaceuticals, Inc., Ridgefield, CT 06877


	
	

	Summary of Findings:
	Mirapex ER is a once daily non-ergot dopamine agonist that has demonstrated efficacy in the treatment of early and advanced Parkinson's disease. It provides for a convenient once daily dosing schedule and thus improved patient compliance.  The efficacy of Mirapex ER in Parkinson's disease is related principally to postsynaptic dopamine agonist activity.

	
	

	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 
 Non-Preferred Agent
	 FORMCHECKBOX 
 Preferred Agent
 FORMCHECKBOX 
 Under Solicitation


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
Parkinson's disease is a progressive neurological disorder that affects nearly one million people in the U.S. It is the second most common chronic neurological disorder in older adults after Alzheimer's. Every nine minutes someone is diagnosed with Parkinson's disease. Motor symptoms include resting tremor, muscle rigidity, bradykinesia, shuffling gait, and postural instability. The symptoms vary from individual to individual, but become more severe over time.
Dosage Form(s)1 
Each extended release tablet of Mirapex ER 2.25 mg contains 2.25 mg Pramipexole and each extended release tablet of Mirapex ER 3.75 mg contains 3.75 mg Pramipexole.
Manufacturer1
Licensed from Boehringer Ingelheim International GmbH and distributed by Boehringer Ingelheim Pharmaceuticals, Inc., Ridgefield, CT 06877
Indication(s)1 
Mirapex ER extended release tablets are indicated for the treatment of the signs and symptoms of Parkinson's disease.
Clinical Efficacy (mechanism of action/pharmacokinetics, comparative efficacy) 1-7
Mirapex ER is a non-ergot dopamine-receptor agonist with high relative in vitro specificity and full intrinsic activity at the D-2 subfamily of dopamine receptors. Mirapex ER exhibits highest binding affinity for the D-3 receptor subtype, although lower affinity binding also occurs at D-2 and D-4 receptor subtypes. The precise mechanism of action of Mirapex ER as a treatment for Parkinson's disease is unknown, although it is believed to be related to its ability to stimulate dopamine receptors in the striatum. Efficacy of Mirapex ER in Parkinson's disease is related principally to postsynaptic dopamine agonist activity.
Pharmacokinetics

	
	MIRAPEX ER

	Protein binding
	15%

	Volume of distribution
	500 L

	Metabolism
	Minimal (< 10%)

	Excretion
	Urine (90%)

Feces (1% to 2%)

	Half-life (terminal)
	8 to 12 hours 


The approval of Mirapex ER was based upon clinical pharmacokinetic data and two randomized, double-blind, placebo-controlled clinical trials involving more than 1,000 patients with early and advanced Parkinson's disease. In both randomized studies, the United Parkinson's Disease Rating Scale (UPDRS) served as a primary outcome assessment measure. The UPDRS is a four-part multi-item rating scale intended to evaluate mentation (Part I), activities of daily living (Part II), motor performance (Part III), and complications of therapy (Part IV). Results from these studies showed that patients receiving Mirapex ER had significant improvements in UPDRS (parts II and III) scores from baseline compared to placebo.
EARLY PARKINSON’S DISEASE
	STUDY DESIGN
	Multicenter, randomized, double-blind, placebo-controlled, 3-parallel-group clinical trial (n=539).

	INCLUSION CRITERIA
	Patients with early Parkinson's disease (Hoehn & Yahr Stages I to III) who were not on levodopa.

	EXCLUSION CRITERIA
	Not specified.

	TREATMENT REGIMEN
	Patients were treated with Mirapex ER extended-release tablets (n=223), immediate-release Mirapex tablets (n=213), or placebo (n=103); those treated with Mirapex ER extended-release tablets or immediate-release Mirapex tablets had a starting dose of 0.375 mg/day followed by a flexible up-titration, based on efficacy and tolerability, up to 4.5 mg/day. Levodopa was permitted during the study as rescue medication. Stable doses of concomitant MAO-B inhibitors (MAOB-I), anticholinergics, or amantadine, individually or in combination, were allowed.

	RESULTS
	At 18 weeks of treatment, the mean change from baseline UPDRS Parts II plus III score was –8.1 points in patients receiving Mirapex ER extended-release tablets (n=102) and –5.1 points in patients receiving placebo (n=50), a difference that was statistically significant (p < 0.03). Seven patients treated with placebo (14%) and 3 patients treated with Mirapex ER extended-release tablets (3%) received levodopa rescue medication. At 18 weeks, the mean dose of Mirapex ER was 3 mg/day. At 33 weeks, the adjusted mean improvement from baseline UPDRS Parts II plus III score was –8.6 points in patients receiving Mirapex ER extended-release tablets (n=223), compared to –3.8 points in patients receiving placebo (n=103). At 18 and 33 weeks, the mean dose of Mirapex ER extended-release tablets was approximately 3 mg/day. Twenty-two patients treated with placebo (21%) and 15 patients treated with Mirapex ER extended-release tablets (7%) received levodopa rescue medication before the final assessment. No differences in effectiveness based on age or gender were detected. Patients receiving MAOB-I, anticholinergics, or amantadine had responses similar to patients not receiving these drugs.

	SAFETY
	The most commonly observed adverse events (>= 5% and more frequent than placebo) after 33 weeks of treatment with Mirapex ER extended-release tablets in the trial of early Parkinson's disease patients were somnolence, nausea, constipation, dizziness, fatigue, hallucinations, dry mouth, muscle spasms, and peripheral edema.


ADVANCED PARKINSON’S DISEASE
	STUDY DESIGN
	Multicenter, randomized, double-blind, placebo-controlled, 3-paralled-group, clinical trial (n=517).

	INCLUSION CRITERIA
	Patients with advanced Parkinson's disease (Hoehn & Yahr Stages II to IV at "on" time) who were on concomitant levodopa therapy at an optimized dose and who had motor fluctuations of at least 2 cumulative hours of "off" time per day.

	EXCLUSION CRITERIA
	Not specified.

	TREATMENT REGIMEN
	Patients were treated with Mirapex ER extended-release tablets (n=164), immediate-release Mirapex tablets (n=175), or placebo (n=178).  Those treated with Mirapex ER extended-release tablets or immediate-release Mirapex tablets had a starting dose of 0.375 mg/day, followed by a flexible up-titration over 7 weeks, based on efficacy and tolerability to up to 4.5 mg/day, followed by a 26-week maintenance period. Levodopa dosage reduction was permitted only in the case of dopaminergic adverse events. Stable doses of concomitant MAO-B inhibitors (MAOB-I), anticholinergics, or amantadine, individually or in combination, were allowed. The primary efficacy endpoint was the adjusted mean change from baseline in the UPDRS Parts II plus III score for Mirapex ER extended-release tablets versus placebo following 18 weeks of treatment.

	RESULTS
	At 18 weeks of treatment, the adjusted mean improvement from baseline UPDRS Parts II plus III score was –11 points in patients receiving Mirapex ER extended-release tablets (n=161) and –6.1 points in patients receiving placebo (n=174) (p=0.0001). At week 18, the adjusted mean improvement from baseline in "off" time was –2.1 hours for Mirapex ER and –1.4 hours for placebo (p=0.0199). At 33 weeks, the adjusted mean improvement from baseline UPDRS Parts II plus III score was –11.1 points in patients receiving Mirapex ER extended-release tablets (n=117) and –6.8 points in patients receiving placebo (n=136) (p=0.0135). At both 18 and 33 weeks, the mean daily dose of Mirapex ER was 2.6 mg/day. At week 18, 4 patients (3%) in the placebo group and 14 patients (11%) in the Mirapex ER group had decreased their levodopa daily dose compared to baseline due to dopaminergic adverse events. No clinically relevant difference in effectiveness was observed in the sub-group analyses based on gender, age, race (White versus Asian), or concomitant use of antiparkinson treatment (MAOB-I, amantadine or anticholinergics).

	SAFETY
	The most commonly observed adverse events (>= 5% and greater frequency than in placebo) during 18 weeks of treatment with Mirapex ER extended-release tablets in the trial of advanced Parkinson's disease patients with concomitant levodopa were dyskinesia, nausea, constipation, hallucinations, headache, and anorexia.


Contraindications1
· None.
Warnings and Precautions1
· Falling asleep during activities of daily living without warning is possible; patients should report symptoms.

· Symptomatic orthostatic hypotension during dose escalation may occur; monitor closely.

· Impulse control/compulsive behaviors may occur.

· Hallucinations may occur; age increases risk.

· Dyskinesia may occur or be exacerbated.

· Dopaminergic therapy may cause withdrawal-emergent hyperpyrexia and confusion, fibrotic complications, and melanoma.

· Rhabdomyolysis occurred in a 49-year-old male with advanced Parkinson's disease; symptoms resolved with discontinuation of medication.
Adverse Effects1
	Most common, ≥ 2%
	Early Parkinson's Disease

	
	Mirapex

Extended-Release

(n=223)
	Mirapex

Immediate-Release

(n=213)
	Placebo

(n=103)

	Somnolence   
	36%
	33%
	15%

	Nausea      
	22%
	24%
	9%

	Constipation  
	14%
	12%
	2%

	Dizziness   
	12%
	12%
	7%

	Fatigue        
	6%
	6%
	4%

	Dry mouth  
	5%
	4%
	1%

	Hallucinations   
	5%
	6%
	1%

	Muscle spasms  
	5%
	3%
	3%

	Peripheral edema
	5%
	8%
	4%

	Fall   
	4%
	4%
	1%

	Insomnia  
	4%
	4%
	3%

	Vertigo    
	4%
	2%
	1%

	Vomiting  
	4%
	4%
	0%

	Asthenia   
	3%
	1%
	2%

	Cough         
	3%
	3%
	1%

	Dyspepsia  
	3%
	3%
	2%

	Increased appetite 
	3%
	2%
	1%

	Orthostatic hypotension
	3%
	0%
	1%

	Sleep attacks  
	3%
	6%
	1%

	Tremor    
	3%
	3%
	1%

	Upper abdominal pain 
	3%
	4%
	1%

	Abdominal discomfort  
	2%
	1%
	0%

	Balance disorder 
	2%
	0%
	1%

	Depression  
	2%
	0%
	0%

	Sleep disorder 
	2%
	3%
	1%


	Most common, 
≥ 2%
	Advanced Parkinson's Disease

	
	Mirapex

Extended-Release

(n=164)
	Mirapex

Immediate-Release

(n=175)
	Placebo
(n=178)

	Dyskinesia  
	17%
	18%
	8%

	Nausea      
	11%
	11%
	10%

	Hallucinations
	9%
	7%
	2%

	Constipation 
	7%
	6%
	5%

	Headache    
	7%
	4%
	3%

	Anorexia    
	5%
	1%
	2%

	Insomnia  
	4%
	4%
	2%

	Back pain    
	2%
	3%
	1%

	Diarrhea      
	2%
	1%
	1%

	Dizziness (postural) 
	2%
	3%
	1%

	Salivary hypersecretion 
	2%
	0%
	0%


Drug Interactions1
· Dopamine antagonists.
Dosage and Administration1
USUAL DOSE 0.375 mg once daily, with or without food. Dose may be increased gradually, not more frequently than every 5 to 7 days, first to 0.75 mg per day and then by 0.75 mg increments up to a maximum recommended dose of 4.5 mg per day.
Costs (at commonly used dosages)

COST (WAC)*
	GENERIC NAME
	BRAND NAME
	STRENGTH
	DOSE
	COST / TABLET

	Pramipexole
	Mirapex ER**
	0.375 mg tablet
	1 tablet daily
	$ 9.47

	Pramipexole
	Mirapex ER**
	0.75 mg tablet
	1 tablet daily
	$ 9.47

	Pramipexole
	Mirapex ER**
	1.5 mg tablet
	1 tablet daily
	$ 9.47

	Pramipexole
	Mirapex ER**
	2.25 mg tablet
	1 tablet daily
	$ 9.47

	Pramipexole
	Mirapex ER**
	3 mg tablet
	1 tablet daily
	$ 9.47

	Pramipexole
	Mirapex ER**
	3.75 mg tablet
	1 tablet daily
	$ 9.47

	Pramipexole
	Mirapex ER**
	4.5 mg tablet
	1 tablet daily
	$ 9.47

	Pramipexole IR***
	Generic
	0.25 mg tablet
	1 tablet TID
	$ 3.30

	Pramipexole IR***
	Generic
	0.5 mg tablet
	1 tablet TID
	$ 3.30

	Pramipexole IR***
	Generic
	1 mg tablet
	1 tablet TID
	$ 3.30

	Pramipexole IR***
	Generic
	1.5 mg tablet
	1 tablet TID
	$ 3.30


*Wholesale Acquisition Cost (WAC)
** Extended Release

*** Immediate Release

Conclusion

Mirapex ER is a once daily non-ergot dopamine agonist that has demonstrated efficacy in the treatment of early and advanced Parkinson's disease. It provides for a convenient once daily dosing schedule and thus improved patient compliance.  The efficacy of Mirapex ER in Parkinson's disease is related principally to postsynaptic dopamine agonist activity.  
Recommendation

This drug is being reviewed for inclusion in the state specific Non-Ergot Dopamine Preferred Drug List and is currently non-preferred.
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