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Drug Monograph

	Drug/Drug Class:
	Neupro (Rotigotine) Transdermal Patch / AntiParkinson's Agent
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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 2 mg 24 hour transdermal patch of Neupro contains 2 mg of Rotigotine, each 4 mg 24 hour transdermal patch of Neupro contains 4 mg of Rotigotine and each 6 mg 24 hour transdermal patch of Neupro contains 6 mg of Rotigotine.
LTS Lohmann Therapie System, Andernach, Germany for Schwarz Pharma, LLC, Mequon, WI 53092

	
	

	Summary of Findings:
	Neupro transdermal system is a non-ergoline selective dopamine agonist that has demonstrated efficacy in the treatment of early-stage Parkinson's disease.  Neupro is the first transdermal patch approved for the treatment of symptoms of Parkinson's disease, and offers the convenience of once-daily dosing, constant drug delivery, and sustained plasma concentrations.  It appears to be less effective than oral ropinirole for the treatment of early-stage Parkinson's disease, but clinical comparisons with other agents are not available.  The manufacturer is also developing a Neupro patch for the treatment of restless legs syndrome.   This drug is being reviewed for inclusion in the state specific Preferred Drug List.

	
	

	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 
 15 Day Quantity Limitation
	 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
Parkinson's disease is a disorder of the central nervous system that affects approximately one million people in the United States, with 60,000 new cases diagnosed each year.  People with this disorder suffer from a lack of dopamine, which is responsible for the coordination of movement.  The four primary symptoms of Parkinson's disease are trembling in the hands, arms, legs, jaw and face; stiffness of the limbs and trunk; slowness of movement; and impaired balance and coordination.
Dosage Form(s) 1
Each 2 mg 24 hour transdermal patch of Neupro contains 2 mg of Rotigotine, each 4 mg 24 hour transdermal patch of Neupro contains 4 mg of Rotigotine and each 6 mg 24 hour transdermal patch of Neupro contains 6 mg of Rotigotine.
Manufacturer
LTS Lohmann Therapie System, Andernach, Germany for Schwarz Pharma, LLC, Mequon, WI 53092.
Indication(s) 1
Neupro transdermal patches are indicated in the treatment of the signs and symptoms of early-stage idiopathic Parkinson's disease.
Clinical Efficacy1-12 (mechanism of action/pharmacology, comparative efficacy)
Rotigotine is a lipid-soluble, non-ergot D3/D2/D1 dopamine receptor agonist.  While the exact mechanism of action in the treatment of Parkinson's disease is not known, it is thought to be related to rotigotine’s ability to stimulate dopamine D2 receptors within the caudate-putamen in the brain.  The transdermal system consists of a three layer matrix that is designed to continuously deliver approximately 45% of the rotigotine over a 24-hour period (0.2 mg/cm(2)). 

	
	NEUPRO

	Protein binding
	89.5% (in vivo)

	Volume of distribution (IV)
	84 L/kg

	Metabolism
	Extensive N-dealkylation and conjugation in liver

	Ecretion
	Urine (71%)  Feces (11%)

	Half-life (terminal)
	5-7 hours


The approval of rotigotine transdermal system was primarily based upon three parallel group, double-blind, placebo-controlled clinical trials involving 1,154 patients with early Parkinson's disease who were not taking other Parkinson's medications.  Results from these studies showed that patients receiving rotigotine transdermal system experienced significant improvements (reductions) in the combined Unified Parkinson's Disease Rating Scale (UPDRS) scores for Part II (activities of daily living component) plus Part III (motor component), compared to patients receiving placebo.  Rotigotine transdermal system appears to be less effective than oral ropinirole in the treatment of early-stage Parkinson's disease, but clinical comparisons with other agents used to treat Parkinson's disease are not available.
Clinical Studies

EARLY-STAGE PARKINSON'S DISEASE – DOSE-RESPONSE STUDY
	Design
	Multicenter, randomized, parallel group, double-blind, dose-response, multinational clinical trial (N=316)

	Inclusion Criteria
	Patients with early-stage Parkinson's disease who were not receiving concomitant dopamine agonist therapy, and who were either L-dopa naïve or off L-dopa for at least 28 days prior to baseline and were never on L-dopa for more than 6 months

	Exclusion Criteria
	History of pallidotomy, thalamotomy, deep brain stimulation, or fetal tissue tansplant.  Patients receiving selegiline, anticholinergic agents, or amantadine must have been on a stable dose for at least 28 days prior to baseline.

	Treatment Regimen
	Patients were randomized to receive placebo or rotigotine transdermal system (2 mg/24 hours, 4 mg/24 hours, 6 mg/24 hours, or 8 mg/24 hours) as either 1,2,3,or 4 2-mg patches for up to 11 weeks.

	Results
	Patients receiving rotigotine transdermal system experienced a mean improvement (reductions) in the combined UPDRS (Parts II & III) from baseline to end of treatment compared to placebo. The mean reductions in the combined UPDRS were -3.5, -4.5, -6.6, -6.3, and -1.4 for the 2 mg/24 hours, 4 mg/24 hours, 6 mg/24 horus, 8 mg/24 hours, and placebo groups, respectively.  Statistically significant mean changes reflecting dose-related improvement were observed at the three highest doses, and the 6 mg/24 hours and 8 mg/24 hours doses had a similar effect.

	Safety
	Not specified


EARLY STAGE PARKINSON'S DISEASE – NORTH AMERICAN STUDY
	Design
	Multinational, randomized, parallel group, double-blind, placebo-controlled clinical trial (N=277)

	Inclusion Criteria
	Patients with early-stage Parkinson's disease who were not receiving concomitant dopamine agonist therapy, and who were either L-dopa naïve or off L-dopa for at least 28 days prior to baseline and were never on L-dopa for more than 6 months

	Exclusion Criteria
	History of pallidotomy, thalamotomy, deep brain stimulation, or fetal tissue tansplant.  Patients receiving selegiline, anticholinergic agents, or amantadine must have been on a stable dose for at least 28 days prior to baseline.

	Treatment Regimen
	Patients were randomized to receive rotigotine transdermal system (2 mg/24 hours, 4 mg/24 hours, or 6 mg/24 hours) or placebo for up to about 28 weeks

	Results
	Patients receiving rotigotine transdermal system (up to 6 mg/24 hours) experienced significant mean changes in the combined UPDRS (Parst II & III) from baseline to end of treament compared to placebo, with mean changes of -4.0 and +1.39 in each of these groups, respectively.

	Safety
	The 3 most common adverse effects with rotigotine compared to placebo were application site reaction (44% vs. 12%), nausea (41% vs. 17%) and somnolence (33% vs. 20%).


EARLY-STAGE PARKINSON'S DISEASE – FOREIGN MULTINATIONAL STUDY
	Design
	Multinational, randomized, three-arm, parallel group, double-dummy clinical trial (N=561)

	Inclusion Criteria
	Patients with early-stage Parkinson's disease who were not receiving concomitant dopamine agonist therapy, and who were either L-dopa naïve or off L-dopa for at least 28 days prior to baseline and were never on L-dopa for more than 6 months

	Exclusion Criteria
	History of pallidotomy, thalamotomy, deep brain stimulation, or fetal tissue tansplant.  Patients receiving selegiline, anticholinergic agents, or amantadine must have been on a stable dose for at least 28 days prior to baseline.

	Treatment Regimen
	Patients were randomized to treatment with either placebo, rotigotine transdermal system (2 mg/24 hours, 4 mg/24 hours, 6 mg/24 hours, or 8 mg/24 hours) or active oral comparator for up to about 39 weeks.

	Results
	Patients treated with rotigotine transdermal system (up to 8 mg/24 hours) experienced significant mean changes in the combined UPDRS (Parts II & III) from baseline to end of treatment compared to placebo, with mean changes of –6.83 and –2.33 in each of these groups, respectively.

	Safety
	Not specified


Contraindications1
· Hypersensitivity to any product component
Warnings and Precautions1
· Contains sodium metabisulfite, a sulfite that may cause allergic-type reactions including anaphylactic symptoms and life threatening or less severe asthmatic episodes in certain susceptible people.

· Patients treated with rotigotine transdermal system have reported falling asleep while engaged in activities of daily living, including the operation of motor vehicles, which sometimes resulted in accidents.

· May cause hallucinations. 
Adverse Effects1
	Most common >= 2%
	Neupro Patch
	Placebo

	
	
	

	Nausea
	38%
	15%

	Application site reactions
	37%
	14%

	Somnolence
	25%
	16%

	Dizziness
	18%
	11%

	Headache
	14%
	10%

	Vomiting
	13%
	2%

	Insomnia
	10%
	5%

	Fatigue
	8%
	7%

	Extremity edema
	7%
	6%

	Back pain
	6%
	5%

	Accident
	5%
	4%

	Constipation
	5%
	4%

	Sweating increased
	4%
	2%

	Dyspepsia
	4%
	1%

	Arthralgia
	4%
	3%

	Mouth dry
	3%
	1%

	Hypertension
	3%
	2%

	Vertigo
	3%
	2%

	Anorexia
	3%
	1%


Drug Interactions1
· Alcohol
· CNS depressants
· Dopamine antagonists
Dosage and Administration1

USUAL DOSE  Neupro transdermal system should be started at 2 mg/24 hours.  Based upon individual patient clinical response and tolerability, the dosage may be increased weekly by 2 mg/24 horus.  The lowest effective dose in clinical trials was 4 mg/24 hours and the highest recommended dose is 6 mg/24 hours,
NOTE: Neupro transdermal system is applied once-daily to clean, dry intact healthy skin on the front of the abdomen, thigh, hip, flank, shoulder, or upper arm.  It should be applied at approximately the same time every day and the application site should be moved on a daily basis.

Costs (at commonly used dosages)

COST (WAC)*

	GENERIC NAME
	BRAND NAME
	STRENGTH
	DOSE
	COST / MONTH

	Rotigotine Transdermal System
	Neupro
	2 mg/ 24 hours
	Daily
	$ 67.50

	
	
	4 mg/24 hours
	Daily
	$ 231.00

	
	
	6 mg/ 24 hours
	Daily
	$ 231.00

	Ropinirole
	Requip
	0.25 mg tablets
	0.25 mg po TID
	$ 184.82

	
	
	0.5 mg tablets
	0.5 mg po TID
	$ 184.82

	
	
	1 mg tablets
	1 mg po TID
	$ 184.82

	Pramipexole
	Mirapex
	0.125 mg tablets
	0.125 mg po TID
	$ 154.92

	
	
	0.25 mg tablets
	0.25 mg po TID
	$ 154.92

	
	
	0.5 mg tablets
	0.5 mg po TID
	$ 185.95


*Wholesale Acquisition Cost (WAC)
Conclusion

Neupro transdermal system is a non-ergoline selective dopamine agonist that has demonstrated efficacy in the treatment of early-stage Parkinson's disease.  Neupro is the first transdermal patch approved for the treatment of symptoms of Parkinson's disease, and offers the convenience of once-daily dosing, constant drug delivery, and sustained plasma concentrations.  It appears to be less effective than oral ropinirole for the treatment of early-stage Parkinson's disease, but clinical comparisons with other agents are not available.  The manufacturer is also developing a Neupro patch for the treatment of restless legs syndrome.
Recommendation

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