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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:
	Stalevo 50 tablets contains 12.5 mg Carbidopa, 50 mg Levodopa & 200 mg Entacapone; Stalevo 100 tablets contains 25 mg Carbidopa, 100 mg Levodopa & 200 mg Entacapone; Stalevo 150 tablets contains 37.5 mg Carbidopa, 150 mg Levodopa & 200mg Entacapone

Stalevo tablets are manufactured by Orion Corporation, Orion Pharma (Espoo, Finland) and marketed by Novartis Pharmaceuticals Corporation (East Hanover, N.J. 07936) 

	
	

	
	

	Summary of Findings:
	Stalevo is a combination drug for the treatment of Parkinson’s Disease.  It reduces the number of total tablets a person must take by combining three active ingredients.  The combination drug Stalevo is less expensive than the other mono or duo marketed drugs if one required all three ingredients for treatment.  The set strengths may be a disadvantage when trying to switch a patient to the combination product.
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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

Parkinson's disease is a progressive, neurodegenerative disorder of the extrapyramidal nervous system affecting the mobility and control of the skeletal muscular system. Its characteristic features include resting tremor, rigidity, and bradykinetic movements.  Current evidence indicates that symptoms of Parkinson's disease are related to depletion of dopamine in the corpus striatum. Administration of dopamine is ineffective in the treatment of Parkinson's disease apparently because it does not cross the blood-brain barrier.

Dosage Form(s)1
Stalevo 50 tablets contains 12.5 mg Carbidopa, 50 mg Levodopa & 200 mg Entacapone; Stalevo 100 tablets contains 25 mg Carbidopa, 100 mg Levodopa & 200 mg Entacapone; Stalevo 150 tablets contains 37.5 mg Carbidopa, 150 mg Levodopa & 200mg Entacapone

Manufacturer
Stalevo tablets are manufactured by Orion Corporation, Orion Pharma (Espoo, Finland) and marketed by Novartis Pharmaceuticals Corporation (East Hanover, N.J. 07936)

Indication(s)1,2
STALEVO (carbidopa, levodopa and entacapone) is indicated to treat patients with

idiopathic Parkinson’s disease:

1) To substitute (with equivalent strength of each of the three components) for immediate release carbidopa/levodopa and entacapone previously administered as individual products.

2) To replace immediate release carbidopa/levodopa therapy (without entacapone) when patients experience the signs and symptoms of end-of-dose “wearing-off” (only for patients taking a total daily dose of levodopa of 600mg or less and not experiencing dyskinesias.
Clinical Efficacy1,2 (mechanism of action/pharmacology, comparative efficacy)
Levodopa, the metabolic precursor of dopamine, does cross the blood-brain barrier, and

presumably is converted to dopamine in the brain. This is thought to be the mechanism

whereby levodopa relieves symptoms of Parkinson's disease. When levodopa is administered orally it is rapidly decarboxylated to dopamine in extracerebral tissues so that only a small portion of a given dose is transported unchanged to the central nervous system. Carbidopa inhibits the decarboxylation of peripheral levodopa, making more levodopa available for transport to the brain. When coadministered with levodopa, carbidopa increases plasma levels of levodopa and reduces the amount of levodopa required to produce a given response by about 75 %. Carbidopa prolongs the plasma half-life of levodopa from 50 minutes to 1.5 hours and decreases plasma and urinary dopamine and its

major metabolite, homovanillic acid. The tmax of levodopa, however, was unaffected by the

coadministration. Entacapone is a selective and reversible inhibitor of catechol-O methyltransferase (COMT).

In mammals, COMT is distributed throughout various organs with the highest activities in the liver and kidney. COMT also occurs in neuronal tissues, especially in glial cells. COMT catalyzes the transfer of the methyl group of S-adenosyl-L-methionine to the phenolic group of substrates that contain a catechol structure. Physiological substrates of COMT include DOPA, catecholamines (dopamine, norepinephrine, and epinephrine) and their hydroxylated metabolites. The function of COMT is the elimination of biologically active catechols and some other hydroxylated metabolites. When decarboxylation of levodopa is prevented by carbidopa, COMT becomes the major metabolizing enzyme for levodopa, catalyzing its metabolism to 3-methoxy-4-hydroxy-L-phenylalanine (3-OMD). When entacapone is given in conjunction with levodopa and carbidopa, plasma levels of levodopa are greater and more sustained than after administration of levodopa and carbidopa alone. It is believed that at a given frequency of levodopa administration, these more sustained plasma levels of levodopa result in more constant dopaminergic stimulation in the brain, leading to greater effects on the signs and symptoms of Parkinson’s disease. The higher levodopa levels may also lead to increased levodopa adverse effects, sometimes requiring a decrease in the dose of levodopa. When 200 mg entacapone is coadministered with levodopa/carbidopa, it increases levodopa plasma exposure (AUC) by 35-40% and prolongs its elimination half-life in Parkinson’s disease patients from 1.3 to 2.4 hours. Plasma levels of the major COMT-mediated dopamine metabolite, 3-methoxy-4-hydroxy-L-phenylalanine (3-OMD), are also markedly decreased proportionally with increasing dose of entacapone. In animals, while entacapone enters the CNS to a minimal extent, it has been shown to inhibit central COMT activity. In humans, entacapone inhibits the COMT enzyme in peripheral tissues. The effects of entacapone on central COMT activity in humans have not been studied.  Both levodopa and entacapone are rapidly absorbed and eliminated, and their distribution volume is moderately small. Carbidopa is absorbed and eliminated slightly more slowly compared with levodopa and entacapone. There are substantial inter- and intra-individual

variations in the absorption of levodopa, carbidopa and entacapone, particularly concerning its Cmax. The food-effect on the STALEVO tablet has not been evaluated.  Since levodopa competes with certain amino acids for transport across the gut wall, the absorption of levodopa may be impaired in some patients on a high protein diet. Meals rich in large neutral amino acids may delay and reduce the absorption of levodopa.  Levodopa is bound to plasma protein only to a minor extent (about 10-30%).  Carbidopa is approximately 36 % bound to plasma protein.  The plasma protein binding of entacapone is 98% over the concentration range of 0.4 – 50µg/mL.  Entacapone binds mainly to serum albumin. Due to short elimination half-lives, no true accumulation of levodopa or entacapone occurs when they are administered repeatedly.  Precaution should be taken when administering Stalevo to patients with hepatic or renal impairment.  There were three clinical studies done to show efficacy.  One in North America, one was a Nordic study and one was a German-Austrian study.  In the North American study patients were randomized to receive placebo or entacapone 200mg administered concomitantly with each dose of carbidopa-levodopa (up to 10 times daily, but averaging 4-6 doses per day).  In addition to the primary outcome measure, the patients were also evaluated by subparts of the Unified Parkinson’s Disease Rating Scale (UPDRS).  Results of the North American Study are:

	Primary Measure from Home Diary (for a 24-hour Diary Day)

	
	Baseline
	Change from Baseline at Month 6
	p-value vs. placebo

	Percent of Awake Time “On”
	
	
	

	    Placebo
	60.8
	+2.0
	-

	    Entacapone
	60.8
	-1.2
	<0.01

	Secondary Measures from Home Diary (for a 24-hour Dairy Day)

	Hours of Awake Time “Off”
	
	
	

	    Placebo
	6.6
	-0.3
	-

	    Entacapone
	6.8
	-1.2
	<0.01

	Hours of Awake Time “On”
	
	
	

	    Placebo
	10.3
	+0.4
	-

	    Entacapone
	10.2
	+1.0
	N.S.***

	Levodopa Total Daily Dose (mg)
	
	
	

	    Placebo
	758
	+19
	-

	    Entacapone
	804
	-93
	<0.001

	Frequency of Levodopa Daily Intakes
	
	
	

	    Placebo
	6.0
	+0.2
	-

	    Entacapone
	6.2
	0.0
	N.S.***

	Other Secondary Measures

	Investigator’s Global (overall) % Improved*
	
	
	

	    Placebo
	-
	21
	-

	    Entacapone
	-
	34
	<0.05

	Patient’s Global (overall) % Improved*
	
	
	

	    Placebo
	-
	20
	-

	    Entacapone
	-
	31
	<0.05

	UPDRS Total**
	
	
	

	    Placebo
	35.6
	+2.8
	-

	    Entacapone
	35.1
	-0.6
	<0.05

	UPDRS Motor**
	
	
	

	    Placebo
	22.6
	+1.2
	-

	    Entacapone
	22.0
	-0.9
	<0.05

	UPDRS ADL**
	
	
	

	    Placebo
	11.7
	+1.1
	-

	    Entacapone
	11.9
	0.0
	<0.05

	
	
	
	


*
At least one category change at endpoint

**
Score change at endpoint similarly to the Nordic Study.

*** 
Not Significant

Adverse Effects1,2
The most common adverse reactions reported with carbidopa-levodopa have included

dyskinesias, such as choreiform, dystonic, and other involuntary movements and nausea. The following other adverse reactions have been reported with carbidopa-levodopa:
Body as a Whole: Chest pain, asthenia.

Cardiovascular: Cardiac irregularities, hypotension, orthostatic effects including orthostatic

hypotension, hypertension, syncope, phlebitis, palpitation.
Gastrointestinal: Dark saliva, gastrointestinal bleeding, development of duodenal ulcer,

anorexia, vomiting, diarrhea, constipation, dyspepsia, dry mouth, taste alterations.
Hematologic: Agranulocytosis, hemolytic and non-hemolytic anemia, thrombocytopenia,

leukopenia.
Hypersensitivity: Angioedema, urticaria, pruritus, Henoch-Schönlein purpura, bullous lesions

(including pemphigus-like reactions).

Musculoskeletal: Back pain, shoulder pain, muscle cramps.

Nervous System/Psychiatric: Psychotic episodes including delusions, hallucinations, and

paranoid ideation, neuroleptic malignant syndrome (see WARNINGS), bradykinetic episodes (“on-off” phenomenon), confusion, agitation, dizziness, somnolence, dream abnormalities including nightmares, insomnia, paresthesia, headache, depression with or without development of suicidal tendencies, dementia, increased libido. Convulsions also have occurred; however, a causal relationship with carbidopa-levodopa has not been established.

Respiratory: Dyspnea, upper respiratory infection.

Skin: Rash, increased sweating, alopecia, dark sweat.

Urogenital: Urinary tract infection, urinary frequency, dark urine.

Laboratory Tests: Decreased hemoglobin and hematocrit; abnormalities in alkaline

phosphatase, SGOT (AST), SGPT (ALT), lactic dehydrogenase, bilirubin, blood urea nitrogen (BUN), Coombs’ test; elevated serum glucose; white blood cells, bacteria, and blood in the urine.

Other adverse reactions that have been reported with levodopa alone and with various

carbidopa-levodopa formulations, and may occur with STALEVO are:

Body as a Whole: Abdominal pain and distress, fatigue.

Cardiovascular: Myocardial infarction.

Gastrointestinal: Gastrointestinal pain, dysphagia, sialorrhea, flatulence, bruxism, burning

sensation of the tongue, heartburn, hiccups.

Metabolic: Edema, weight gain, weight loss.

Musculoskeletal: Leg pain.

Nervous System/Psychiatric: Ataxia, extrapyramidal disorder, failing, anxiety, gait

abnormalities, nervousness, decreased mental acuity, memory impairment, disorientation,

euphoria, blepharospasm (which may be taken as an early sign of excess dosage; consideration of dosage reduction may be made at this time), trismus, increased tremor,

numbness, muscle twitching, activation of latent Horner's syndrome, peripheral neuropathy.

Respiratory: Pharyngeal pain, cough.

Skin: Malignant melanoma, flushing.

Special Senses: Oculogyric crisis, diplopia, blurred vision, dilated pupils.

Urogenital: Urinary retention, urinary incontinence, priapism.

Miscellaneous: Bizarre breathing patterns, faintness, hoarseness, malaise, hot flashes, sense of stimulation.

Laboratory Tests: Decreased white blood cell count and serum potassium; increased serum

creatinine and uric acid; protein and glucose in urine.
Entacapone

The most commonly observed adverse events (>5%) in the double-blind, placebo-controlled

trials of entacapone (N=1003) associated with the use of entacapone alone and not seen at an equivalent frequency among the placebo-treated patients were: dyskinesia/hyperkinesia,

nausea, urine discoloration, diarrhea, and abdominal pain.  Approximately 14% of the 603 patients given entacapone in the double blind, placebo controlled trials discontinued treatment due to adverse events compared to 9% of the 400 patients who received placebo. The most frequent causes of discontinuation in decreasing order are: psychiatric reasons (2% vs. 1%), diarrhea (2% vs. 0%), dyskinesia/hyperkinesia (2% vs. 1%), nausea (2% vs. 1%), abdominal pain (1% vs. 0%), and aggravation of Parkinson’s disease symptoms (1% vs. 1%).

Adverse Event Incidence in Controlled Clinical Studies of Entacapone

Table 6 lists treatment emergent adverse events that occurred in at least 1% of patients treated with entacapone participating in the double blind, placebo-controlled studies and that were numerically more common in the entacapone group, compared to placebo. In these studies, either entacapone or placebo was added to carbidopa-levodopa (or benserazide-levodopa).
	System Organ Class

    Preferred term
	Entacapone

(n=603)

% of Patients
	Placebo

(n=400)

% of Patients

	Skin and Appendages Disorders
	
	

	    Sweating increased
	2
	1

	Musculoskeletal System Disorders
	
	

	    Back Pain
	2
	1

	Central & Peripheral Nervous System Disorders
	
	

	    Dyskinesia
	25
	15

	    Hyperkinesia
	10
	5

	    Hypokinesia
	9
	8

	    Dizziness
	8
	6

	Special Senses, Other Disorders
	
	

	    Taste Perversion
	1
	0

	Psychiatric Disorders
	
	

	    Anxiety
	2
	1

	    Somnolence
	2
	0

	    Agitation
	1
	0

	Gastrointestinal System Disorders
	
	

	    Nausea
	14
	8

	    Diarrhea
	10
	4

	    Abdominal Pain
	8
	4

	    Constipation
	6
	4

	    Vomiting
	4
	1

	    Mouth dry
	3
	0

	    Dyspepsia
	2
	1

	    Flatulence
	2
	0

	    Gastritis
	1
	0

	    Gastrointestinal Disorders nos
	1
	0

	Respiratory System Disorders
	
	

	    Dyspnea
	3
	1

	Platelet, Bleeding & Clotting Disorders
	
	

	    Purpura
	2
	1

	Urinary System
	
	

	    Urine Discoloration
	10
	0

	Body as a Whole – General Disorders
	
	

	    Back Pain
	4
	2

	    Fatigue
	6
	4

	    Asthenia
	2
	1

	Resistance Mechanism Disorders
	
	

	    Infection Bacterial
	1
	0


Drug Interactions1,2
Caution should be exercised when the following drugs are administered concomitantly with

Stalevo.

Anti-hypertensive agents: Symptomatic postural hypotension has occurred when carbidopa-levodopa was added to the treatment of patients receiving antihypertensive drugs. Therefore, when therapy with Stalevo is started, dosage adjustment of the antihypertensive drug may be required.

MAO inhibitors: For patients receiving nonselective MAO inhibitors, Concomitant therapy with selegiline and carbidopa-levodopa may be associated with severe orthostatic hypotension not attributable to carbidopa-levodopa alone.

Tricyclic antidepressants: There have been rare reports of adverse reactions, including

hypertension and dyskinesia, resulting from the concomitant use of tricyclic antidepressants

and carbidopa-levodopa.

Dopamine D2 receptor antagonists (e.g., phenothiazines, butyrophenones, risperidone) and

isoniazid: Dopamine D2 receptor antagonists (e.g., phenothiazines, butyrophenones, risperidone) and isoniazid may reduce the therapeutic effects of levodopa.

Phenytoin and papaverine: The beneficial effects of levodopa in Parkinson's disease have been reported to be reversed by phenytoin and papaverine. Patients taking these drugs with

carbidopa-levodopa should be carefully observed for loss of therapeutic response.

Iron salts: Iron salts may reduce the bioavailability of levodopa, carbidopa and entacapone.

The clinical relevance is unclear.

Metoclopramide: Although metoclopramide may increase the bioavailability of levodopa by

increasing gastric emptying, metoclopramide may also adversely affect disease control by its dopamine receptor antagonistic properties.

Drugs known to interfere with biliary excretion, glucuronidation, and intestinal betaglucuronidase

(probenecid, cholestyramine, erythromycin, rifampicin, ampicillin and

chloramphenicol): As most entacapone excretion is via the bile, caution should be exercised when drugs known to interfere with biliary excretion, glucuronidation, and intestinal beta-Stalevo tablets glucuronidase are given concurrently with entacapone. These include probenecid, cholestyramine, and some antibiotics (e.g., erythromycin, rifampicin, ampicillin and chloramphenicol).

Pyridoxine: Stalevo can be given to patients receiving supplemental pyridoxine. Oral

coadministration of 10-25mg of pyridoxine hydrochloride (vitamin B6) with levodopa may

reverse the effects of levodopa by increasing the rate of aromatic amino acid decarboxylation.  Carbidopa inhibits this action of pyridoxine; therefore, Stalevo can be given to patients receiving supplemental pyridoxine.

Effect of levodopa & carbidopa in Stalevo on the metabolism of other drugs:

Inhibition or induction effect of levodopa & carbidopa has not been investigated.

Effect of entacapone in Stalevo on the metabolism of other drugs: Entacapone is

unlikely to inhibit the metabolism of other drugs that are metabolized by major P450s

including CYP1A2, CYP2A6, CYP2C9, CYP2C19, CYP2D6, CYP2E1 and CYP3A. In vitro

studies of human CYP enzymes showed that entacapone inhibited the CYP enzymes 1A2,

2A6, 2C9, 2C19, 2D6, 2E1 and 3A only at very high concentrations (IC50 from 200 to over

1000 µM; an oral 200mg dose achieves a highest level of approximately 5 µM in people);

these enzymes would therefore not be expected to be inhibited in clinical use. However, no

information is available regarding the induction effect from entacapone.

Drugs that are highly protein bound (such as warfarin, salicylic acid, phenylbutazone, and

diazepam)

Levodopa

Levodopa is bound to plasma protein only to a minor extent (about 10-30%).

Carbidopa

Carbidopa is approximately 36 % bound to plasma protein.

Entacapone

Entacapone is highly protein bound (98%). In vitro studies have shown no binding

displacement between entacapone and other highly bound drugs, such as warfarin, salicylic

acid, phenylbutazone, and diazepam.
Dosage and Administration1,2
Individual tablets should not be fractionated and only one tablet should be administered at

each dosing interval.  Generally speaking, Stalevo should be used as a substitute for patients already stabilized on equivalent doses of carbidopa-levodopa and entacapone. However, some patients who have been stabilized on a given dose of carbidopa/levodopa may be treated with Stalevo if a decision has been made to add entacapone (see below).

The optimum daily dosage of Stalevo (carbidopa, levodopa and entacapone) must be determined by careful titration in each patient. Stalevo tablets are available in three strengths, each in a 1:4 ratio of carbidopa to levodopa and combined with 200mg of

entacapone in a standard release formulation. Therapy should be individualized and adjusted according to the desired therapeutic response.  Studies show that peripheral dopa decarboxylase is saturated by carbidopa at approximately 70 to 100mg a day. Patients receiving less than this amount of carbidopa are more likely to experience nausea and vomiting. Experience with total daily dosages of carbidopa greater than 200mg is limited.

Clinical experience with daily doses above 1600mg of entacapone is limited. It is recommended that no more than one Stalevo tablet be taken at each dosing administration.  Thus the maximum recommended daily dose of Stalevo is eight tablets per day.

How to transfer patients taking carbidopa-levodopa preparations and Comtan®

(entacapone) tablets to Stalevo (carbidopa, levodopa and entacapone) tablets

There is no experience in transferring patients currently treated with formulations of

carbidopa-levodopa other than immediate release carbidopa-levodopa with a 1:4 ratio

(controlled release formulations, or standard release presentations with a 1:10 ratio of

carbidopa-levodopa) and entacapone to Stalevo. Patients who are currently treated with Comtan 200mg tablet with each dose of standard release carbidopa-levodopa, can be directly switched to the corresponding strength of Stalevo containing the same amounts of levodopa and carbidopa. For example, patients receiving one tablet of standard release carbidopa-levodopa 25/100mg and one tablet of Comtan 200mg at each administration can be switched to a single Stalevo 100 tablet.  Therapy should be individualized and adjusted for each patient according to the desired therapeutic response.  When less levodopa is required, the total daily dosage of carbidopa-levodopa should be reduced by either decreasing the strength of Stalevo at each administration or by decreasing the frequency of administration by extending the time between doses.  When more levodopa is required, the next higher strength of Stalevo should be taken and/or the frequency of doses should be increased, up to a maximum of 8 times daily and not to exceed the maximum daily dose recommendations as outlined above.

Maintenance of STALEVO treatment
Therapy should be individualized and adjusted for each patient according to the desired

therapeutic response.  When less levodopa is required, the total daily dosage of carbidopa-levodopa should be reduced by either decreasing the strength of STALEVO at each administration or by decreasing the frequency of administration by extending the time between doses.  When more levodopa is required, the next higher strength of STALEVO should be taken and/or the frequency of doses should be increased, up to a maximum of 8 times daily and not to exceed the maximum daily dose recommendations as outlined above.

Addition of Other Antiparkinsonian Medications

Standard drugs for Parkinson's disease may be used concomitantly while STALEVO is being administered, although dosage adjustments may be required.

Interruption of Therapy

Sporadic cases of a symptom complex resembling Neuroleptic Malignant Syndrome (NMS)

have been associated with dose reductions and withdrawal of levodopa preparations. Patients should be observed carefully if abrupt reduction or discontinuation of Stalevo is required, especially if the patient is receiving neuroleptics.  If general anesthesia is required, Stalevo may be continued as long as the patient is permitted to take fluids and medication by mouth. If therapy is interrupted temporarily, the patient should be observed for symptoms resembling NMS, and the usual daily dosage may be administered as soon as the patient is able to take oral medication.

Special populations

Patients With Impaired Hepatic Function:

Patients with hepatic impairment should be treated with caution. The AUC and Cmax of

entacapone approximately doubled in patients with documented liver disease, compared

to controls. However, these studies were conducted with single-dose entacapone without

levodopa/dopa decarboxylase inhibitor coadministration, and therefore the effects of liver

disease on the kinetics of chronically administered entacapone have not been evaluated.

Instructions on how to transfer patients taking carbidopa-levodopa preparations and Comtan (entacapone) tablets to Stalevo and instructions on how to transfer patients not currently treated with Comtan (entacapone) tablets from carbidopa-levodopa to Stalevo can be found in the product package insert.

Cost Comparison3 (at commonly used dosages)

	DRUG
	AWP COST
	CARBIDOPA/LEVODOPA WITH COMTAN

	Stalevo 50
	$2.19
	$2.19

	Stalevo 100
	$2.19
	$2.19

	Stalevo 150
	$2.19
	$2.19

	Sinemet 10/100
	$0.83
	$2.81

	Sinemet 25/100
	$0.94
	$2.92

	Sinemet 25/250
	$1.19
	$3.17

	Sinemet CR 25/100
	$1.05
	$3.03

	Sinemet CR 25/250
	$2.02
	$4.00

	Carbidoba/Levodopa 10/100
	$0.32*
	$2.30*

	Carbidoba/Levodopa 25/100
	$0.30*
	$2.28*

	Carbidoba/Levodopa 25/250
	$0.41*
	$2.39*

	Carbidoba/Levodopa SR 25/100
	$0.90*
	$2.88*

	Carbidoba/Levodopa SR 25/250
	$1.84*
	$3.82*

	Comtran
	$1.98
	

	Benztropine 0.5mg
	$0.11
	

	Benztropine 1mg
	$0.14
	

	Benztropine 2mg
	$0.14
	

	Trihexyphenidyl 2mg
	$0.12
	

	Trihexyphenidyl 5mg
	$0.24
	

	Lodosyn (Carbidopa) 25mg
	$0.65
	


* MoMAC

Conclusion

Stalevo is a combination drug for the treatment of Parkinson’s Disease.  It reduces the number of total tablets a person must take by combining three active ingredients.  The combination drug Stalevo is less expensive than the other mono or duo marketed drugs if one required all three ingredients for treatment.  The set strengths may be a disadvantage when trying to switch a patient to the combination product.

Recommendation

It is recommended that Stalevo be given open access status.
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