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Name:
Pramipexole dihydrochloride 

Synonym:
Mirapex®, (Pharmacia & Upjohn) 

use:


· Appropriate indications:

1.  Treatment of the signs and symptoms of idiopathic Parkinson’s Disease in both patients who are levodopa naïve and those who are being treated with levodopa.

2.   Suppress the symptoms of restless-legs syndrome.

· Inappropriate uses:

1.  Use in patients who have a known hypersensitivity to pramipexole.

Formulary Restrictions:


· Restricted to drug use criteria as outlined above.

Drug Therapy Selection:
· Pramipexole is a nonergot dopamine agonist, which has high relative in vitro specificity and full intrinsic activity at the D2 dopamine receptor. It is believed that the action at this receptor stimulates dopamine receptors in the striatum. 

· Efficacy:


1. For Parkinson’s disease, clinical trials of pramipexole have been conducted using both patients with early disease who were not receiving concomitant levodopa and patients with advanced disease who were receiving concomitant levodopa. Using the Unified Parkinson’s Disease Rating Scale (UPDRS) to evaluate severity of disease, pramipexole was shown to improve motor function, improve performance in activities of daily living, and increase on time. 

2. For restless-legs syndrome, efficacy was tested using both questionnaires and polysomnographic readings. Pramipexole was found to be effective in decreasing leg restlessness during daytime, evening, and bedtime periods.

· Safety:


1. In Parkinson’s disease studies, the adverse effects of pramipexole were studied separately in patients with early disease and those with advanced disease. The most common adverse effects are as follows: (any of these adverse reactions can be seen in patients with restless-legs syndrome)

· Early Disease: nausea, dizziness, somnolence, insomnia, constipation, asthenia, and hallucinations.

· Advanced Disease: postural hypotension, dyskinesia, extrapyramidal syndrome, insomnia, dizziness, hallucinations, accidental injury, dream abnormalities, confusion, constipation, asthenia, somnolence, dystonia, gait abnormality, hypertonia, dry mouth, amnesia, and urinary frequency.

· Contraindications:

1.  Hypersensitivity to pramipexole or any of its components.

· Warnings and Precautions:
1. Sleep Attacks: Pramipexole has gained some notoriety in recent months due to the possibility of the drug causing sleep attacks. Although there is no definitive relationship between pramipexole and sleep attacks, the risk is significant. Pharmacia & Upjohn to has updated the package insert for pramipexole to include a bold warning of falling asleep during activities of daily living. Although doses above 1.5mg per day are known to cause somnolence, some patients report no warning signs and believe that they were alert immediately prior to the event. As such, patients must be cautioned to not drive and avoid other potentially dangerous activities until they know how they will tolerate the drug.
2. Cardiovascular Disease or recent myocardial infarction
3. Dementia
4. Dyskinesia
5. Fibrotic complications
6. Hallucinations
7. Psychotic disorders
8. Renal dysfunction
9. Retinal pathology
10. Rhabdomyolysis
11. Withdrawal of treatment, discontinue over a period of one week
Cost:


· Pramipexole is available in 0.125mg, 0.25mg, 0.5mg, 1mg, and 1.5mg. The per tablet costs are $0.46, $0.60, $1.19, $1.23, $1.21 respectively. Note there is a significant cost savings in splitting the 1mg tablet for a 0.5mg dose (must consider patient’s ability to split tablet). 

Dosing: 


1. For Parkinson’s disease, the dose of pramipexole should be gradually increased no more frequently than every 5 to 7 days. The typical ascending schedule is as follows:

	Week
	Dosage (mg)
	Total Daily Dose (mg)

	1
	0.125 TID
	0.375

	2
	0.25 TID
	0.75

	3
	0.5 TID
	1.50

	4
	0.75 TID
	2.25

	5
	1.0 TID
	3.0

	6
	1.25 TID
	3.75

	7
	1.5 TID
	4.50



The rate of increase should be decreased if patients experience side effects.

2. Dosage in Renal Impairment: Since pramipexole elimination is dependent on renal function, the dose must be adjusted in patients with moderate to severe renal impairment.

· CrCl 35-59 ml/min: Starting dose 0.125mg BID. Max dose of 1.5mg BID

· CrCl 15-34 ml/min: Starting dose 0.125mg QD. Max dose of 1.5mg QD

· CrCl < 15 ml/min: Avoid using pramipexole

3. For restless-legs syndrome, patients should be started on a dose of 0.375mg taken one hour prior to bedtime. This dose may be increased at weekly intervals to a maximum dose of 1.5mg. 

Dosing Issues:


· Maximum Dose: Although doses up to 6mg per day have been studied and found to be safe, doses above 4.5mg per day are unlikely to provide additional benefit. 

· Effects of Food: Pramipexole may be administered without regard to food. However, high-fat meals may delay the rate of absorption but not the extent of absorption. 

· Concomitant use of levodopa: When used in combination, it is recommended that the dose of levodopa be initially decreased by 30-40 percent.  

Drug Interaction:


· Cimetidine: By inhibiting renal tubular secretion, cimetidine causes a 50% increase in the AUC and 40% increase in the half-life of pramipexole.

· Neuroleptics: Since neuroleptics act as dopamine antagonists, they can diminish the effects of pramipexole.

· Metoclopramide: Metoclopramide can diminish the effects of pramipexole through antagonism of dopamine.

Recommended monitoring:


1. Therapeutic Effects: Patients should be monitored for the reduction of signs and symptoms associated with Parkinson’s Disease (including tremor, bradykinesia, postural instability,  and rigidity) and improved function in the performance of activities of daily living. 

2. In restless-legs syndrome, the therapeutic effects should be monitored by decreased leg restlessness during various times of day. 

3. Adverse Effects: Patients should be monitored for disturbances in cognitive function, presence of hallucinations, sedation, symptomatic hypotension, gastrointestinal upset, and presence or increase in dyskinesias. The dose of pramipexole or other Parkinson’s medications (especially levodopa) may need to be decreased and the rate of pramipexole escalation slowed if these adverse effects emerge.  

4. Patients with restless-legs syndrome should be monitored for the same adverse effects.
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