Pramipexole
(Mirapex®, Boehringer- Ingelheim, Pfizer)
Classification:
Antiparkinson agents
Description: Mirapex® may be confused with Mifeprex®, MiraLax®
Pharmacology: 

Pramipexole is a nonergot dopamine agonist with high relative in vitro specificity and full intrinsic activity at the D2 subfamily of dopamine receptors, binding with higher affinity to D3 than to D2 or D4 receptor subtypes. By binding to these receptors it is thought that Pramipexole can stimulate dopamine activity on the nerves of the striatum and substantia nigra.
Pharmacokinetics: 

Absorption:
rapidly absorbed with a bioavailability of >90% Food increases the time but not the extent of absorption, 

Metabolism:
not metabolized
Elimination:
Urinary excretion is the major route of elimination, with 90% recovered in urine, almost all as unchanged drug.
Indications:


Pramipexole is indicated for the treatment of the signs and symptoms of Parkinson's disease.
Dosage: 
Therapy is initiated with 0.125 mg tid and titrated up to 1.5 mg tid. Dosage should not be increased more frequently than every 5-7 days. Dosage must be decreased in renal dysfunction. The following chart can be used for dosing in patients with renal dysfunction.
	Renal Status
	Starting Dose
	Maximum Dose

	Normal-mild impairment (CrCl >60 mL/min)
	0.125 mg tid
	1.5 mg tid

	Moderate impairment (CrCl 35-39 mL/min
	0.125 mg tid
	1.5 mg bid

	Severe impairment (CrCl 15-34 mL/min)
	0.125 mg qD
	1.5 mg qD

	Very severe impairment (CrCl <15 mL/min and hemodialysis patients)
	The use of Pramipexole has not been adequately studied in this group of patients


It is recommended that Pramipexole be discontinued over a period of 1 week
Contraindications and Precautions: 

· Pregnancy category C
· Use with caution in patients with renal dysfunction

· Pramipexole may potentiate the dopaminergic side effects of Levodopa and may cause or exacerbate pre-existing dyskinesia.
· Use has been associated with hallucinations, especially in older patients
Interactions: 

Increased effects of Pramipexole are seen with cimetidine (50% increase in AUC) and drugs secreted by the cationic transport system (diltiazem, triamterene, Verapamil, quinidine, quinine and ranitidine).
Decreased effects of Pramipexole are seen with dopamine antagonists (antipsychotics and Metoclopramide).

The risk of serotonin syndrome is increased with the concomitant use of Pramipexole and St. John’s wart.

Adverse Reactions: 

The most common adverse reactions (>10%) include: postural hypotension, asthenia, dizziness, somnolence, insomnia, hallucinations, abnormal dreams, nausea, constipation, weakness, dyskinesia and EPS. Less common adverse reactions (1% to 10%) include: edema, syncope, tachycardia, malaise confusion, amnesia, dystonia, akathesia, paranoia, fever decreased libido, anorexia, weight loss, xerostomia, dysphagia, urinary frequency, impotence, urinary incontinence, leg cramps, hypertonia, gait abnormalities, vision abnormalities and dyspnea.
Costs and Monitoring: 

Routine monitoring should include signs and symptoms of Parkinson’s disease, blood pressure, body weight changes and heart rate. Routine laboratories should include renal function tests (serum creatinine, BUN) and periodic liver transaminases

The average daily cost of therapy ranges from $2.64 to $5.85
Product Identification: 

Tablet: 0.125 mg, 0.25 mg, 0.5 mg, 1 mg, 1.5 mg
Efficacy: 
Dopamine agonists have a couple of theoretical advantages over Levodopa including a longer duration of action and they have a Levodopa sparing effect. In clinical practice, dopamine agonists are efficacious in the treatment of Parkinson’s disease and are commonly used as adjunctive therapy to Levodopa; but may also be considered as monotherapy.

The effectiveness of Pramipexole had been demonstrated in randomized, controlled trials in patients with early Parkinson's disease who were not receiving concomitant Levodopa therapy as well as in patients with advanced disease on concomitant Levodopa.
Conclusions: 

All dopamine agonists offer patients significant improvements in motor disability and parkinsonian symptoms when compared to Levodopa alone, particularly in subjects with advanced disease for whom Levodopa is becoming less effective. As a class, the dopamine agonists reduce the incidence of dyskinesias when compared to Levodopa, provide a Levodopa-sparing effect and purportedly have a neuroprotective effect.

Recommendation: Add to formulary.
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