Entacapone
(Comtan®, Novartis)
Classification:
Antiparkinson Agents
Pharmacology: 

Entacapone is a selective and reversible inhibitor of catechol- O- methyltransferase (COMT). The mechanism of action of entacapone is believed to be through its ability to inhibit COMT and alter the plasma pharmacokinetics of Levodopa. When entacapone is given in conjunction with Levodopa and an aromatic amino acid decarboxylase inhibitor, such as Carbidopa, plasma levels of Levodopa are greater and more sustained than after administration of Levodopa and an aromatic amino acid decarboxylase inhibitor 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.
Pharmacokinetics: 

Absorption:
Entacapone is rapidly absorbed. The absolute bioavailability is 35%. 
Distribution:
Plasma protein binding is 98% mainly to serum albumin
Metabolism:
Entacapone is almost completely metabolized by isomerization, followed by direct glucuronidation to an inactive metabolite. 

Elimination:
Eliminated in the bile primarily as the metabolites. Minor elimination (10%) is through the urine.
Indications:


Entacapone is indicated as an adjunct to Carbidopa; Levodopa to treat patients with idiopathic Parkinson's Disease who experience the signs and symptoms of end- of- dose "wearing- off".
Dosage: 
The recommended dose is 200 mg administered concomitantly with each Carbidopa; Levodopa dose to a maximum of 8 times daily. Entacapone may be administered with or without food.
If discontinuation is needed, a slow withdrawal is needed.
Contraindications and Precautions: 

· Pregnancy category C

· Hypersensitivity to the medication

· May increase the risk of orthostatic hypotension and syncope
· Use has been associated with hallucinations
· Use has been associated with hyperpyrexia and confusion (resembling neuroleptic malignant syndrome)
· Cases of severe rhabdomyolysis have been reported
· May cause or exacerbate dyskinesia.
· Use with caution in patients with severe hepatic impairment
· Use with other drugs metabolized by COMT may cause increased heart rate, arrhythmias and changes in blood pressure
Interactions: 

Entacapone weakly inhibits CYP 1A2, 2A6, 2C8/9, 2C19, 2D6, 2E1 and 3A4.
Entacapone may decrease the metabolism and increase the adverse effects of COMT substrates (dobutamine, dopamine, epinephrine, Norepinephrine, isoproterenol, methyldopa). Entacapone may potentate the effects of other CNS depressants. Concurrent use with MAO inhibitors may increase the risk of cardiovascular side effects.
Adverse Reactions: 

The most common reactions (>10%) include: nausea and dyskinesia. Less common reactions (1% to 10%) include: orthostatic hypotension, syncope, dizziness, fatigue, hallucinations, anxiety, somnolence, agitation, diarrhea, abdominal pain, constipation, vomiting, dry mouth, dyspnea, taste perversion, urine discoloration (brown-orange), hyperkinesias and weakness.
Unlike tolcapone entacapone does not appear to be associated with significant elevations in hepatic enzyme or severe hepatocellular toxicity. The total number of liver adverse drug reactions reported with entacapone in clinical trials is comparable to that seen in patients receiving placebo.

Costs and Monitoring: 

Monitoring should include signs and symptoms of Parkinson’s disease, liver function tests, and the patient’s mental status.

Each 200 mg tablet costs $ 1.78. Total daily cost could be up to $ 14.24.
Product Identification: 

Tablet: 200 mg
Efficacy: 
The addition of a COMT inhibitor to Levodopa/Carbidopa reduces peripheral metabolism of Levodopa, prolongs the plasma half-life of Levodopa and increases the amount available in the brain. Peak concentration of Levodopa is not altered by adding Entacapone. COMT inhibition results in less fluctuation of Levodopa plasma concentration and the therapeutic benefit will be prolonged. Entacapone generally improves the duration of daily “on” time by 30 to 60 minutes. Patients daily “off” time were found to be reduced by approximately 1.3 hours. The mean daily Levodopa dosage could be reduced by 12%. 
Conclusions: 

Entacapone treatment has been well tolerated over the long term by patients with Parkinson’s disease. The effectiveness of entacapone as an adjunct to Levodopa in the treatment of Parkinson's disease has been well established. total daily "On" time were the primary measures of effectiveness.

Recommendation: Add to formulary.
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