DRUG USE CRITERIA FOR ENTACAPONE

Honolulu VA Medical and Regional Center

June 2002

NAME:


Entacapone

BRAND NAME:

Comtan®  (Novartis Pharmaceuticals)

USES:


(FDA Approved Indication:

(As adjunct to levodeopa/carbidopa therapy for use in patients with idiopathic Parkinson’s disease who experience signs and symptoms of the end-of-dose phenomenon.  Levodopa/carbidopa and or dopamine agonist therapy should be optimized before considering use of entacapone.


(Inappropriate uses:



(Patients not currently receiving levodopa/carbidopa therapy

(Patients who have not been optimized on levodopa/carbidopa and a dopamine agonist



(Known hypersensitivity to any component of the product.

FORMULARY RESTRICTIONS:


(Formulary agent restricted to drug use criteria 


(Restricted to Neurology or Geriatrics Service Staff Physicians

DRUG THERAPY SELECTION:


(Efficacy:

The effectiveness of entacapone as an adjunct to levodopa has been established in several multicenter, randomized, placebo-controlled trials.  In the 24-week study conducted by the Parkinson Study Group, entacapone was shown to increase “on” time by 3.7% in patients with baseline status of 55-70% “on” time and 10.3% in patients with baseline status “on” time of <55%.  An increase of 5% translated roughly into a 1 hour per day increase in “on” time.  Of note, there was no benefit seen in patients with baseline “on” time status of >70%.  In a second study by Rinne et al, patients treated with entacapone experienced a 13% increase in “on time,” which is approximately 1.2 hours per day.  In the first study, the total daily dose of levodopa/carbidopa was reduced on average by 100 mg (12 %) for those who were treated with entacapone.     

(Safety:

In clinical trials, the most common adverse effects seen with entacapone therapy included dyskinesia/hyperkinesia, nausea, diarrhea, abdominal pain, and urine discoloration (brownish-orange).  Dyskinesia can usually be managed with a decrease in levodopa dosage.  Dopaminergic side effects including dizziness, orthostatic hypotension, hallucinations, and insomnia may be possible with entacapone therapy.  The most frequent cause of discontinuation of entacapone therapy was secondary to psychiatric reasons.  

(Cost:

	Medication
	Cost/tab
	30 day supply
	With Carbidopa/Levodopa

30 day supply

	Entacapone 200mg Tablet
	$1.02
	At QID: $122.40

Max of 8 tabs/day:  $244.80
	Carbidopa25mg/Levodopa 100mg Tablet: 

(2 tabs QID = $31.20)

                $31.20 + $122.40 = $153.60

Carbidopa 50mg/Levodopa 200mg SR Tablet: 

(1 tab QID = $61.20)

                $61.20 + $122.40 = $183.60


DOSING


( One 200mg tablet taken concurrently with each levodopa/carbidopa dose up to a maximum of 8 tablets daily (1600mg).

( Should only be taken with levodopa/carbidopa and should not be taken as monotherapy because it lacks intrinsic antiparkinsonian effects.

(A decrease in levodopa dosage may be necessary once entacapone therapy has been initiated if one’s total daily levodopa dose is at least 800 mg.  

(If the patient has moderate to severe dyskinesias prior to initiation of entacapone, a decrease in levodopa dosage may be warranted.  Of those who required a dose reduction in clinical trials, the average reduction in daily levodopa dose was about 25%.  

(Entacapone can be used in combination with either immediate or controlled release formulations of levodopa.  

(Food does not affect absorption; thus, entacapone can be taken without regard to meals.

Dosing in patients with hepatic impairment:  After receiving a single dose of entacapone, the AUC and Cmax of entacapone approximately doubled in patients with hepatic impairment and these patients should be treated with caution.  The effects of concomitant liver disease on the kinetics of chronically administered entacapone have not been evaluated.

Entacapone withdrawal:  Rapid withdrawal or abrupt reduction in entacapone dose may lead to reemergence of Parkinson’s disease symptoms, hyperpyrexia and confusion.  When dose changes are made, patients should be monitored closely and other dopaminergic treatments should be adjusted accordingly.

DRUG-DRUG/FOOD INTERACTIONS

(In vitro studies have demonstrated that entacapone has the ability to inhibit various cytochrome p450 isozymes only at very high concentrations.  This, however, is not expected to be of any clinical significance.  

(Although entacapone is highly protein bound (98%), in vitro studies found that it does not displace other highly protein bound drugs, such as warfarin, salicylic acid, phenylbutazone, and diazepam, from their respective protein binding sites.  

(Drugs that are metabolised by Catechol-O-methyltransferase (COMT):  Entacapone may potentiate arrhythmogenic, chronotropic, and cardiovascular effects of isoproterenol, epinephrine, dopamine, and dobutamine regardless of the route of administration (including inhalation).  The interaction may result in increased heart rates, possibly arrhythmias, and excessive changes in blood pressure.

(Theoretically, co-administration of entacapone with a non-selective MAO inhibitor may inhibit catecholamine metabolism.  Therefore, the combination of entacapone and a non-selective MAO inhibitor should be avoided whenever possible.  Entacapone can be given concomitantly with a selective MAO-B inhibitor.

RECOMMENDED MONITORING:

1. Liver Function Tests

2. Blood Pressure

3. Patient’s mental status

4. Signs and Symptoms of Parkinson’s disease

OUTCOME MEASURES:


Therapeutic:
1. Reduction in motor fluctuations.

2. Increase in “on” time.

3. Improvement in the signs and symptoms associated with Parkinson’s disease (including tremor, bradykinesia, postural instability, and rigidity).

4. Improved function in performing activities of daily living.

Safety:

1. Presence or increase in dyskinesias (the dose of levodopa typically will need to be reduced when starting entacapone).

2. Disturbances in cognitive function, presence of hallucinations, symptomatic hypotension, gastrointestinal upset, and diarrhea.
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