Sinemet
Immediate release or regular carbidopa/levodopa

Therapeutic goals – symptomatic relief and reduction in risks for long-term complications

Long-Term Complications:

Carbidopa/levodopa has long-term complications that are associated with it.  These long-term complications include motor fluctuations in which there is periodic loss of control of symptoms, and dyskinesia (involuntary movements).  For some patients the dyskinesias cn be as disabling as or even more so than Parkinsonian symptoms.  The motor fluctuations (periods of time during which the patient’s Parkinsonian symptoms recur) occur in approximately 20% of patients taking Levodopa/Carbidopa compounds and the dyskinesias occur in approximately 16%.  Our approach is to use the minimum dose that still allows the patient to function as independently as possible and to do those things that make them happy.

Dose Titration:


The major difficulty using Levodopa/Carbidopa compounds for symptomatic relief is the very difficult pharmacokinetics and pharmacodynamics of Levodopa.  Levodopa is rapidly absorbed from the gastrointestinal tract and is subsequently and quickly eliminated with a plasma half-life on the range of 90 to 120 minutes.  The rapid absorption and rapid elimination is often not a problem for the young or newly diagnosed Parkinson’s patient.  Their physiological response often outlasts the plasma presence suggesting a capacity of the brain to buffer fluctuating Levodopa dose levels.  
Potential side-effects:


The side-effects are divided into acute and long-term.  The long-term side-effects include the dyskinesias (drug dose related involuntary movements) and fluctuations in the control described above.  The short-term or acute side-effects include nausea, vomiting, dizziness or lightheadedness (orthostatic hypotension), confusion, disorientation, hallucinations and paranoia among others. 


Nausea is not an infrequent complication.  In the past when only levodopa was available almost everyone developed nausea.  With the development of combination therapy with carbidopa, the incidence of nausea is much reduced.  However, some individuals are particularly sensitive to the levodopa and require extra carbidopa.  Many of these patients do not need or would not benefit from an increase in the levodopa fraction.  It is possible to provide just plain carbidopa.  


Some pharmacists will attach a label to the prescription bottle advising the patient to take the Sinemet (levodopa/carbidopa) with meals.  This is related to the outdated concern about nausea.  The patient should be instructed to disregard such labels and the pharmacist should be advised as well.  Taking Sinemet with meals can result in a 30 minute delay in the time to peak plasma levels and 27% reduction in the amount of levodopa absorbed.  More importantly, it will make the absorption less predictable making titration of the medications more difficult.
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