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FEMALE SPEAKER: Parkinson's Disease, or PD, is a progressive neurodegenerative disorder typically 
presenting with both motor and non-motor symptoms. While cardinal motor symptoms of PD include 
bradykinesia, rigidity, and tremor, many other motor and non-motor symptoms can vary from patient to 
patient and may include postural abnormalities and gait disorders, cognitive changes, mood and sleep 
disorders, pain, and constipation.  
PD is thought to be associated with gradual neurodegeneration of dopaminergic neurons within the 
substantia nigra pars compacta. These neurons comprise dopaminergic afferents that innervate the 
putamen. This neuronal loss reduces dopamine neurotransmission and impairs consistent neuronal 
signaling required for normal motor control. Restoring consistent dopamine neurotransmission is the 
primary objective of PD treatments.  
Orally administered dopamine is an ineffective PD therapy due to peripheral adverse events and its 
inability to cross the blood brain barrier to reach the brain. Therefore, the dopamine precursor levodopa, 
which can cross the blood brain barrier, is administered to help increase dopamine levels in the brain. 
Levodopa is widely accepted as the most effective treatment for PD.  
Following levodopa administration, there is an increase in peripheral plasma levodopa, which is actively 
transported across the blood brain barrier and into the brain, where it is converted into dopamine. This 
aims to counter dopamine deficiencies and address symptoms associated with PD.  
However, exogenous levodopa administration has pharmacological limitations due to rapid and extensive 
metabolism by two enzymes as it circulates through the periphery. The primary metabolic pathway 
involves the conversion of levodopa into dopamine by DOPA Decarboxylase, or DDC. The second 
pathway involves Catechol-O-Methyltransferase, or COMT, resulting in the degradation of levodopa into 
its metabolite 3-O Methyldopa, or 3-OMD. Both enzymes reduce the concentration of peripheral 
levodopa, and therefore reduce the amount of levodopa available to cross the blood brain barrier.  
Blocking levodopa metabolism may aid in mitigating these limitations. To combat DDC metabolism of 
levodopa, a peripherally bound DDC enzyme inhibitor, such as carbidopa, is co-administered with 
levodopa formulations. This serves two primary functions. First, it improves levodopa tolerability by 
preventing excessive metabolism to dopamine in the periphery. Second, it increases levodopa available 
in the plasma to be actively transported across the blood brain barrier and into the brain.  
While adding a DDC inhibitor to levodopa formulations is a therapeutic strategy deployed to block 
conversion of peripheral levodopa into dopamine, COMT often remains uninhibited. When 
decarboxylation of levodopa is prevented by carbidopa, COMT becomes the major metabolizing enzyme 
for levodopa, catalyzing its metabolism to 3-OMD. The use of COMT inhibitors may prolong peripheral 
levodopa availability and increase levodopa concentrations able to be transported into the brain.  
The progression of PD is associated with narrowing the levodopa therapeutic window and motor 
fluctuations. Consequentially, the dopamine effect begins to wear off earlier between doses, a period 
often referred to as off time or an off episode, with longer and inconsistent periods of suboptimal levodopa 
effect. Therefore, the goal of PD treatment is not only to help increase dopamine in the brain, but, as 
disease progresses, to have consistent concentrations of dopamine in the brain.  



Opicapone is a novel, once daily peripheral COMT inhibitor used in combination with concomitant 
levodopa and DDC treatments in patients with PD experiencing off episodes. As opicapone circulates 
through the periphery, it selectively and reversibly binds and inhibits COMT. Opicapone has high COMT 
binding affinity, and as a result, has a long duration of COMT inhibition. This COMT inhibition reduces 
peripheral levodopa metabolism, prolongs levodopa availability, and increases levodopa plasma levels 
available to enter the brain.  
Adjunctive levodopa therapies, such as peripheral COMT inhibitors, may help provide more consistent 
levodopa concentrations. These may aid in overcoming limitations associated with pharmacological 
properties of levodopa and PD progression.  


