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Almost all people with Parkinson’s dis-
ease and treated with levodopa plus 

a dopa decarboxylase (DDC) inhibitor (eg 
carbidopa) will eventually develop motor 
complications. The first step in manage-
ment is manipulation of levodopa/DDC 
inhibitor dosage and use of adjunctive 
drugs. Options include adding a dopa-
mine agonist, an MAO-B inhibitor (sele-
giline, rasagiline), a catechol-O-methyl 
transferase (COMT) inhibitor or amanta-
dine, or using a modified-release formu-
lation of levodopa.1,2 
 When levodopa is taken together 
with a DDC inhibitor, COMT becomes 
the major metabolising enzyme for lev-
odopa. Inhibiting COMT in the periphery 
therefore increases levodopa plasma 
levels, enhancing its therapeutic effect. 
Up until recently, only two COMT inhib-
itors have been available: entacapone 
and tolcapone. Of the two, NICE recom-
mends entacapone.1 Adding entacapone 
to treatment with levodopa requires 
careful dose titration of both drugs. 
When the optimal dose is established, 
NICE recommends prescribing a fixed-
dose combination of entacapone/levo-
dopa/carbidopa (Stalevo) to optimise 
adherence; this entails multiple daily 
doses. Tolcapone, which is associated 
with potentially fatal acute liver injury, is 
recommended only when entacapone is 
unsuccessful.

 Opicapone (Ongentys) is a peripher-
ally selective reversible COMT inhibitor 
with a duration of action that exceeds 24 
hours, allowing once-daily dosing.

Indications and dosage
Opicapone is licensed as adjunctive 
therapy in adults with Parkinson’s dis-
ease and end-of-dose motor fluctuations 
who cannot be stabilised on levodopa/
DDC inhibitor combinations. The rec-
ommended dosage is 50mg once daily, 
regardless of levodopa dosage, taken at 
bedtime at least one hour before or after 
levodopa/DDC inhibitor.
 No dose adjustment is recom-
mended for older people (though there 
is little experience in patients over the 
age of 85 years), in patients with renal 
impairment or mild hepatic impair-
ment. Opicapone should be prescribed 
cautiously in patients with moderate 
hepatic impairment, in whom there is 
little clinical experience, and it is not 
recommended for patients with severe 
hepatic impairment. 

Efficacy
Opicapone has been compared in 
phase 3 randomised trials with pla-
cebo3 and with entacapone4 in patients 
with Hoehn and Yahr Stage I–III disease 
(ON time mean 2.4) and a minimum 
of 1.5 hours OFF time during stable 
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KEY POINTS

■  Opicapone is a once-daily COMT inhibitor for adjunctive therapy in adults with 
Parkinson’s disease and end-of-dose motor fluctuations that cannot be stabilised 
on levodopa/dopa decarboxylase inhibitor

■  In clinical trials, it reduced OFF time by 40–60 minutes compared with placebo
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■  Adverse effects include dyskinesia, dizziness, dry mouth and constipation
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treatment with levodopa/DDC inhibitor 
(mean approximately six hours). The 
primary endpoint was the change from 
baseline in absolute OFF time after 
14–15 weeks’ treatment.
 In the first trial, patients received 
placebo (n=144) or opicapone (154 
received the 50mg dose).3 The mean 
dose of levodopa was about 700mg 
daily; about 70% of participants were 
also taking a dopamine agonist, about 
20% were taking amantadine and about 
20% were taking an MAO-B inhibitor.
 The mean reduction in OFF time 
was significantly greater with opicapone 
50mg than placebo (107 vs 55 minutes; 
p=0.0053). Compared with placebo, 
more patients treated with opicapone 
had a reduction of at least one hour in 
OFF time (66% vs 50% p=0.0088) and 
an increase of at least one hour in ON 
time (62% vs 45%; p=0.0061). Total ON 
time without dyskinesia was similar in 
the two groups (49 minutes), though 
troublesome dyskinesia was reduced 
with opicapone. Participants’ global 

assessment of change with opicapone 
50mg compared with placebo is illus-
trated in Figure 1. A nonblinded exten-
sion study suggested that these gains 
are maintained after one year.3

 In the comparative trial, patients were 
randomised to receive placebo (n=120), 
entacapone 200mg with every levodopa/
DDC inhibitor dose (n=120) or one of 
three opicapone doses (115 received 
50mg daily).4 The mean dose of levodopa 
was 645–695mg daily; about 70% were 
also taking a dopamine agonist, about 
20% were taking an MAO-B inhibitor and 
22–24% were taking amantadine.
 After 14–15 weeks, the mean reduc-
tion in OFF time was significantly greater 
with opicapone than with placebo (117 
vs 56 minutes; p=0.0015) and noninfe-
rior to entacapone (117 vs 96 minutes; 
p=0.0051).4 The proportion of partic-
ipants experiencing a reduction in OFF 
time of at least one hour was significantly 
greater for opicapone (70%) than placebo 
(48%; p=0.0011); the corresponding fig-
ure for entacapone was 58% (p=0.09 vs 

placebo). Similarly, at least a one-hour 
increase in ON time occurred in more 
patients treated with opicapone than pla-
cebo (65% vs 46%; p=0.0028); the figure 
for entacapone was 58% (p=0.07 vs pla-
cebo). Total ON time without troublesome 
dyskinesia was greater with opicapone 
(101 minutes) and entacapone (93 min-
utes) than with placebo (35 minutes).3

Adverse effects
Dyskinesia was the adverse event 
most frequently associated with opi-
capone. The reported incidence was 
24% in the placebo-controlled trial (vs 
8% with placebo) and 16% in the com-
parative trial (vs 4% with placebo and 
8% with entacapone). Other adverse 
events included dizziness, dry mouth 
and constipation.3
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Figure 1. Participants’ global assessment of change with opicapone 50mg daily (n=146) compared with 
placebo (n=134)3
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