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Abstract. 

Background: Opicapone is a catechol O-methyltransferase (COMT) inhibitor indicated for use as adjunct to levodopa therapy 

in patients with Parkinson’s disease (PD) and motor fluctuations. 

Objective: To characterize the safety and tolerability of adjunct opicapone (25 and 50 mg) in a pooled population of levodopa- 

treated PD patients who participated in the opicapone Phase-3 clinical program. 

Methods: Patient-level data (placebo, opicapone 25 mg and 50 mg) from the BIPARK-1 and BIPARK-2 double-blind and 

open-label studies were combined. 

Results: Pooled analyses included 766 patients from the double-blind studies and 848 patients from the open-label studies. 

In the double-blind studies, 63.3% of opicapone-treated patients reported treatment-emergent adverse events (TEAEs) versus 

57.2% in the placebo group. The most common TEAEs reported in the opicapone group compared to placebo were dyskinesia, 

constipation and insomnia. The incidence of serious TEAEs was similar across opicapone and placebo groups (3.5% versus 

4.3%, respectively). Overall, 71.3% patients treated with open-label opicapone reported at least one TEAE; most occurred 

within the first 2 months of the open-label studies, and then decreased thereafter. Throughout the Phase-3 clinical program, 

there were no serious AEs suggestive of hepatic toxicity, and the incidence of gastrointestinal disorders such as nausea and 

diarrhea remained low (<2%). There were no relevant changes in laboratory parameters including liver enzymes, vital signs, 

physical or neurological examinations, or ECG readings. 

Conclusions: Long-term use of opicapone once-daily over 1-year at doses of 25 mg or 50 mg was generally safe and well 

tolerated, supporting its clinical usefulness in the management of PD motor fluctuations. 
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Opicapone is a third generation, catechol O- 

methyltransferase (COMT) inhibitor that was 

approved in 2016 by the European Union for use as 

adjunctive therapy to preparations of L-DOPA/DOPA 

decarboxylase inhibitors (DDCIs) in adult patients 
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with Parkinson’s disease (PD) and end-of-dose 

motor fluctuations who cannot be stabilized on those 

combinations [1]. The preclinical development of 

opicapone was based on a rational, analogue-based 

research approach and was specifically designed to 

reduce the risk of toxicity and improve peripheral 

tissue selectivity compared with other COMT 

inhibitors [2]. 

The efficacy, safety and tolerability of opicapone 

given once daily as adjunct to levodopa has been 

established in two large randomized clinical trials 

(BIPARK-1 [3] and BIPARK-2 [4]) and their 

associated open-label extension studies [4, 5]. Taken 

together, they provide safety data for up to 1 year 

for 848 patients. Similarities in the design of the 

two double-blind, randomized, placebo-controlled 

studies and their extensions permit a pooled analysis 

to provide further information on the safety and 

tolerability of opicapone and were an important 

component of the approval process in Europe [6]. 

Moreover, Olanow et al recently proposed that 

adverse event (AE) safety reporting in PD trials 

should also include information regarding the 

temporal profile of the AE’s reported, particularly 

dyskinesia [7]. The aim of this pooled analysis was 

to provide a comprehensive overview of the safety 

of opicapone, including more information on the 

temporal profile of potentially treatment-related 

AEs, in a pooled population of levodopa-treated 

patients experiencing motor fluctuations. 

 
METHODS 

 
BIPARK-1 [3] and BIPARK-2 [4] were random- 

ized, double-blind placebo-controlled studies, full 

details of which have been published. Both were 

followed by open-label extension studies which fol- 

lowed patients for up to a year of treatment [4, 5]. 

All four studies were conducted in accordance with 

Good Clinical Practice and the provisions of the 

International Conference on Harmonization and were 

sponsored by BIAL - Portela & Ca, S.A. 

 

Study designs 

 

In brief, both studies recruited adult (aged 30–83 

years) patients with a 3-year diagnosis of idiopathic 

PD and a Hoehn and Yahr stage between 1–3 during 

ON. For the double-blind studies, eligible patients 

had to be receiving 3–8 daily doses of levodopa   

for at least 1 year and experiencing end-of-dose 

motor fluctuations with ≥1.5 hours of OFF-time per 

day, excluding pre-dose morning akinesia. Patients 

with clinically significant and unstable cardiovascu- 

lar disease or psychiatric illnesses (including major 

depression, dementia, impulse control disorders, and 

suicide ideation) or with relevant liver disease or 

transaminase levels greater than 2x the upper nor- 

mal limit (ULN) were excluded. Concomitant stable 

treatment for PD was allowed, with the exception  

of tolcapone, apomorphine (withdrawn 1 month 

before screening), and entacapone (other than that 

supplied for BIPARK-1). 

Both double-blind studies assessed the safety and 

tolerability of opicapone 25 mg and 50 mg versus 

placebo [3, 4]. However, BIPARK-1 was an active 

controlled study and included an additional enta- 

capone arm, and a low dose (5 mg) opicapone arm 

(not relevant in the present analyses) [3]. The open- 

label studies began the day after completing the 

double-blind phase, and continued until the patient 

had completed 52 weeks of open-label treatment. 

Patients started open-label treatment with the 25 mg 

dose, and could be up-titrated to 50 mg if greater 

symptomatic control was required. In cases dopamin- 

ergic adverse events (AEs), the levodopa dose was 

to be adjusted first, followed by opicapone down- 

titration in those with persisting AEs [4, 5]. Adverse 

event reporting was collected at every visit through- 

out the studies. Laboratory and vital sign tests were 

performed at screening, baseline, day 14 or 21 and 

monthly thereafter up to end-of-study/early discon- 

tinuation visit. 

 
Analysis 

 

Patient-level data from matching treatment arms 

in the double-blind studies  (placebo,  opicapone  

25 mg and opicapone 50 mg) and all treatments from 

their open-label extensions was combined and ana- 

lyzed using descriptive data. Safety was assessed  

by incidence of treatment-emergent adverse events 

(TEAEs), laboratory parameters, ECGs and vital 

signs. 

In accordance with European Medical Agency 

guidelines [8], we predefined the following TEAEs 

as being of special interest to COMT inhibitors or 

Parkinson’s disease: psychosis, depressive events, 

sleep disorders, orthostatic hypotension, serious hep- 

atic events, severe diarrhea, myocardial infarction, 

increased creatine phosphokinase (CPK), impulse 

control disorders and/or melanoma. For the double- 

blind studies, we also performed an analysis of 

changes in hepatic laboratory parameters, including 
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aspartate and alanine transaminases (AST and ALT), 

alkaline phosphatase (ALP), total bilirubin (TBL) 

and gamma-glutamyl transferase (GGT) using the 

last observation carried forward (LOCF) approach to 

account for missing data. 

Finally, we performed post-hoc subgroup analysis 

comparing the double-blind safety of opicapone in 

the elderly (aged 70 years) and non-elderly (<70 

years old) populations. 

 
RESULTS 

 
Patient disposition and baseline characteristics 

 

Of the 1027 patients randomized to the two double- 

blind studies, 766 patients took a dose of relevant 

study medication (509 patients received opicapone 

25 mg or 50 mg, 257 received placebo) and were 

included in the double-blind analysis (Fig. 1). The 

open label analysis included all 848 patients enrolled 

to open-label treatment who took at least one dose of 

study medication. 

Baseline characteristics at the start of the double- 

blind phase are shown in Table 1. Overall, the 

majority (83%) of patients received polypharmacy 

(levodopa plus at least one other PD medication) for 

their parkinsonian symptoms. Most patients (>88%) 

had a co-morbid illness, the most common were 

musculoskeletal and connective tissue disorders (e.g. 

osteoporosis and osteoarthritis) and psychiatric dis- 

orders (e.g. anxiety, depression). 

 
Double-blind phase 

 

In the double-blind studies, 63.3% (n = 322) of 

patients in the opicapone groups reported a TEAE 

compared to 57.2% (n = 147) in the placebo group. 

Most TEAEs were mild or moderate in intensity. 

The only TEAEs which occurred in 5% of patients 

in either opicapone group and were more common 

with active treatment versus placebo were: dyskine- 

sia, constipation, insomnia and dry mouth (Table 2). 

Most TEAEs occurred early (Fig. 2) and were mostly 

transient. Dyskinesia was the most frequent TEAE, 

but the incidence of severe cases was low (opi- 

capone 1.2% vs. placebo 0.8%) and most dyskinetic 

events occurred within the first 4 weeks of opicapone 

treatment (13.9% of opicapone patients (n = 71) had 

dyskinesia as a TEAE during  Weeks  1–4).  Fig- 

ure 2 includes the temporal profile of dyskinesia 

events during the placebo-controlled phase. At Week 

1, 9.07% of patients in the 50 mg group reported 

 

   
 

 

Fig. 1.  Patient disposition. 
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Table 1 

Baseline characteristics 
 

Characteristics at double-blind baseline Placebo n = 257 OPC 25 mg n = 244 OPC 50 mg n = 265 Combined OPC N = 509 

Age, years; mean (SD) 62.8 (9.1) 63.4 (8.8) 64.5 (8.8) 64.0 (8.8) 

Age group; n (%) 
<70 years old 

 
188 (73.2) 

 
177 (72.5) 

 
179 (67.5) 

 
356 (69.9) 

≥70 years old 
Sex, male; n (%) 

69 (26.8) 
142 (55.3) 

67 (27.5) 
149 (61.1) 

86 (32.5) 
160 (60.4) 

153 (30.1) 
309 (60.7) 

Race; n (%) 

White 

 
211 (82.1) 

 
209 (85.7) 

 
231 (87.2) 

 
440 (86.4) 

Asian 42 (16.3) 29 (11.9) 33 (12.5) 62 (12.2) 

Daily levodopa, mg; mean (SD) 695 (321) 732 (370) 698 (322) 715 (347) 

Dyskinesia present at baseline; n (%) 122(47.5) 115 (47.1) 133 (50.2) 248 (48.7) 

Concomitant PD medication, n (%) 
Levodopa/carbidopa 

 
151 (58.8) 

 
148 (60.7) 

 
155 (58.5) 

 
303 (59.5) 

Levodopa/benserazide 127 (49.4) 106 (43.4) 124 (46.8) 230 (45.2) 

Pramipexole 95 (37.0) 79 (32.4) 96 (36.2) 175 (34.4) 

Ropinirole 72 (28.0) 65 (26.6) 69 (26.0) 134 (26.3) 

Amantadine 58 (22.6) 58 (23.8) 55 (20.8) 113 (22.2) 

Rasagiline 30 (11.7) 27 (11.1) 39 (14.7) 66 (13.0) 

Selegiline 19 (7.4) 22 (9.0) 18 (6.8) 40 (7.9) 

Comorbid illness, n (%) 
Any 

 
225 (87.5) 

 
236 (96.7) 

 
249 (94.0) 

 
485 (95.3) 

Musculoskeletal/connective tissue disorder 104 (40.5) 112 (45.9) 125 (47.2) 237 (46.6) 

Psychiatric disorder 80 (31.1) 95 (38.9) 95 (35.8) 190 (37.3) 

Nervous system disorder 84 (32.7) 79 (32.4) 74 (27.9) 153 (30.1) 

Metabolism/nutrition disorder 77 (30.0) 73 (29.9) 88 (33.2) 161 (31.6) 

Gastrointestinal disorder 83 (32.3) 81 (33.2) 64 (24.2) 145 (28.5) 

Cardiac illness 49 (19.1) 52 (21.3) 61 (23.0) 113 (22.2) 

Neoplasms 27 (10.5) 25 (10.2) 44 (16.6) 69 (13.6) 

Renal/urinary disorder 36 (14.0) 32 (13.1) 34 (12.8) 66 (13.0) 

Endocrine disorder 20 (7.8) 18 (7.4) 25 (9.4) 43 (8.4) 

Hepatobiliary disorder 20 (7.8) 17 (7.0) 16 (6.0) 33 (6.5) 

 
Table 2 

TEAEs in the double-blind studies 
 

n (%) Placebo 

n = 257 

OPC 25 mg 

n = 244 

OPC 50 mg 

n = 265 

Total OPC 

n = 509 

All TEAE 147 (57.2) 152 (62.3) 170 (64.2) 322 (63.3) 

Potentially related TEAE 75 (29.2) 99 (40.6) 113 (42.6) 212 (41.7) 

Serious TEAE 11 (4.3) 5 (2.0) 13 (4.9) 18 (3.5) 

Deaths 1 (0.4) 0 0 0 

TEAE leading to discontinuation 18 (7.0) 13 (5.3) 23 (8.7) 36 (7.1) 

TEAEs occurring in 2% difference in any opicapone group vs. placebo 

Dyskinesia 16 (6.2) 39 (16.0) 54 (20.4) 93 (18.3) 

Constipation 5 (1.9) 12 (4.9) 17 (6.4) 29 (5.7) 

Insomnia 4 (1.6) 17 (7.0) 9 (3.4) 26 (5.1) 

Dry mouth 3 (1.2) 16 (6.6) 8 (3.0) 24 (4.7) 

Blood CPK increased 5 (1.9) 7 (2.9) 13 (4.9) 20 (3.9) 

Dizziness 3 (1.2) 10 (4.1) 9 (3.4) 19 (3.7) 

Somnolence 5 (1.9) 10 (4.1) 5 (1.9) 15 (2.9) 

Urinary tract infection 2 (0.8) 4 (1.6) 10 (3.8) 14 (2.8) 

Weight decreased 0 1 (0.4) 10 (3.8) 11 (2.2) 

Hallucination 1 (0.4) 6 (2.5) 3 (1.1) 9 (1.8) 
 

dyskinesia and this reduced to just 0.44% at Week 

14 (a relative reduction of 95.15%). By contrast, 

there was no clear pattern for onset of constipation, 

although rates per week were consistently low. 

TEAEs that could possibly be dose-related (i.e. 

those for which the incidence increased with increas- 

ing opicapone dose) were mostly as expected with 

dopaminergic therapy (e.g. dyskinesia, constipation, 

hallucinations). Increased CPK levels were also 

potentially dose-related and were mostly reported in 

the first 3 weeks (Fig. 2). Thereafter, with the excep- 

tion of Week 11, there were no reports of increased 
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Fig. 2. Temporal profile (onset and cumulative rates) of adverse events during the placebo-controlled phase (a) overall treatment emergent 

adverse events (b) dyskinesia (c) constipation and (d) increased creatine phosphokinase. Note. Graphs show number of events and any given 

subject may have reported >1 event. OPC = opicapone. 
 

CPK as a TEAE at any other timepoint. Most cases of 

increased CPK levels were of mild intensity, transient 

and resolved without action. 

In addition, pooled analysis revealed infrequent, 

but potentially dose-related, cases (50 mg vs. 25 mg 

vs. placebo) of: leukopenia (1.5% vs. 0% vs. 0.4%), 

urinary tract infection (3.8% vs. 1.6% vs. 0.8%), crys- 

tal present in urine (1.5% vs. 0.4% vs. 0%), and 

memory impairment (1.1% vs. 0.4% vs. 0%) that 

were not expected with opicapone therapy. None   

of the events of  urinary  tract  infection  or  crys-  

tal present in urine were considered to be related   

to study medication. Leukopenia was considered 

potentially treatment-related in two patients treated 

with opicapone 50 mg and one patient treated with 

placebo (i.e. treatment-related AE rate of 0.4% in 

both groups). For memory impairment, only one 

patient had an event considered related to opicapone 

(50 mg). 

The incidence of serious TEAEs was similar across 

opicapone and placebo groups (3.5% in combined 

opicapone groups vs. 4.3% with placebo). Thirteen 

patients (4.9%) in the 50 mg opicapone group had 

at least one serious AE. Serious events included: 

constipation, inguinal hernia, duodenitis, nausea, 

acute cholecystitis, coronary heart disease, acute 

pyelonephritis, fall, head injury, prostate biopsy, basal 

cell carcinoma, dyskinesia, febrile delirium, cys- 

tocele, pleural effusion, pulmonary embolism (all    

n = 1). Five patients (2.0%) in the 25 mg opicapone 

group had a serious AE including: osteoarthritis, 

Bowen’s disease, dyskinesia, acute renal failure, and 

urinary retention (all n = 1). Dyskinesia was the only 

serious AE considered to be treatment-related (n =1 

in both the opicapone 25 mg and 50 mg groups). 

Overall ten patients (2.0%) discontinued due to 

dyskinesia, followed by vomiting (n = 4, 0.8%), dizzi- 

ness (n = 3, 0.6%), visual hallucinations (n = 3, 0.6%) 

and nausea (n = 3, 0.6%). There were no reports of 

serious hepatic events (no cases of Hy’s law), severe 

diarrhea, myocardial infarction or melanoma with 

opicapone treatment. However, two serious hepatic 

events were reported in the placebo group (acute hep- 

atitis and hepatic enzyme increased). Other AEs of 

special interest were infrequent (total opicapone vs. 

placebo): psychosis (5.5% vs. 1.2%), sleep disorders 
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(8.4% vs. 5.1%), orthostatic hypotension (1.2%  vs. 

0), impulse control disorders (0.4% vs. 0), depres- 

sive events (4.1% vs. 2.3%), CPK increase (3.9% vs 

1.9%). There were no clinically relevant differences 

in vital signs, ECG readings or laboratory parame- 

ters, including hepatic laboratory parameters between 

groups. In particular, the incidence of potential clin- 

ically important hepatic laboratory values was low 

and similar between opicapone and placebo groups 

(Supplementary Figure e1). 

Subgroup analysis demonstrated a comparable 

incidence of TEAEs in elderly patients 70 years 

treated with opicapone to age-matched placebo 

patients (66.0% vs. 63.8%). The TEAEs occurring 

more frequently in elderly patients compared to 

patients <70 years (and more common with opi-  

capone than placebo) were: hallucinations (4.6% vs. 

0.1%), visual hallucinations (3.8% vs. 0.1%) and 

decreased weight (4.6% vs. 1.1%). The incidence of 

serious TEAEs in patients 70 years was lower in 

opicapone treated patients compared to age-matched 

placebo patients (7.2% vs. 10.1%). 

 
Open-label phase 

 

As per protocol, all patients began open-label treat- 

ment with opicapone 25 mg. Overall, 439 (51.8%) 

patients completed the study on the 50 mg opicapone 

dose. Only 31 (3.7%) of patients reduced their opi- 

capone dose to 5 mg. 

Overall, 605 (71.3%) patients treated with open- 

label opicapone reported at least one TEAE. Table 3 

shows TEAEs in at least 2% of patients in the open- 

label extensions. As in the double-blind phase, most 

TEAEs were of mild or moderate intensity and 5.5% 

of patients (n = 47) prematurely discontinued due to 

AEs. The majority of TEAEs occurred within the 

first 2 months of the open-label studies (256 events 

occurred during Weeks 1–4 and 135 events during 

Weeks 5–8), and then decreased thereafter (30–98 

events per month). 

A  total  of  87   (10.3%)   patients  experienced 

at least one serious AE. Of these, potentially  

related SAEs were reported in 14 (1.7%) patients 

and included  malignant  melanoma  (n = 2)  and 

(all n = 1) abnormal behavior, aggression, agitated 

depression, atrioventricular block complete, cere- 

bral hemorrhage, confusional state, craniocerebral 

injury, dementia, depression, diarrhea, dyskinesia, 

epilepsy, auditory hallucination, head injury, jealous 

delusion, orthostatic hypotension, fractured skull and 

wrist fracture. Fifteen deaths occurred, 14 of which 

Table 3 

TEAEs in at least 2% of patients in the open-label extensions; 

n (%) 

 

 

 

 

 

 

 

 

 

 

 

Weight decreased 28 (3.3) 16 (1.9) 

 

 

 

 

 

 
Influenza 17 (2.0) 1 (0.1)           

 

 
were considered unrelated to study medication (death 

[unknown cause], sudden death, cardiovascular insuf- 

ficiency, myocardial infarction, multi-organ failure, 

pneumonia, septic shock, craniocerebral injury, skull 

fractured base, metastases to spine, small cell lung 

cancer, lung disorder, pulmonary embolism and 

embolism). One death (cerebral hemorrhage after 

traumatic brain injury) was considered possibly 

related to study medication. 

There were no serious AEs suggestive of hepatic 

toxicity, and the incidence of gastrointestinal disor- 

ders such as nausea and diarrhea remained low (<2%). 

There were no relevant changes in laboratory param- 

eters including liver enzymes, vital signs, physical or 

neurological examinations, or ECG readings. There 

was no indication of an increase in suicidality or in 

the incidence of impulsive disorders over the year of 

open-label treatment with opicapone. 

 
DISCUSSION 

 
This pooled analysis combines data from two sim- 

ilarly designed pivotal studies with their open-label 

extensions and provides a comprehensive overview 

of the safety and tolerability of opicapone as adjunct 

to levodopa in fluctuating PD for up to one year    

of treatment. Most adverse events were of mild or 

moderate severity, and in general were transient and 

manageable, as indicated by the low discontinuation 

rate. 

Preferred 

term; n (%) 

Adverse 

event 

Potentially related 

to treatment 

Dyskinesia 148 (17.5) 134 (15.8) 

Parkinson’s disease 93 (11.0) 41 (4.8) 

Drug effect decreased 61 (7.2) 22 (2.6) 

Fall 45 (5.3)  

Insomnia 43 (5.1) 17 (2.0) 

Blood creatine 38 (4.5) 22 (2.6) 

phosphokinase increased   

Back pain 36 (4.2) – 

Orthostatic hypotension 

Constipation 

35 (4.1) 

29 (3.4) 

19 (2.2) 

11 (1.3) 

Hypertension 
Urinary tract infection 

27 (3.2) 
27 (3.2) 

 
– 

Depression 25 (2.9) 5 (0.6) 

Nasopharyngitis 25 (2.9) – 

Tremor 25 (2.9) 10 (1.2) 

Nausea 22 (2.6) 13 (1.5) 

Dry mouth 19 (2.2) 13 (1.5) 
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The rationale for using COMT inhibitors is to 

increase levodopa bioavailability, and so it is pre- 

dictable that the most common AEs with opicapone 

therapy are dopaminergic in nature. Across both 

double-blind studies, the most common TEAEs 

reported in the opicapone group compared to placebo 

were the dopaminergic events of dyskinesia, consti- 

pation, insomnia, dry mouth and dizziness, as well 

as increased CPK. Dopaminergic AEs tend to occur 

shortly after introducing a COMT inhibitor and are 

usually transient, their reduced frequency being coin- 

cident with the decrease in total daily levodopa dose. 

During open-label treatment, the incidence of most of 

these dopaminergic TEAEs remained low and similar 

to that seen in the double-blind pivotal studies. 

Dyskinesia was consistently the most frequently 

reported TEAE considered related to the study drug. 

Temporal analysis shows that rates of dyskinesia were 

highest in the first few weeks of opicapone treat- 

ment, and generally decreased over time as patients 

had their levodopa doses adjusted. Previous in depth 

analyses of the BIPARK-1 study have shown that (i) 

most dyskinesia events occurred in patients who were 

already experiencing dyskinesia at baseline, and (ii) 

although dyskinesia rates were higher for opicapone 

50 mg versus entacapone 200 mg during the first 2 

weeks of treatment, rates were similar following lev- 

odopa dose adjustment [3, 9]. Due to methodologic 

necessity, the pivotal studies did not allow levodopa 

dose reductions during the last 12 weeks of the study, 

but this would not be an issue in clinical practice 

where levodopa dose reductions can be readily made 

according to the clinical condition of the patient [1]. 

In this respect, the simple once-daily dosing of opi- 

capone enables an easier titration of the levodopa dose 

compared to the complexity of reducing doses of the 

combined levodopa/carbidopa/entacapone pill. 

Levodopa is considered the drug of choice for 

elderly patients [10], and it is therefore of practical 

importance that opicapone appears to be equally well- 

tolerated in elderly (aged 70+ years) and younger 

patients (<70 year old). Opicapone was well tolerated 

in the face of polypharmacy and co-morbidity; most 

patients in the opicapone Phase 3 program (88–97%) 

had a comorbid illness, and the majority were already 

receiving a variety of other adjunct antiparkinsonian 

medications (in addition to their baseline levodopa). 

Adverse events of special interest for COMT 

inhibitors include hepatic and gastrointestinal safety. 

Hepatic safety has been the most important limita- 

tion of tolcapone in routine practice [11] and has 

prevented other COMT inhibitors coming to mar- 

ket. In these pooled analyses, there was no apparent 

increase in hepatic disorders with opicapone and opi- 

capone (25 mg or 50 mg once-daily) did not cause any 

relevant change in hepatobiliary laboratory parame- 

ters. The incidence of potential clinically important 

liver enzyme values was low (<1% for any param- 

eter) and comparable to placebo. Similarly, it has 

been suggested that gastrointestinal problems such 

as severe diarrhea may be a class effect of COMT 

inhibition [12]. Whereas severe diarrhea was the most 

frequent cause of discontinuation in the tolcapone (up 

to 10% [12]) and entacapone (3-4% [13, 14]) trials, 

no patient in the opicapone groups withdrew due to 

diarrhea in the double-blind studies, and only one 

patient reported a serious adverse event of diarrhea 

in the open-label extensions (this case resolved with- 

out a dose change). These data argue against diarrhea 

as a class effect. It is also noteworthy that opicapone 

is not associated with potentially embarrassing urine 

discoloration or orange staining of teeth, hair or 

nails associated with entacapone administration [12]. 

Indeed, placebo pills in the BIPARK-1 study had to 

maintain blinding by including riboflavin to mimic 

the urinary discoloration caused by entacapone [3]. 

The main strength of these analyses are the large 

numbers of patients included, and the similarity of 

study designs. We also provided information on the 

temporal patterns of adverse events and agree with 

the recent recommendations that future trial report- 

ing should include such information [7]. Limitations 

of these findings include those inherent with retro- 

spective, post-hoc analyses, although the data was 

prospectively collected; no statistical comparisons 

on safety data were performed. The efficacy of opi- 

capone has been extensively reported in the individual 

studies [3–5], where it has been shown to significantly 

reduce OFF time by at least an hour versus placebo 

(and almost 2 hours versus baseline). 

 
 

CONCLUSIONS 

 
Long-term use of opicapone once-daily over 1- 

year at doses of 25 mg or 50 mg was not associated 

with any new or unexpected safety concern. Across 

the clinical studies, the percentage of patients who 

discontinued because of TEAEs was low and similar 

across the treatment groups. Few patients discon- 

tinued opicapone therapy due to TEAEs and the 

high retention of patients across the double-blind and 

open-label extension phases support the good tolera- 

bility of repeated treatment. 
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