Movement
Disorders

CLINICAL VIGNETTE

CLINICAL PRACTICE

Addition of Tolcapone in Intrajejunal
Levodopa Infusion Therapy Requires a
Pronounced Dose Reduction

Nils Schréter, MD,*

Sabine Ahrendt, Parkinson’s Nurse, Anna Hager, MD, and Michel Rijntjes, MD

Continuous jejunal application of levodopa—carbidopa intesti-
nal gel (LCIG) in patients with advanced Parkinson’s disease
leads to a decrease in both off time and dyskinesial; however,
60% of these patients still require concomitant oral dopami-
nergic medication consisting of levodopa and dopamine
agonists.2

When oral dopaminergic therapy is supplemented by
tolcapone, a catechol-O-methyl-transferase (COMT) inhibitor, a
dose reduction of 30% is recommended by the manufacturer.
On the other hand, a systemic review suggested reducing the
oral dose by as much as 50%.”

In a single pilot study, tolcapone and another catechol-O-
methyl-transferase inhibitor, entacapone, were administered in
addition to LCIG, with a target dose reduction of 20%; how-
ever, based on pharmacological considerations, the authors
recommended a 40% dose reduction for cotreatment with
tolcapone.* Apart from this preliminary data, the extent to
which LCIG can or should be reduced after the addition of
tolcapone to LCIG has not been further investigated in a clini-
cal setting.

We now describe 4 consecutive patients with Parkinson’s dis-
ease with motor fluctuations who received off-label LCIG ther-
apy 24 hours a day as a result of severe, painful hypokinesia at
night; a nighttime dose reduction was not possible because of
persistent hypokinesia (Table 1). One patient still in need of
extra boluses had a total LCIG intake of 96.4 mL per day,
whereas 3 cases had daily LCIG doses ranging from 101.8 to
116.0 mL requiring more than 1 cassette per day. To reduce
LCIG consumption and hypokinetic periods, all 4 patients (who
each had normal liver function) received supplementary
tolcapone (100 mg) 3 times per day. Tolcapone was chosen
instead of entacapone or opicapone because of its expected

stronger effect on the daily LCIG dose—especially with regard

to the expected increase in LCIG demand during the course of
the disease. Despite an initial LCIG dose reduction of 10% to
40%, all patients suffered from both hyper- and dyskinesia,
whereas 2 older patients additionally experienced delirium with
changes in circadian rhythm, increased agitation and confusion,
delayed discharge from hospital, and the need for pharmacother-
apy with quetiapine that was discontinued in 1 patient after dis-
charge. All negative side effects ceased after LCIG dosage was
gradually reduced by 19% to 50% during a period of 3 to
10 days. One patient only required a dose reduction of 19%,
possibly attributed to the disease running an especially long and
mild course and also because this particular patient was the only
1 among the 4 with a tremor-dominant subtype. Following
LCIG dose reduction, the severity of motor symptoms did not
differ between baseline LCIG dosage and the last dose of dopa-
minergic therapy, as documented by the Movement Disorder
Society—Unified Parkinson’s Disease Rating Scale Part III. All
patients continued to take tolcapone in 2- to 9-month follow-
ups, and in 1 case a dose adjustment of LCIG was necessary. Our
report shows that tolcapone can be used to reduce LCIG intake
to 1 cassette in patients who would otherwise require more than
100 mL daily. However, based on our experience, a dose reduc-
tion of up to 50% should be aimed for which is considerably
more than previously suggested to prevent negative side effects.
For determining the optimal dosage and treating potential side
effects, we recommend applying supplementary tolcapone ther-
apy in an in-patient setting only. An early reduction in LCIG
infusion rate should be considered to mitigate the risk of delir-
ium, especially in older patients.

Our observations are potentially useful in view of increasing
pressure to reduce costs, the predicted rise in the number of
patients with Parkinson’s disease,” and, most important, for prac-

tical purposes in patients with a high LCIG demand.
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