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he first description of dopamine dysregulation syndrome (Lees Syndrome)* was
published 21 years ago® This led to a resurgence of interest in the role of dopamine
in mediating addictive behaviour in Parkinson's disease (PD).

Pathological impulsivity caused by dopaminergic drugs can be divided into two
broad and closely related groups: the commoner impulse control disorders including pathological
gambling, hypersexuality and binge eating; and punding and dopamine dysregulation syndrome.
Both groups of behavioural disorders may be seen in the same patient, but impulse control
disorders, especially pathological gambling, are more commonly seen with dopamine agonists
and dopamine dysregulation syndrome and punding with I-dopa.

Considerable progress has been made in our understanding of impulse control disorders.
About one in six patients with Parkinson’s disease are affected, and the main risk factors are
now known to be male sex, a premorbid history of depression and younger age at PD onset*.
Neuropsychological studies have shown that these vulnerable individuals have a preference for
immediate rewards (‘take the money and run’) and tend to jump to conclusions®. Functional
neuroimaging studies have demonstrated excessive dopaminergic release in the ventral striatum
similar to that seen in cocaine addiction and a correlation with wanting medication rather
than liking it®”. A recent clinico-pathological study has revealed that individuals who had PD
and ICBs in life have less alpha-synuclein pathology in the nucleus accumbens, supporting the
notion that ICBs could result from over stimulation of a relatively preserved ventral striatum
by dopaminergic medication®

Treatment remains challenging. Data from observational studies show that a slow reduction
of dopaminergic therapy starting with a tailing off of dopamine agonists (DA) is the single most
effective approach*’. Previous authors have also shown that remission can sometimes occur
naturally™, although longer term studies suggest that relapse is common. A clinical trial with
the opioid antagonist naltrexone failed to achieve its primary outcome'. The devastating impact
that ICBs can have on the life of patients already disabled with PD, and the fact that as many
as half of the individuals remain symptomatic over many years despite medication reduction,
highlights the need for better treatments. Randomised clinical trials using ‘off label’ drugs are
increasingly difficult to perform, and the pharmaceutical industry has so far shown little interest
in developing new drugs for impulse control disorders or even serious social problems like CNS
stimulant addiction which closely resembles dopamine dysregulation in PD.

In this edition of Arquivos de Neuropsiquiatria, Rodriguez-Violante and co-authors have
gathered information from PD patients who were seen at baseline and then followed regularly
in amovement disorders clinic in Mexico'®. The patients were assessed using the Questionnaire
for Impulsive-Compulsive Disorders in Parkinson's Disease - Rating Scale (QUIP-RS)". Clinical
judgement rather than blanket reduction of medication was used to manage those patients
suspected on clinical grounds and on the QUIP-RS to have impulse control behaviours.

The authors observed a high overall remission rate of 80%, which is in line with the literature'**.
All the patients in the study with impulse control disorders and related behaviours whose
treatment was left unchanged and monitored remitted spontaneously. Furthermore, a small
group of individuals whose dopaminergic treatment was increased also showed a 60% remission
rate. The magnitude of reduction of the QUIP-RS scores in those individuals who continued on
the same or higher dosage of DA is remarkable and requires explanation.

The small numbers of patients in each treatment group and the sole use of the QUIP-RS to
diagnose ICBs are methodological limitations. The QUIP-RS is a screening instrument recognised
to be associated with a high rate of false positives. Two main issues could have resulted as a
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consequence of the sole use of the QUIP-RS to diagnose ICBs.
Firstly, it is possible that many asymptomatic patients were
classified as having a behavioural abnormality, as suggested
by the high number of individuals with punding in the study
cohort. Furthemore, the overall QUIP-RS scores suggest that
most of the patients who scored above cut-off values had mild
ICBs, some possibly of no clinical relevance as suggested by
the treating physician’s decision to not alter the dopaminergic
treatment. We have no explanation for the reduction in the
QUIP-RS scores in patients who remained on the same or even
higher dosage of DA.

This paper by Rodriguez-Violante and co-authors is a
salutary reminder of the pressing need for more data on the
course of impulsive compulsive behaviours in PD and also raises
issues about the validity of the QUIP-RS in diagnosing and
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measuring ICBs severity. Could repeated testing have affected
the QUIP-RS results in the study? Are these individuals still
exhibiting tolerated ICBs? Did loss of insight contribute to the
lower scores at follow-up? These questions can be addressed
by the authors by longer follow up.

Mild ICBs may be desired by many patients and tolerated
by the patients’ families, and there are also important cultural
differences in relation to acceptance. However, for the time
being it would be our recommendation that for any patient
on dopamine agonists who has pathological gambling, the
drug should be tailed off slowly and, if necessary, replaced by
an increased dose of I-dopa to minimize the risk of dopamine
withdrawal apathy, and in Lees syndrome and punding
continuous dopamine delivery with either apomorphine or
enteral dopa should be considered.
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