Endemic atypical parkinsonism
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Manuscript
Lannuzel et al1 report on 305 consecutive patients who presented to the departments of neurology in two
of the French Antilles, Guadeloupe and Martinique, with probable neurodegenerative Parkinsonism over
a four-year period (2012-2016). Although the study is cross-sectional, the cohort in Guadeloupe has been
followed-up since 1995. In the first study from Guadeloupe Caparros-Lefebre et al2 diagnosed only 22
(36%) of the patients presenting with Parkinsonism as Parkinson’s disease (PD). The remaining patients
had atypical Parkinsonism with some clinical features rarely found in PD: 31 were diagnosed with
probable progressive supranuclear palsy (PSP), 30 had an unclassifiable Parkinsonism, and four had
atypical parkinsonism associated with motor neuron disease.
A high rate of atypical parkinsonism, dementia and motor neuron disease (lytico-bodig) had been earlier
reported in Guam. The prevalence of this disorder has decreased steadily over the last few decades since
the disorder was first recognised in the nineteen sixties but the explanation for this remains unclear 3. The
remarkable finding in Lannuzel and colleagues new report relate to the identification of a new cluster of
atypical Parkinsonism on Martinique identical to that already reported on Guadeloupe.
Abundant three and four repeat tau positive Alzheimer’s-like neurofibrillary tangles on a background of
severe neuronal loss in cortical and subcortical regions are the commonest reported pathological finding
in patients with Parkinsonism-dementia of Guam. More recently TDP43 positive inclusions have also been
identified4. TDP43 proteinopathy is a common finding MND and some types of frontotemporal lobar
degeneration without tau pathology5. One MND patient from Guadaloupe who came to autopsy in 19992
had spongiosis on the prefrontal cortex, pallor of the pyramidal tracts and severe neuronal loss and gliosis
in the anterior horns. There were no Lewy bodies or neurofibrillary tangles, but immunohistochemistry
for TDP-43 was not available at that time. Tau positive inclusions were found in three Guadaloupean
atypical parkinsonians who came to autopsy before 20026. The first of these cases developed
parkinsonism aged 53 years and died four years later, having presented supranuclear gaze palsy and
parkinsonism with falls after the first year of disease. He had nigral degeneration and spongiosis of the
cortex, with widespread tau positive threads without tufted astrocytes; the patient had hallucinations
during early disease but no alpha-synuclein positive inclusions were found. The second patient had
dementia and supranuclear gaze palsy within the first year, and later on frequent falls, and at autopsy had
nigral degeneration, with sparing of the neocortex, and tau accumulation in extent and localization
suggestive of PSP. The third patient who had developed falls and supranuclear gaze palsy within one year
of symptoms onset, and later on developed dementia and experienced hallucinations also had tau
positive neurofibrially tangles and tufted astrocytes compatible with PSP.
Many of the clinical descriptions of atypical Parkinsonism from Guadeloupe and Martinique resemble
PSP-Parkinsonism, Richardson’s syndrome, vascular Parkinsonism and even Parkinson’s disease
presenting later in life. Visual hallucinations in patients not treated with anti-Parkinsonian drugs are very
uncommon in PSP but interestingly have been reported on a number of occasions in association with
dementia and a PSP like motor phenotype in the French Antilles 7. In Lannuzel and colleagues study1 35.7%
of 202 patients with atypical parkinsonism in Guadaloupe and Martinique also presented with motor

fluctuations/dyskinesias, which is lower than PD (58.6% of 100 Caribbean PD patients in the study), but a
much higher figure than is seen in PSP.
Whether Caribbean parkinsonism will prove to be a distinct clinico-pathological entity will depend on
further post mortem and molecular biological and genetic studies. Further work on the Guadeloupe and
Martinique cohort may also shed light on the unsolved mystery of lytico-bodig on Guam and other
geographical isolates.
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