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Pearls
c Additional neurologic signs such as mild cerebellar ataxia and uncommon EEG and MRI

findings in patients with generalized chorea and a positive family history should prompt
clinicians to also consider Huntington disease–like syndromes.

Oy-sters
c A self-reported positive family history for Huntington disease may disguise dentatorubral-

pallidoluysian atrophy, an autosomal dominantly inherited trinucleotide repeat expansion
disorder that is very rare outside of Asian countries.

c Mild to moderate cerebellar ataxia may be overlooked in the presence of dominating
generalized chorea.

Case report
A 42-year-old woman of Caucasian ancestry presented with an episode of acute paranoid psy-
chosis, an 8-month history of slowly progressive generalized choreoathetosis, gait and speech
disturbance, as well as cognitive impairment. Her choreoathetosis remarkably improved due to
olanzapine, and subsequently, cerebellar signs became obvious upon neurologic examination
(video, http://links.lww.com/WNL/A45). CranialMRI revealedmoderate atrophy of the vermal
part of the cerebellum but not of the caudate nucleus. EEG showed runs of frontal intermittent
high-amplitude delta activity. The patient reported a positive family history for Huntington
disease (HD) (figure). Genetic testing was negative twice for HD and spinocerebellar ataxias
(SCAs) including SCA17, but revealed 59 ± 2 CAG repeats (<48) in the ATN1 gene confirming
the first German case of adult-onset dentatorubral-pallidoluysian atrophy (DRPLA).1,2

Discussion
The differential diagnosis of choreatic movement disorders can be challenging. At first sight, the
presence of characteristic clinical signs such as adult-onset progressive generalized chor-
eoathetosis and the combination with neuropsychiatric features may prompt clinicians to order
a genetic test for HD.3 This is particularly true for patients where the family history for HD is
reported to be positive. Nevertheless, this seemingly obvious diagnosis sometimes may be mis-
leading. We report a case of DRPLA where the correct diagnosis was initially concealed by
a positive family history of HD. Further, cerebellar ataxia as an unusual clinical sign for HD was
not initially identified and only noticed when choreoathetosis improved following neuroleptic
treatment. After our patient was tested negative twice for a repeat expansion inHuntingtin, further
genetic testing for HD-like syndromes revealed 59 ± 2 CAG repeats in the ATN1 gene, con-
firming the correct genetic diagnosis. Retrospectively, the reported HD-positive family members
happened to be diagnosed with HD before genetic testing was available—highlighting DRPLA as
a differential diagnosis, also in populations where it was not described before.
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DRPLA is caused by an autosomal dominantly inherited path-
ogenic CAG trinucleotide expansion in the ATN1 gene.1,2 The
CAG repeat length is normal in the range between 6 and 35,
while the full penetrance is reported for ≥48 CAG repeats. The
size of the expanded ATN1 CAG repeat and the age at onset
show an inverse correlation. Moreover, the clinical phenotype
may vary dependent on repeat length and age at onset.2,4 Pro-
gressive ataxia and cognitive impairment are themost commonly
reported features in all patients, while epilepsy and myoclonus
are predominantly found in children, and choreoathetosis and
dementia in adults.4 Progressive myoclonus epilepsy occurs
usually in patients with an age at onset lower than 20 years.4 In
individuals with an age at onset of 20 years and above, pre-
dominant features include choreoathetosis, dementia, and psy-
chiatric disturbances such as psychosis.5 The total mean age at
onset is 31.5 years, ranging from less than 12 months to 72
years.2 DRPLA has initially been reported to occur pre-
dominantly in Japan with a prevalence of 0.48:100,000, but
several families of non-Asian ancestry have been identified, in-
cluding North and South American, African American, and
European populations.2 Analyses of the haplotype associated
with DRPLA showed similarities between the Japanese and
Portuguese haplotype, suggesting a founder effect.2

Brain imaging in DRPLA revealed a distinct atrophy of the
brainstem and the cerebellum depending on the CAG repeat
length.6 This pattern is different from HD, in which the
striatum is early and usually predominantly involved.7

DRPLA is an important differential diagnosis in individuals
with adult-onset progressive ataxia, choreoathetosis, or de-
mentia, even if the patients are of non-Asian ancestry and
report a positive family history for other genetically inherited
neurodegenerative disorders.
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Figure Family history, imaging, and EEG of the index patient

Pedigree of the family (A),MRI (B), and routine EEG (C) of the index patient. Arrow= index patient (ATN1mutation); * = affected individuals; (?) = clinical status unknown.
MRI revealsmoderate atrophyof the vermal part of the cerebellumbutnot of the caudatenucleus. EEGshows runsof frontal intermittent high-amplitudedelta activity.
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