Unusual presentation of more common disease/injury
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CASE REPORT

Huntington’s disease masquerading as

spinocerebellar ataxia
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SUMMARY

Huntington’s disease (HD) is a neurodegenerative
disorder of the central nervous system characterised by
the presence of choreic abnormal movements,
behavioural or psychiatric disturbances and dementia.
Noteworthy, despite atypical motor symptoms other than
chorea have been reported as initial presentation in
some patients, a very few number of HD patients,
presenting at onset mostly cerebellar dysfunction
masquerading dominant spinocerebellar ataxias (SCA),
were occasionally reported. We report the case of a
42-year-old man with a 5-year history of gait
disturbance, dysarthria and cognitive impairment and
familial antecedents of dementia and movement
disorders. Initially the clinical picture suggested the
diagnosis of a dominant SCA, but finally a diagnosis of
HD was made based on the molecular evidence of
abnormal 39 Cytosine-Adenine-Guanine (CAG) repeats
in exon 1 of Huntingtin gene. The authors highlight the
importance of suspecting HD in the aetiology of
spinocerebellar ataxias when dementia is a prominent
feature in the proband or their family.

BACKGROUND
Huntington’s disease (HD) is a neurodegenerative
disorder of the central nervous system characterised
by the presence of choreic abnormal movements,
behavioural or psychiatric disturbances and demen-
tia.! It is autosomal-dominant inherited and is
caused by an abnormal Cytosine-Adenine-Guanine
(CAG) repeat (36 repeats or more) on the short arm
of chromosome 4p16.3 in the Huntingtin gene.' 2

The approximate prevalence of HD has been
estimated in 2.71/100 000 (95% CI1.55 to 4.72)
therefore about 189 700 patients with HD could
be assumed to be present worldwide. Noteworthy,
despite atypical motor symptoms other than chorea
have been reported as initial presentation in some
patients,” '° only nine patients with HD presenting
at onset mostly cerebellar dysfunction masquerad-
ing dominant spinocerebellar ataxias (SCAs)® ’
were previously reported in the literature.

We report here a patient with HD who presented
with the atypical onset of ataxia and cognitive
impairment masquerading some of the dominant

SCAs.

CASE PRESENTATION

A 42-year-old man was referred to our neuroge-
netics clinic because of a S-year history of progres-
sive impairment of gait characterised by marked
postural instability. During the last year, he

developed dysarthria, clumsiness in upper limbs
and memory complaints along difficulties to
perform daily activities, which obliged him to quit
his job 5 months before the time of his first
consultation.

His family history was remarkable for the ante-
cedent of his father suffering from an unidentified
neurodegenerative disorder which included among
its symptoms cognitive impairment and movement
disorders with onset at the age of 50. His grand-
mother suffered from a similar condition that was,
at her time, diagnosed as dementia (see figure 1).

General physical examination was normal.
Bedside cognitive assessment showed a Mini
Mental State score of 18/30 and a Clock Drawing
Test of 3/7. Cranial nerves examination revealed a
fractionated smooth-pursuit with slow and long
latency saccades, spontaneous and evocated nystag-
mus was absent, assessment of other cranial nerves
was unremarkable. We did not find evidence of pyr-
amidal dysfunction. Primitive reflexes could be eli-
cited: glabellar tap sign was positive and bilateral
palmomental reflexes were present. Strength was
normal. We found cog-wheel rigidity involving the
right hemibody and a bilateral moderate bradykine-
sia in upper and lower limbs. Sensory examination
was unremarkable.

Cerebellar examination revealed a moderate axial
and appendicular ataxia. These signs were formally
assessed using the Scale for the Assessment and
Rating of Ataxia (SARA).'! A global score of 14
was calculated with axial function (gait and stance),
dysarthria and appendicular function (finger to
nose, finger chase, rapid alternating movements
and heel to shin) subscores of 6, 3 and 5,
respectively.

INVESTIGATIONS

Routine laboratory tests were normal, levels of
vitamin By,, folic acid and thyroid hormones were
normal too. Serum Venereal Disease Research
Laboratory and HIV serology were negative. Brain
MRI scans showed mild cerebellar atrophy without
caudate atrophy (see figures 2 and 3). We obtained
informed consent for performing genetic studies.
Molecular analysis of Huntingtin (HTT) gene
showed an abnormally expanded 39 CAG repeats
allele in exon 1 of the HTT gene consistent with a
molecular diagnosis of HD. Molecular studies of
SCA 1, 2, 3, 6, 8, 17, dentatorubropallidoluysian
atrophy (DRPLA) and Huntington’s disease-like
(HDL2) genes did show non-expanded alleles
excluding these alternative diagnoses.
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Figure 1

DIFFERENTIAL DIAGNOSIS

The SCAs are a group of clinically, and genetically very heteroge-
neous, inherited neurological disorders. Their clinical features
include, apart of cerebellar ataxia, pyramidal dysfunction, per-
ipheral neuropathy, extra pyramidal signs, cranial nerves affec-
tion or cognitive impairment. Even more, these extracerebellar
symptoms could be the presenting or dominating ones.'* There
have been described more than 30 SCAs.'® There are reports of
cognitive impairment in the most prevalent SCAs, for instance:
patients with SCA type 1 presenting cognitive impairment, albeit
not dementia, have been recognised'* '°; different authors have
estimated a prevalence of late onset dementia in 19-42% of the
patients suffering SCA type 2'* 718, on the other hand, demen-
tia is a highly unlikely feature in the most prevalent SCA type
3.14 18 19, DRPLA is very similar in many aspects to HDj; three
clinical phenotypes that may show cognitive impairment have
been described: one with predominant chorea resembling HD,
and two other that present mainly with myoclonus or with
ataxia, therefore it must be considered into the differential diag-
noses of HD." 2° HDL3 is an autosomal recessive disorder
included in the group of HD phenocopies that may present with
mental deterioration, dysarthria, dystonia, pyramidal signs and
ataxia;>! however, the early onset of this condition and the
pattern of inheritance makes this diagnosis unlikely in our case.

Esc 1=5 mm

Figure 2 Axial T1-weighted image showing normal size of the head
of the caudate nucleus.

o

Family pedigree. Filled boxes indicate symptomatic participants. Arrow points to the proband object of this report.

DISCUSSION

Chorea is the predominant motor symptom in HD, which is
present in more than 90% of the individuals affected with this
disorder.?> However, other abnormal movements, such as dys-
tonia or tics, have been infrequently reported at the onset of
HD.* 371° Moreover, even less frequently ataxia has been men-
tioned in a few reports as the first clinical symptom in HD mas-
querading as SCA. Squitieri found two participants from a
cohort of 205 patients with HD that showed limb and gait
ataxia as the first clinical manifestation of their disease.> Dong
et al’ found in their group of 82 HD participants that seven
patients initially had been diagnosed as suffering from SCA
because of the presence of ataxia as the first symptom.

Previous reports have failed to find a relationship between the
number of CAG repeats and the presence of atypical motor
symptoms® ’ with the exception of parkinsonism in juvenile
onset HD caused by very large trinucleotide expansions.! 23
Molecular analysis in our patient showed the abnormal presence
of 39 CAG repeats, which is the shortest abnormal allele
described in the literature in atypical HD cases highlighting this
absence of relationship. Thus, other factors, apart the number
of CAG repeats, may be influencing the phenotype and should
be further investigated.’

The description of this clinical case illustrates the broad range
of clinical presentations that HD can show and the need for
considering HD in the differential diagnosis of patients present-
ing movement disorders and a positive family history for neuro-
logical affections. Therefore, HD should also be included in the
diagnostic consideration of spinocerebellar ataxias.

Figure 3 Sagital T2-weighted image showing mild cerebellar atrophy.
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