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DESCRIPTION
A 47-year-old Caucasian man of non-
consanguineous parents presented with a slowly
progressive gait disorder and falls. Disease manifes-
tations were present since early childhood with
mild motor and mental retardation. Slowly progres-
sive cerebellar ataxia, proximal muscle weakness
and atrophy, mild cognitive decline and incomplete
ophthalmoplaegia developed in late adolescence. At
the time of presentation, he was still able to walk
unaided for short distances. MRI of the brain
(figure 1A, B) revealed marked cerebellar atrophy.
The brainstem appeared unaltered. There were no
white matter abnormalities. Nerve conduction
studies were normal. Electromyography (EMG;

figure 1C) and muscle biopsy revealed signs of
chronic denervation reminiscent of lower motor
neuron degeneration (or anterior horn disease).
Neurological examination and magnetic motor test
evoked potentials revealed accompanying pyram-
idal tract dysfunction. The β-hexosaminidase A
activity was detectable, but significantly reduced
(0.02 E405 nm/10

6 cells; normal activity >0.3 E405

nm/10
6 cells). Genetic testing revealed two known

mutations in the β-hexosaminidase A (HEXA)-gene
(c.805G>A; p.G269S and c.1274_1277dupTATC;
p.Y427lfsX5,1–2), confirming the diagnosis of late
onset Tay-Sachs disease (or GM2 gangliosidosis,
variant B). Compound heterozygosity was verified
by genetic testing of the neurologically healthy

Figure 1 Cerebellar atrophy in (A) sagittal T2-weighted and (B) coronal fluid-attenuated inversion recovery (FLAIR)
MRI of the brain; (C) Pseudomyotonic discharge (a), polyphasic muscle action potentials (b) and incomplete
interference pattern during maximal contraction (c) in needle electromyography (EMG) recordings of the lateral vastus
muscle.
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mother and sister, who carried one of the two mutations each.
Late-onset Tay-Sachs disease/GM2 gangliosidosis is frequently
accompanied by psychiatric disease, which was absent in the
present case.3 In adults with cerebellar atrophy and signs of
anterior horn disease, diagnostic considerations should include
late-onset Tay-Sachs disease/GM2 gangliosidosis even in the
absence of Ashkenazi Jewish ancestry and psychiatric disease.

Learning points

▸ In adults with cerebellar atrophy and signs of anterior horn
disease, diagnostic considerations should include late-onset
Tay-Sachs disease/GM2 gangliosidosis.

▸ Late-onset Tay-Sachs disease/GM2-gangliosidosis can occur
without any considerable psychiatric symptoms and outside
Jewish populations.
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