CMT2 WITH PYRAMIDAL TRACT INVOLVEMENT DUE TO

ARG329HIS MUTATION IN ALANYL-TRNA SYNTHETASE (AARS)
(1) Callegari I, (2) Cortese A, (2) Rossor AM, (3) Houlden H, (2) Reilly MM.

(1) Neuroscience Consortium, University of Pavia, Monza Policlinico and Pavia Mondino, Italy; (2) MRC Centre for Neuromuscular Diseases, National
Hospital for Neurology and Neurosurgery, UCL Institute of Neurology, Queen Square, London, UK; (3) Department of Molecular Neuroscience, UCL
Institute of Neurology, London, UK; National Hospital for Neurology and Neurosurgery, Queen Square, London, UK.

Introduction ODbjectives
Mutations in amynoacyl tRNA synthetases (ARSS), enzymes that catalyse the To report a case of AARS Arg329His mutation in a patient with CMT2 and
covalent attachment of amino acids to their cognate tRNA, are responsible for pyramidal signs, a feature not previously reported within patients carrying
autosomal dominant CMT2, Intermediate CMT (CMT-I) and dHMN. Arg329His mutation.

To review current knowledge clinical features and genetic findings of CMT related
ARSs mutations.

Case report

Disease onset Neurologic examination

37y, Male Cranial nerves: normal

Development: bilateral clonus at 3 months of age, persisting till Atrophy: moderate UL, marked LL

adolescence Weakness:

chief complain: ankle instability progressive walking difficulties and UL: proximal: normal; distal: mild (ABP 5-/4+)

distal sensory loss from the third decade LL: proximal: normal strength, distal: severe

Clinical course: slowly progressive with moderate disability Sensation:

PMH: uneventful Light touch and pinprick: reduced to ankles

CMTES: 13 Vibratory: | MCP reduced; hallux: absent; knee: reduced

Reflexes: UL: brisk: reduced at knees, absent at ankles
Bilateral BabinsKki

Paraclinical investigations

Brain and spinal cord MRI: normal. Steppage gait
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Conclusions

Pyramidal signs can be an early feature of CMT2N due to Arg329His mutation in AARS, further expanding the spectrum of ARSs-associated phenotypes.

ARSs mutations are increasingly recognised as a cause of CMT/d-HMN. The upper limb predominance is a distinctive sign only for GARS-associated neuropathies, while
distinct features could not be identified for other genes

The molecular pathology, and therefore the development of a reliable assay for functional validation, of disease causing ARSs mutations remain elusive.



