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S omeve - cqamptocormia at onset and TARDBP mutation.
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Introduction

Camptocormia 1s a gait disorder characterized by severe forward flexion of the thoracolumbar spine linked to a variety of neurological conditions;
it's occasionally observed in ALS patients and when present, it's usually evident late 1n the course of the illness. Mutations 1n the TARDBP gene,
encoding TAR DNA binding protein (TDP) 43, were detected in 1% of ALS patients (both familial and sporadic ALS cases), suggesting that such
mutations may be linked to ALS pathogenesis.
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A 66-year-old patient presented with an one year history of
camptocormia and weight loss; the deep tendon reflexes
exam showed hyporeflexia to limbs. The patient was
cognitively unimpaired. Laboratory investigations, motor
evoked potentials, cranial, cervical, dorsal and lumbar MRI
were normal. He was underwent to electromyography
examination that demonstrated marked active denervation
at rest in all four limbs, in trapezius and paravertebral
dorsal muscles and polyphasic motor unit potentials with
long duration and high amplitude on voluntary contraction;
a diagnosis of "Lower Motor Neuron Disease" was made
according to El Escorial revised criteria. Genomic DNA
was extracted from peripheral blood by standard method.
The purified polymerase chain reaction products were
sequenced on exon 6 of TARDBP gene using an ABI 3500
Genetic Analyzed. We 1dentified the mutation ¢.800A>G
(p.Asn267Ser) imn TARDBP gene 1n heterozygous state.
This mutation was not found 1n a control population of 300
healthy individuals. Sixteen months after the onset, the
patient developed a respiratory failure that rapidly
worsened. He died a few weeks later of acute respiratory
distress. No upper motor neuron signs never appeared.

Discussion & Conclusions

Our patient 1s the first case described of camptocormia as type of onset of lower motor neuron disease associated with a mutation in
TARDBP gene. It regards a severe phenotype of lower motor neuron disease, because the patient died in a short period for an acute
respiratory failure and upper motor neuron signs never appeared. So, we suggests to verify the diagnostic hypothesis of motor neuron
disease 1n the patient who presents camptocormia; furthermore, 1t would be useful to perform the genetic analysis in order to show the
presence of TARDBP gene mutations and to produce additional evidence of a possible association with this specific mutation and the
atypical and severe phenotype that has been described 1n this report.
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