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Diagnostic Challenges of Ataxia with Oculomotor
Apraxia Type 2 (AOA2): A Case Report
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Introduction. Ataxia with oculomotor apraxia type 2 (AOA2) is an autosomal recessive cerebel-
lar ataxia (ARCA) caused by mutations in the SETX gene. This disorder presents with progressive
cerebellar ataxia, sensorimotor neuropathy, tremor and oculomotor abnormalities. Genetic test-
ing of the SETX gene is essential for definitive diagnosis, but inconclusive results often require
clinicians to rely on clinical findings such as elevated alpha-fetoprotein (AFP) levels.

Methods. This case report describes a 29-year-old female diagnosed with AOA2. The patient’s
data was collected from her medical records.

Results. Initial symptoms started in 2012 and included imbalance, gait instability, shaking
in her hands and left leg. Brain MRI demonstrated atrophy of the cerebellum and electroneuro-
myography (ENMG) indicated sensory polyneuropathy of the legs. Genetic testing performed in
2020 identified two SETX variants NM_015046.7:c.675dupC(;)7364A>G, however, a definitive
diagnosis could not be made, as one variant was of uncertain significance and the other likely
pathogenic. The characteristic AFP elevation was absent at disease onset and significantly in-
creased only after the disease progressed. Moreover, patient's disease progression was unusually
aggressive — she had to use a wheelchair within 12 years of symptom onset, which is considerably
faster than the typical 20-year timeline. The diagnosis of AOA2 was made based on previous
clinical, laboratory, and radiological findings after 10 years of symptom onset.

Conclusions. This case highlights the complexity of AOA2 diagnosis when initial biomarkers
are normal and genetic testing does not provide a definitive answer, demonstrating the need for
detailed clinical examination and follow-up testing in suspected cases.
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