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OBJECTIVES METHODS

Early-onset cognitive decline may pose a diagnostic
challenge, particularly when clinical findings suggest more
than one neurological process. We present a 46-year-old
female patient with progressive impairment of short-term
and working memory, repetitive questioning, increasing
difficulties with calculation and everyday functioning,
accompanied by additional neurological findings
suggestive of CNS demyelination.

The patient underwent comprehensive multidisciplinary
evaluation, including neurological and neuropsychological
assessment, cerebrospinal fluid (CSF) analysis, brain MRI,
FDG-PET and genetic testing. Molecular genetic analysis
was performed by clinical exome sequencing (CES) using
the TruSight One Sequencing Panel on the lllumina MiSeq
platform. Identified genetic variants were interpreted
according to the established ACMG/AMP criteria.

RESULTS

Neuropsychological testing showed predominantly amnestic, multidomain
cognitive impairment. CSF amyloid-p42 and total tau levels, together with
bilateral parietotemporal hypometabolism on FDG-PET, were consistent
with Alzheimer’s disease (AD). CES identified a heterozygous missense
PSEN1 variant. c¢.416T>C, p.Met139Thr, confirming a molecular
diagnosis of autosomal dominant early-onset Alzheimer’s disease. The
p.Met139Thr substitution is a previously reported pathogenic variant,
documented in clinical databases and located within a recognized
mutational hotspot in PSEN1 gene. However, a remote episode of
transient monocular visual loss, multiple MRI lesions considered
potentially demyelinating, CSF-restricted oligoclonal bands, and
abnormal visual evoked potentials prompted further evaluation for a
concomitant demyelinating disorder.

Clinical exome sequencing (CES)
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PSEN1: c.416T>C, p.Met139Thr
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CONCLUSION

This case demonstrates the value of integrating molecular genetic testing with clinical, biochemical and neuroimaging data in
establishing the aetiology of early-onset dementia. At the same time, concurrent features suggestive of CNS demyelination
warranted separate diagnostic consideration, emphasising that the presence of a genetic neurodegenerative disorder should

not preclude investigation of potentially coexisting neurological pathology.
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