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patient

(O Bo Cuil, Mari Tada!, Yuya Hatano?
Akari Takeshima! 2, Tomohiko Ishihara?
Akihiro Sugai?, Takayoshi Tokutake?
Masato Kanazawa?, Osamu Onodera?, and
Akiyoshi Kakita!

Departments of Pathology! and Neurology?,
Brain Research Institute, Niigata University

[Introduction] Patients harboring brain
inclusions positive for FET (FUS, EWS, and
TAF15) proteins usually manifest frontotemporal
dementia (FTD), but some may exhibit symptoms
of amyotrophic lateral sclerosis (ALS). In these
patients with either FTD or ALS, a large

proportion of these inclusions are immunolabeled
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for both FUS and TAF15. Here we describe the
clinicopathologic features of an autopsied patient
with ALS in whom TAF15 inclusions greatly
outnumbered FUS inclusions.

[Clinical summary] A 77-year-old female
patient complained of left-hand weakness,
followed by gradually worsening weakness in her
neck and bilateral upper limbs, dysphasia, and
dyspnea. Neurological examination revealed
hyperreflexia in all limbs and muscle atrophy in
her neck and upper limbs. Electromyography
indicated diffuse neurogenic change. Therefore,
a clinical diagnosis of ALS was made. Mild
cognitive impairment was also evident. She died
suddenly at 81 years of age. She had no family
history of neurological disorders. Gene analysis
identified a novel p.Ser76lle (c.227G>T)
mutation in TAF' 15, but pathogenic effects of this
mutation have been unclear.

[Pathological findings] The brain, showing
mild atrophy of the frontal lobe, weighed 1,044 g.
The anterior nerve roots of the cervical and
thoracic spinal cord showed severe atrophy.
Neuronal loss and gliosis were evident in the
motor and premotor cortex, spinal anterior horns,
and brainstem motor nuclei, and were most
prominent in the hypoglossal nucleus and cervical
anterior horns. A few basophilic inclusions were
evident in these areas. Immunohistochemistry
using antibodies against FET proteins and their
nuclear transport receptor transportinl (TRN1)
revealed that the numbers of both TAF15 and
TRN1 inclusions were much greater than those
of both FUS and EWS inclusions. Interestingly,
FUS inclusions were localized in lesions with
severe neuron loss.

[Discussion] The immunohistochemical
profiles of these inclusions are characteristic
and may be associated with the 7AF’15 mutation.






