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[Abstract] Objective To analyze six cases of adult-onset sporadic neuronal intranuclear inclusion disease
(NIID) with different clinical manifestations, and to deepen the clinical understanding of the disease. Methods
The clinical data of 6 diagnosed adult sporadic NIID patients admitted to the Department of Neurology, Xuanwu
Hospital of Capital Medical University from September 2020 to December 2021 were collected. Among them, 5
cases were confirmed by skin biopsy, 1 case underwent brain biopsy, and 6 cases underwent genetic testing. The
clinical features, brain MRI features, pathological features, and genetic testing results were retrospectively ana-
lyzed. Results Dementia was the core symptom in 2 patients, recurrent headache was the core symptom in 3 pa-
tients, and essential tremor was the first symptom in 1 patient. Brain MRI of 5 patients showed persistent specific
diffusion-weighted imaging curve-like hyperintensity in the bilateral frontal cortex-medullary junction dominated
by fronto-parietal lobes. All 6 patients had abnormal gene long-read sequences. Conclusion The clinical manifes-
tations of NIID are diverse. Dementia and paroxysmal encephalopathy are common and prominent phenotypes. For
cases with unexplained headache and tremor as the first clinical manifestation, early genetic testing, head imaging
and skin biopsy can be used to confirm the diagnosis.
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Table 1 Clinical manifestations of 6 NIID patients
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Table 2 Auxiliary examination results of 6 NIID patients
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Figure 1 A: Multiple ischemic foci, infarct foci, white matter
degeneration, and brain atrophy in the brain of case 1;B:Line-like high
signal in the bilateral frontotemporal cortex-medullary junction in case
2; C: Abnormal signal of white matter, right frontotemporal occipital
gyri-like swelling, line-like high signal in the bilateral frontotemporal
parietal cortex-medullary junction in case 3; D, E, F: DWI of case 4,

case 5,and case 6,respective high signal
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Figure 2 FDG-PETCT of the head of case 3 showed that the
metabolism of the bilateral upper parietal lobe and the fronto-parietal
junction was moderately decreased;the left frontotemporal junction, the
left inferior temporal lobe, and the left occipital lobe were mildly to

moderately decreased
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Figure 3 Intranuclear inclusions (indicated by the red
circle) were seen in the ductal epithelial cells of the sweat

glands in case 1
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Figure 4 The pathological section of the brain tissue of case 3 showed small round or small ring

structures positive for Ubiguitin and P62 in individual neurons and glial cells
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The results of repeated primer polymerase chain reaction amplification of the 5’ -end untranslated

region of NOTCH2NLC gene (abscissa:base pair (bp) ;ordinate:signal)
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