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Adult - onset neuronal intranuclear inclusion disease with atypical -clinical
manifestations: auditory hallucinations, delusions, and acute muscle strength

reduction
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Abstract:  This article reports the clinical manifestations and imaging features of two patients with adult-onset neuronal
intranuclear inclusion disease (NIID). The two patients were aged 70 and 72 years, respectively. One patient had the initial
symptoms of mental symptoms including auditory hallucinations and delusions, while the other patient had the initial
symptoms of acute disturbance of consciousness and lower limb paralysis. Brain magnetic resonance imaging showed
symmetric curvilinear hyperintensities along the corticomedullary junction in the frontal, parietal, and occipital lobes on
diffusion weighted imaging in both cases, which was known as the “ribbon sign”, and one patient developed “cockscomb-
like” hyperintensities in the cerebellum during follow-up, which suggested disease progression. Genetic testing identified 93
GGC repeats in the NOTCH2NLC gene in one patient, confirming full-penetrance mutation and supporting the diagnosis of
NIID. NIID shows strong heterogeneity in clinical manifestations and is easily misdiagnosed, and combination with imaging
features and genetic testing can significantly enhance diagnostic accuracy. Imaging examination and genetic testing should
be performed for suspected patients as early as possible, and skin biopsy can be performed when necessary to achieve early
diagnosis and intervention.
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