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In vitro model of NEDAMSS pathology using patients-derived iPS cells with
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Here we established in vitro disease model for a newly identified pediatric
disease, NEDAMSS. We used iPS cells from two NEDAMSS patients with the identical IRF2BPL mutation.
Dual SMAD inhibition successfully differentiated iPS cells into cortical neurons and astrocytes.
Co-cultures of neurons and astrocytes were analyzed using electron microscopy. In neurons derived
from patients, numerous autophagy-like bodies were observed. These autophagy-like bodies displayed
various forms, ranging from lamellar bodies and multivesicular bodies to vacuoles formed by advanced

autophagic digestion. Such structures were not observed in neurons from healthy sibling controls
cultured for the same period, suggesting that the patient neurons exhibit lipid metabolism
abnormalities and are in the process of neurodegeneration.
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