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In this study, we investigated the characteristics of brain organoids that
could be considered for use as disease models. We generated brain organoids from human pluripotent
stem cells and characterized their gene expression responses under hypoxic conditions of stress. We
established a method to produce brain stem organoids, which are different from brain organoids that
are considered to be models of the cerebral cortex, and clarified their characteristics. We found
that a polypeptide produced from repeat sequences of the untranslated region of C9orf72, the
causative gene of ALS, disrupts the phase-separation regulatory function of Kapp 2, a nuclear
transport receptor. In addition, it is still unclear how LAMP-2, the causative gene of Danon
dise?se: is involved in the autophagy disruption, and we studied LAMP-2 function through interaction

analysis.
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