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Establishment of a Perry syndrome disease model using human induced pluripotent
stem cells
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We reported two novel mutations, ﬁ.G?lV and p.K68E, in DCTN1 in patients
from two different families. With regard to basic research, our heterozygous Dctnl G71A mice showed
depression-like behavior, motor deficits, and a functional reduction in substantia nigral neurons,
by TH immunostaining, thereby exhibiting multiple features of Perry disease (Perry syndrome).
Furthermore, we found that dynactinl bound to TDP-43. Biochemical analysis revealed that the
dynactin CAP-Gly-basic supra-domain, dynactin domain, and C-terminal region interacted with TDP-43,
preferentially through its C-terminal region. We thus revealed DCTN1 as a new player in TDP-43
cytoplasmic-nuclear transport, and showed that dysregulation of DCTN1-TDP-43 interactions triggers
mislocalization and aggregation of TDP-43.
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