2014 2015

DFN3

Cell therapy targeting the model of DFN3 non-syndromic deafness.
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Brn4, which encodes a POU transcription factor, is the gene responsible for DFN3,
an X chromosome-linked, non-syndromic type of hearing loss. Brn4d-deficient mice have a low endocochlear
potential (EP%, hearing loss, and ultrastructural alterations in spiral ligament fibrocytes, however the
molecular pathology through which Brn4 deficiency causes low EP is still unclear. We analyzed the
formation of gap junction plagues in cochlear supﬂorting cells of Brn4-deficient mice at different stages
by confocal microscopy and three-dimensional graphic reconstructions with proteomic analysis. We
demonstrated that the Brn4 mutation affected the assembly and localization of ?ap junction proteins at
the cell borders of cochlear supporting cells, suggesting that Brn4 substantially contributes to cochlear
gap junction properties to maintain the proper EP in cochleae, similar to connexin-related deafness.
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