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Spontaneous regeneration mechanism of inner ear outer hair cells
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We obtained traces of spontaneous OHC re?eneration after abrupt destruction
using Prestin-hDTR mice. Regeneration seemed to mimic the natural process of development. We found
that Agr3 whose function in hearing was unknown, were remarkably downregulated by OHC-depletion at a
neonatal stage. Immunohistochemical studies revealed that AGR3 was not expressed in OHCs but in
Deiters” cells which are the supporting cells of OHCs. Our finding in this study suggested that
there are close crosstalk processes between OHCs and Deiters’ cells in OHC development. In
contrast, we assayed the effects of Wnt signaling inhibitor RPI-724 on OHC regeneration. We observed

recovery of hearing by administration of the RPI-724 three times a week for 12 weeks to adult
OHC-depleted mice. It was suggested that inhibition of Wnt/f3 -catenin/CBP signaling promotes
regeneration of OHCs.
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