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Identification of the functional genomic polymorphisms affecting mouse
progressive hearing loss
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The early-onset progressive hearin? loss (ePHL) in heterozygotes of the
wild-type and ksv allele of Myosin VI gene (Myo6) was accelerated by genetic background effect of
C57BL/6J (B6) mice. To identify a polymorphism(s) associated with the ePHL, we performed a genetic
mapping approach using a backcross progeny with MSM/Ms mice. This approach discovered that ePHL
strongly associates with cadherin 23 gene (Cdh23), which is associated with the onset of hearing
loss, on chromosome 10. We confirmed that c.753G>A genome editing of Cdh23 reduce the symptoms of
ePHL in ksv/+ mice. However, the ePHL were not completely rescued by the genome editing; therefore,
this result suggests that the other polymorphisms accompanying the genetic background of B6 mice
contribute the severity and acceleration of ePHL in ksv/+ heterozygous mice.
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