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CONCLUSIONS

Part 1: Usherin is not detectable in the ush2aP'244 and ush2a39'83T retinas, indicating that these are
complete loss-of-function mutations. The presence of the slightly fruncated protein encoded by
ush2ab’?4> gt the base of connecting cilium demonstrates that C-terminal binding activity is not
required for localization. These models can be used to investigate the functional importance of
different Usherin protein domains.

Part 2: We have established that localization of other USH2 proteins at the connecting cilium is not
affected by the absence of Usherin in zebrafish. This is In contrast to previous studies in mouse. Further
studies are heeded to understand frafficking, assembly, and function of the USH2 complex.

Part 3: We have observed that short term exposure to constant light accelerates photoreceptor
dysfunction in young ushZ2a mutant zebrafish. Being able to reproduce a degeneration phenotype Iin
zebrafish similar to that observed in human USH2A patients gives a clear advantage over mouse
models of USH2A In idenftifying precursors to photoreceptor cell death.
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Taken together, the detectable loss of Usherin localization and photoreceptor cell
death in ush2a mutants exposed to increased light will provide valuable outcome
measures for preclinical testing with therapies targeting the retinal degeneration of
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