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Neuro-pathological mechanism caused by impaired DNA damage response signaling
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Germline mutations of the MRE11l gene, which encodes a DNA double-strand
breakage repair enzyme MRE11l nuclease, cause neurodegeneration or microcephaly. Here we attempted to
generate the MRE1l p.A47V mutation (ataxia-type)-homozygous mice and MRE11l c.658A>C splicing
mutation (microcephaly type) . Unfortunately, the MRE1l c.658A>C splicing mutation homozygote did
not any neurological phenotypes. In contrast, the MRE1l p.A47V mutation homozygotes showed a mild
ataxia, suggesting these animals might be useful as a neurodegenerative disease model.
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