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Investigation of brain damage caused by reactive oxygen species and its defense
mechanisms

Yusaku, Nakabeppu
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In mice, female-specific accumulation of 8-o0xoG in neural progenitor cells
revealed that double deficiency of MTH1 and OGGl causes sexual dimorphism of cognitive impairment
and behavioral abnormalities. Using Alzheimer®s disease (AD) model mice, we demonstrated that double

deficiency of MTH1 and 0GG1l induces microgliosis and neuronal loss and thus exacerbates cognitive
impairment, and that type 2 diabetes increases accumulation of 8-oxoG and amyloid 3 in the brain,
thereby aggravating cognitive impairment. Furthermore, we have shown that amyloid B increases
oxidative stress during neuroinflammatory response, and that deficiency of either MTH1, 0GGl and
MUTYH modifies AD pathology through genomic accumulation of 8-oxoG and altered gene expression.
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