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GGGGCC hexanucleotide repeat expansion in the C9orf72 gene is a major
genetic cause of amyotrophic lateral sclerosis (ALS) and frontotemporal dementia (FTD). Repeat
expansion of C9orf72 leads to the production of dipeptide repeats from the expanded RNA. Here, we
searched for proteins that co-aggregate with Gly-Ala (GA) dipeptide repeat as well as polyglutamine
(polyQ) in order to identify common interactors of different types of protein aggregates. We
screened proteins that colocalized with aggregates of GA repeat and polyQ in Neuro2a cells and found

MIf2 as a common interactor. We found the binding proteins of MIf2, including some cytoskeletal or
nuclear proteins. In the brain, endogenous MIf2 was localized in the nucleus and the neurites in
wild—tgpe mice. However, in a polyQ disease model mice, MIf2 was observed in the aggregates and its
distribution in the neurites was weakened. Thus, it is likely that the function of MIf2 may be
compromised by the pathogenic repeat proteins.
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