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TDP-43 is an RNA-binding protein important for many aspects of RNA
metabolism. Abnormal accumulation of TDP-43 in the cytoplasm of affected neurons is a pathological
hallmark of the neurodegenerative diseases frontotemporal dementia (FTD) and amyotrophic lateral
sclerosis (ALS). Here, we analyse age-dependent changes in TDP-43 transgenic mice that displayed
impaired memory. We found the accumulation of abundant poly-ubiquitinated protein aggregates in the
hippocampus of aged TDP-43 transgenic mice. Intriguingly, the aggregates contained some
interneuron-specific proteins such as parvalbumin and calretinin, suggesting that GABAergic
interneurons were degenerated in these mice. The abundance of aggregates significantly increased
with age and with the overexpression of TDP-43.0ur results indicate that the interneuron
degeneration occurs upon aging, and TDP-43 accelerates age-dependent neuronal degeneration, which
may be related to the impaired memory of TDP-43 transgenic mice.
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