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In this study, we used neuron-specific Cre mice and TDP-43-GFP-loaded
AAV-Flex vector to express TDP-43 in the mouse brain and spinal cord in a neuron-specific manner and
to examine its process of propagation. Overexpression of TDP-43 in the cytoplasm of neurons
resulted in extensive TDP-43 expansion in remote areas of fiber communication. Expression of
aggregation-prone TDP-43 was found to propagate to oligodendrocytes (OLGS) on the injection side
instead of propagating to remote regions. We also confirmed that activation of neural activity

promotes this neuron-OLG propagation, suggesting that neural hyperexcitability contributes to the
expansion of TDP-43 pathology iIn ALS.
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