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Establishment of TDP-43 C-terminal deficient mice using zinc finger nuclease and
application to the model for amyotrophic lateral sclerosis
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To investigate the physiological functions of the C-terminal region (CTR) of
TDP-43, we established eight lines of CTR deficient mice using zinc finger nuclease. Mutant TDP-43 mice
carrying a deletion within 6 amino acids in the middle of CTR (A) appeared normal even in the homozygote,
whereas homozygous mice carrying a large deletion of the N- (B; 262-348) or C-terminal (C; 345-414) half

of CTR showed embryonic lethality. In the brains of heterozggous B or C mice, a comparable level of the
truncated protein corresponding to the large deletion was observed only in B mice. The truncated TDP-43
was exclusively in the cytoplasm fraction, thus it could not show physiological function in the nucleus.
These results show N-terminal half of CTR is essential for maintaining nuclear function of TDP-43,
whereas C-terminal half of CTR is important for the protein stability.
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