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We analyzed pathological changes in the striatal efferent system of 59
consecutively autopsied patients with sporadic FTLD-TDP or ALS-TDP. The axon terminals of striatal
efferent neurons were immunohistochemically assessed in the substantia nigra pars reticulata (SNr)
and globus pallidus (GP). All of the FTLD-TDP patients exhibited a marked depletion of axon
terminals, irrespective of disease duration. In particular, losses of substance-P-positive
projections to the SNr and internal segment of GP were consistently severe. Similar findings were
also observed in 69.0% of the ALS-TDP patients, although the severity was much less than that in the

FTLD-TDP patients. The accumulation of phosphorylated TDP-43 was observed in the striatal efferent
neurons, efferent tracts, or their axon terminals in the SNr and GP in both groups. Thus, striatal
efferent projections are essentially and commonly involved in the TDP-43-related FTLD/ALS disease
spectrum.
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