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Heterogeneity of TDP-43 pathology and clinicopathologic correlations in sporadic
amyotrophic lateral sclerosis
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A nuclear protein,TDP-43, is the major pathological protein in ALS. We attempted
to clarify the corticalpathology in cases of sporadic amyotrophic lateral sclerosis (ALS: n = 96) using
an antibody specific to phosphorylated TDP-43 (pTDP-43). The cases were divided into two ?roups: those
without pTDP-43-positive neuronal cytoplasmic inclusions in the hippocampal dentate granule cells
(classical ALS: ALS-C, n = 63), and those with such inclusions (ALS with temporal lesions: ALS-T, n =
33). Furthermore, the ALS-T cases were divided into two subgroups based on semi-quantitative estimation
of pTDP-43-positive dystrophic neurites (DNs) in the temporal neocortex: ALS-T/few DNs (n = 22) and
ALS-T/many DNs (n = 11). Considering the patient survival time and severity of motor neuron loss in each
group, transition from ALS-C to ALS-T, or from ALS-T/few DNs to ALS-T/many DNs during the disease course
appeared unlikely. Therefore, each of these three groups was regarded as an independent subtype.
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