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Amyotrophic Lateral Sclerosis and TDP-43: Elucidation of molecular
neuropathology in terms of spread from its beginning
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We found that TDP-43 regulates the level of-its-own protein by alternative
splicing within exon 6. Surprisingly, we found that the proportion of TDP-43 mRNA associated with
this autoregulation increases in the spinal cord of ALS patients. It was confirmed that this mutant
co-localized with TDP-43 immuno-positive inclusion body in anterior horn cells of ALS patients. This

suggested that this abnormal protein may be the beginning of ALS lesion.

We reevaluated the cortical TDP-43 pathology in cases of sporadic ALS, using semi-quantitative
estimation of pTDP-43-positive dystrophic neurite in the temporal neocortex,the case were divided
into three groups, types 1, 2a and 2b. Type 2b has characteristic clinicopathological features.
Considering the patient survaival time and severity of motor neuron loss, each group was regarded
as independent subtype, indicating that transition from type 1 to type 2a, or from type 2a to type
2b during the disease course appeared unlikely.
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