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ALS TDP-43

Exploring genetic factors that define TDP-43 pathological polymorphisms in ALS.

Ishihara, Tomohiko
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The aim of this study was to perform a comprehensive genetic analysis (exome
analysis) using DNA from amyotrophic lateral sclerosis (ALS) autopsy cases to identify factors that
define TDP-43 pathological polymorphism. In 3 years of this study period, we performed exome

analysis in 23 new cases. In this analysis, including 137 previously analyzed cases, we found
mutations in specific exons of gene X in 9 cases. These 9 cases were rapidly progressive with poor
prognosis (median survival: 15 months), and 5 cases showed TDP-Type2a pathology. Thus, the mutation
may be a determinant of the type of pathology and prognosis.
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