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Analysis of genes affecting cognitive function in sporadic ALS
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Recent studies have shown that about 50% of patients with amyotrophic
lateral sclerosis (ALS) have some cognitive impairment, and approximately 10-15% of ALS patients
meet the clinical criteria of frontotemporal dementia (FTD) and are diagnosed as ALS-FTD. We
performed genetic analysis on 713 ALS patients using a next-generation sequencer. Among the 713 ALS
patients, 9 cases (1.26%) harbored a mutation of the TBK1 gene, and some cases with the TBK1
mutation were diagnosed as ALS-FTD. Moreover, other 3 cases harbored a mutation of the VCP gene. Of
the 3 cases, 2 cases had inclusion body myopathy or FTD patients in their families. The remaining
one had behavioral disturbance and was diagnosed as ALS-FTD. These results suggested that the
mutations of the TBK1 and VCP genes are important in the genetic background of ALS with cognitive
dysfunction.
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