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Neurology

Amyotrophic lateral 
sclerosis (ALS)

TAR DNA-binding 
protein 43  
(TDP-43)

A cell culture study suggests that altering 
subcellular localization of TDP-43 could be a 
strategy for treating ALS. Cytoplasmic localization 
of pathological TDP-43, found as insoluble 
aggregates, is associated with ALS. In human 
embryonic kidney cells and primary mouse 
hippocampal neurons, expression of mutant 
TDP-43 that lacked a nuclear localization sequence 
caused TDP-43 to incorrectly localize to the 
cytoplasm. Wild-type TDP-43 remained in the 
nucleus. Next steps include testing for possible 
toxicity caused by TDP-43 cytoplasmic localization, 
examining the localization of ALS-linked TDP-43 
mutant proteins and screening for compounds that 
alter TDP-43 localization.
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