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Neurology

Amyotrophic lateral 
sclerosis (ALS)

TAR DNA-binding 
protein 43  
(TDP-43)

A gene-mapping study shows that mutations in 
TDP-43 cause a hereditary form of ALS, suggesting 
that the protein could be a therapeutic target. Three 
separate mutations in TDP-43 were identified 
by sequencing the TDP-43 gene, TARDBP, in 
a family with hereditary ALS as well as in two 
sporadic cases. In a chick embryo model of disease, 
mutant forms of TDP-43 caused greater neural 
apoptosis and developmental delay than in wild-
type embryos. Next steps include characterizing 
mutant TDP-43 in a mammalian model of ALS 
and developing targeted therapeutics. At least 20 
companies are developing therapies for ALS.
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