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Neurology Cleavage and 
polyadenylation 
factor 1 subunit 1 
(CLP1)

Studies in patients and zebrafish suggest 
increasing CLP1 expression could help treat 
neurodegenerative conditions caused by CLP1 
mutations. Exome sequencing of 2,000 families 
with children who had neurological disorders 
identified the loss-of-function R140H mutation 
in CLP1 in 4 independent Turkish families. 
Zebrafish engineered with the Clp1 mutation had 
neurodegeneration and neuromotor defects. In the 
engineered zebrafish, injection of wild-type human 
CLP1 mRNA rescued some of the neuromotor 
defects, whereas injection of mutant human 
CLP1 mRNA did not. Next steps could include 
developing strategies to increase expression of 
wild-type CLP1 in human cells carrying the R140H 
mutation.
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