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Dysfunction of RNA Kinase in Neurodegenerative Diseases
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Cleavage factor polyribonucleotide kinase subunit 1 (CLP1), an RNA kinase,
plays essential roles in protein complexes involved in the 3" end formation and polyadenylation of
mRNA and the tRNA splicing endonuclease complex, which is involved in precursor tRNA splicing. The
mutation R140H in human CLP1 causes pontocerebellar hypoplasia type 10 (PCH10), which is
characterized by microcephaly and axonal peripheral neuropathy. We generated knock-in mutant mice
that harbored a CLP1 mutation consistent with R140H. We found these mice showed progressive loss of
the upper motor neurons, resulting in impaired locomotor activity.
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