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To develop a cure for Alzheimer’ s disease, | focused people with Down
syndrome that have an early onset of Alzheimer’ s disease. An extra copy of chromosome 21 causes
Down syndrome. Therefore, | investigated the relationship between dual-specificity tyrosine
phosphorylation-regulated kinase 1A (DYRK1A) encoded in chromosome 21 Down syndrome critical region
and neprilysin identified as a major AB -degrading enzyme. | found that the activity of nerprilysin
in fibroblasts derived from people with Down syndrome was significantly lower than that in healthy
controls. The protein expression levels of neprilysin were also decreased. The long-term
pharmacological inhibition of calcineurin-nuclear factor of activated T cells (NFAT) signaling
pathway, in which are excessively suppressed in peoEIe in Down syndrome, caused a significant
decrease in the activity of neprilysin. Taken together, these results suggest that DYRKIA is a
potential drug target for Alzheimer’ s disease treatment.
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