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Characterization of WNK signaling in development
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WNK kinase family is conserved among many species and regulates SPAK/OSR1 and ion
co-transporters. Some mutations in human WNK1 or WNK4 are associated with Pseudohypoaldosteronism type I1,
a form of hypertension. Here, we identify a new target gene in WNK signaling, Arrowhead and Lhx8, which i
s a mammalian homologue of Drosophila Arrowhead. In Drosophila, WNK was shown to genetically interact with
Arrowhead. In Wnkl knockout mice, levels of Lhx8 expression were reduced. Ectopic expression of WNK1, WNK
4 or Osrl in mammalian cells induced the expression of the Lhx8. Moreover, neural specification was inhibi
ted by the knockdown of both Wnkl and Wnk4 or Lhx8. Drosophila WNK mutant caused defects in axon guidance
during embryogenesis. These results suggest that WNK signaling is involved in the morphological and neural
development via Lhx8/Arrowhead.
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