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WFFERE SR O TE (J230) : Acceleration of apoptosis and activation of caspases are observed in
hippocalcin deficient hippocampal neurons. Here we examined the relation between hippocalcin and
Hippocalcin and mixed lineage kinase (MLK)3, which is known to lead neuronal apoptosis.
MLK3 were co—immunoprecipitated in a calcium—dependent manner. Immunocomplex kinase assay
revealed that MLK3 kinase activity in hippocalcin deficient hippocampus was higher than that in wild
type mice. In vitro kinase assay showed that recombinant hippocalcin inhibited MLK3 kinase activity in
a calcium—dependent manner. Kainic acid—induced neuronal apoptosis was accelerated in hippocalcin
deficient mice accompanied with enhancement in MLK3 activity. These results indicate that
hippocalcin inhibits MLK3 kinase activity via direct interaction, and down-regulates apoptosis
signaling in hippocampal neurons.
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Confocal fluorescence analysis of 18 months-old AB-plaque-forming APP23
and wild-type littermate controls (WT). Sections were stained with AB/APP
(6E10; green), hippocalcin (Hc; red)). Neurons that have high 6E10 reactivity
show very low hippocalcin staining (white arrowheads), while neurons that have
high hippocalcin levels reveal no 6E10 Scale bar, 50 pm. (Biochim Biophys Acta,

1822: 1247-1257, 2012)
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