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CaMKIV is a calcium/calmodulin—-dependent protein kinase which is found abundantly in
the nuclei of central neurons, and CaMKIV knock out mice showed attenuated sensitivity
to antidepressants. I examined sensitivity to early life stress of this mice using
maternal separation paradigm. In wild type C57BL/6 mice, some of the depression— and
anxiety-related behaviors were deteriorated by the early life stress. In CaMKIV knock
out mice with the early life stress, similar or even worse results were obtained in the
same behavioral analysis. I also examined serotonin—induced CaMKIV activation using
cultured cortical neurons of mice. Serotonin activated CaMKIV and MAPK/ERK, concomitant
with increase of the phosphorylation of a transcriptional factor CREB, suggesting this
mechanism is required for the effect of antidepressants and regulation of mood
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