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MR R OME (#3C) :  We investigated possible roles of abnormal intracellular
signaling in the tau pathology in Alzheimer’s disease (AD) for FKBP12 and the
phosphatase and tensin homologue deleted on chromosome 10 (PTEN), a
peptidyl-prolyl cis-trans isomerase known to be important in protein assembly, folding
and transportation and a tumor-suppressor respectively by using Western blotting and
microscopic analyses in postmortem brain tissues from elderly controls and the
patients with AD. FKBP12-positive or PTEN-positive granules were located in the
nucleus, the cytoplasm of cell bodies and the proximal portion of dendrites and axons
in control brains. Reduced expression of FKBP12 or PTEN was seen in the remaining
neurons, especially in the tangle-bearing neurons in AD. In addition, these molecules
were redistributed in damaged neurons from the nucleus to the cytoplasm or to the
neuritic pathology such as neuropil threads, degenerative neurites and intracellular
tangles. Labeling of some reactive astrocytes around senile plaques was seen for
FKBP12 or PTEN. Double labeling of tangles was observed either for PTEN and
GSK3pB or for PTEN and MEK. Thus, our results suggest that FKBP12 or PTEN
delocalized from the nucleus to the cytoplasm and to the tangles may cause a
deregulation of PISK pathway in the cytoplasm and may induce the nuclear
dysfunction in AD neurons.
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