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Regulation of Abeta secretion and ?rotective mechanisms by Golgi stress
responsive factor Syx5 and chemical compound in neuronal cells
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In this study, we have demonstrated that Syntaxin 5 gSyXS), an ER-Golgi
SNARE is a novel Golgi-stress responsive factor. Golgi stress induced upregulation of de novo
synthesis of Syx5 protein. Transcriptional induction of Syx5 mRNA was regulated by the GASE (Golgi
Apparatus Stress Element) sequence present in the 5 prime region of Stx5 gene in human cells. Long
exposure of neuron-glia hybrid cell line NG108-15 cells with Golgi stress inducers Monensin and GCA
resulted in activation of Caspase3. Chemical chaperone PBA was used to examine the protective
properties against Caspase3 activation and the production of Ab42 peptides in NG108-15 cells.
Various Golgi stress inducers suppressed the secretion of Ab peptides. Total amount of secreted and
intracellular Ab peptides were decreased and the ratio of Ab42 /Ab40 was increased. PBA had the
ability to inhibit the Ab42 secretion and the Caspase3-dependent apoptosis in neuronal cells.
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