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The p66shc Adaptor Protein Controls Oxidative Stress Response and Life Span in Human Neuroblastoma Cells
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A brief preconditioning of human neuroblastoma cells with serum deprivation is known to up regulate thioredoxin (Trx) and
improve cell survival but the role of preconditioning in cell differentiation remains to be elucidated. Hypoxic preconditioning
transformed survived human SH-SYS5Y cells to a nitrinergic cell line with a neurotrophic differentiation, such as elevation of
neurite outgrowth. Our data suggested that some undefined soluble neurotrophic factors were involved in the extension of neurite of
post-preconditioning cells based on the results from the phospho-activation of TrkA. Moreover, atypical PKCs (e.g.delta and
epsilon isoforms) and MAPKs (Erk, JNK, and Akt) might be required for induction of neurotrophic differentiation properties, such
as neurite outgrowth. The pivotal molecule thioredoxin, as shown in previous report, has been demonstrated as a downstream of



MAPK(s). In the present study, Trx was found to be essential for cell survival and neurite extension induced by hypoxic
preconditioning.



