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Abstract

Abstract

Neuroblastoma is a common childhood malignant tumor originated from the
neural crest-derived sympathetic nervous system.A crucial early event in
neuroblastoma pathogenesis is arrested differentiation of neuroblasts at various stages.
Treatment of neuroblastoma with TPA and PDGF-BB leads to terminal differentiation
of neuroblastoma cells. However, the signaling pathways that are involved in this
process remain largely unknown. Here, we report that inhibition of endogenous
FOXO proteins attenuated TPA/PDGF-BB mediated differentiation of neuroblastoma
cells. Activated FOXO transcription factors acted on PDGFRA promoter to direct its
basal mMRNA expression as well as its induction upon serum deprivation. Depletion of
endogenous PDGFRA in neuroblastoma cells significantly diminished neurite
formation and extension under TPA/PDGF-BB treatment. Furthermore, ectopic
expression of PDGFRA abolished the blockage of neuroblastoma differentiation by
FOXOs inhibition. These findings define the FOXO-PDGFRA axis as crucial
mechanistic components that govern TPA-induced neuroblastoma differentiation.

Key words: Neuroblatoma;FOX01/3/4;PDGFRA,;differentiation
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