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Abstract 

Proneural (PN) and mesenchymal (MES) glioma stem cells (GSCs) represent two mutually-exclusive, and biologically distinct GSC subtypes. GBM patients with the MES GSC signature belong to the poorer prognosis subclass and are resistant to irradiation. Identification of regulatory mechanisms that regulate MES trans-differentiation is therefore critical for developing GSC-targeted therapy. Here we find that silencing MLK4 inhibits de novo and acquired (radiation-induced) MES GSCs both in vitro and in vivo. In addition, we present the first evidence of IKKα as a direct molecular target of MLK4 that drives NF-κB pathway activation, thereby promoting MES trans-differentiation of GSCs. Targeting the MLK4-driven NF-κB signaling axis could be a therapeutic strategy for GBM patients with a MES signature.
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