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    Abstract
Cancer cell reprogramming contributes to antineoplastic treatment resistance and disease recurrence through cancer stem cell re-emergence. Glioblastoma multiform (GBM) is a lethal, primary, central nervous system tumor, in which reprogramming compounds prognostic severity. The endoplasmic reticulum (ER) stress sensor IRE1α (referred to as IRE1 hereafter) is a major regulator of GBM development and is identified as an appealing therapeutic target. To validate IRE1 suitability as an antineoplastic pharmacological target, we tested its involvement in GBM reprogramming. Human tumors’ transcriptomic analyses showed that high IRE1 activity correlates with the down-regulation of the main stemness markers and transcription factors SOX2, SALL2, POU3F2 and OLIG2. Hence, we pharmacologically and genetically recapitulated this phenomenon in immortalized and primary GBM cell lines. Moreover, we found that IRE1/XBP1s signaling axis produces these effects through modulation of miR148a. Our results highlight a novel role of IRE1 as a negative regulator of GBM cell reprogramming and highlight opportunities of informed IRE1 modulation utility in GBM therapy.
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