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Glioblastoma (GBM) is the most aggressive and therapy-refractory brain tumor in adults.
Although both tumor-intrinsic and subtype-specific transcription has been appreciated, little
is known about enhancer architectures and regulatory programs governing the GBM identity.
Here, by mapping deposition of active histone marks, we describe the active regulatory
landscapes across GBM and normal brain tissues. Analysis of differentially regulated enhancer
loci (especially super-enhancers) uncovered unrecognized layers of oncogenic dependency
and inter-tumor heterogeneity. Moreover, we demonstrate the functional relevance of
leading candidates of super-enhancer-driven transcriptional modulators, long non-coding
RNAs, and druggable targets in GBM. Our integrative study provides clinically relevant insights
into GBM pathogenesis and therapeutic innovations.
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