Columbia University: Core Regulatory Elements of High-risk Neuroblastoma

[bookmark: _GoBack]This project provides a framework to determine the downstream effectors of the genetic alterations sustaining neuroblastoma subtypes. The results show the critical effect of disrupting a 10-protein module centered around a YAP/TAZ-independent TEAD4-MYCN positive-feedback loop in MYCNAmp neuroblastomas, nominating TEAD4 as a novel candidate for therapeutic intervention.

Read the Abstract

Experimental Approaches
The subtype-specific candidate master regulator (MR) proteins were inferred by independent analysis of the National Cancer Institute’s Therapeutically Applicable Research to Generate Effective Treatments (TARGET) and the European Neuroblastoma Research Consortium (NRC) datasets. Algorithm for the Reconstruction of Accurate Cellular Networks based on an Adaptive Partitioning strategy (ARACNe-AP) was used to assemble cohort specific interactomes from the gene-expression profiles of neuroblastoma samples from TARGET and NRC datasets. Candidate MR proteins for each of the high-risk subtypes were then prioritized based on the enrichment of their transcriptional target genes in the subtype-specific signature using the Virtual Inference of Protein activity by Enriched Regulon (VIPER) algorithm.
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For questions, please contact Andrea Califano.
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