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Targeting a IncRNA — epigenetic factor complex to inhibit colon cancer metabolism
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ncRNAs (long non-coding RNAs) have recently occurred as new epigenetic regulators contributing to human diseases. We

found that the IncRNA HOTAIR is up-regulated in colon cancer and associates with poor patient survival. HOTAIR directly
interacts with the histone acetyltransferase PCAF (KAT2B) to regulate H3K27 acetylation and transcriptional activation.
Hence, the HOTAIR/PCAF complex induces cell metabolic reprogramming and oncogenic transformation of colon epithelial
cells. We have characterized the interface of HOTAIR/PCAF complex and developed a specific inhibitor (CPDI-1) that disrupts
their interaction. This inhibitor reverses the HOTAIR/PCAF-induced metabolic rewiring and inhibits tumorigenesis in vivo.
Disruption of an IncRNA/epigenetic factor interaction may offer an alternative approach to target cancer metabolism and
progression.
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