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circUBQLN1 suppression alleviates inhibition of KLF4/Notch1 via sponging miR-25-3p to induce vasculogenic mimicry in gastric cancer: Vasculogenic mimicry (VM) is an alternative of vasculature in cancer, crippling most of the available anti-angiogenic treatment. Although it has been reported in various malignancies, reliable biomarkers are still lacking and the underlying mechanism remains obscure. In this study, the transcriptional profiling identified hsa_circ_0001866 (UBQLN1) was generally down-regulated in gastric cancer. Multi-vairate analysis showed that low level of circUBQLN1 was correlated with high tumor grades and metastasis. Overall survival was significantly shorter in cases with lower expression of circUBQLN1. Interestingly, the normal gastric mucosal epithelial cell, GES-1, became tumorigenic and capable of developing VM after circUBQLN1 was knockdown. Further functional assays demonstrated an enhancement of the proliferation, migration and invasion capacities of gastric cancer cells transfected with lenti-viral sh-circUBQLN1. RNA pulldown assays and dual luciferase reporting systems confirmed the sponging effect of circUBQLN1 towards miR-25-3p and thereby releasing the inhibition of KLF4, which is a transcription suppressor of Notch1. Overexpression of circUBQLN1, however, could also stimulate angiogenesis by activating VEGF/VEGFR2 pathway, as was proved by co-culture with human umbilical vein endothelial cell, HUVEC. In conclusion, circUBQLN1 served as a switch between angiogenesis and VM in gastric cancer by triggering different pathways and might be a useful biomarker for anti-angiogenic treatment.
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