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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 (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. 

Indent flagging is a firmly controlled and moderated pathway 

that is fundamental to the typical morphological improvement 

of multicellular living beings, overseeing the communications 

between cooperating cells in this multicellular setting. In all 

out, four Notch receptors (Notch1-4) and five Indent ligands 

have been distinguished in warm blooded animals. All together 

to be initiated, Notch receptors are proteolytically divided 

multiple times at explicit destinations situated inside certain 

practical areas on the receptor Furin like convertase catalyzes 

the underlying cleavage of these Notch receptors, known as the 

S1 cleavage, in the Golgi, driving the youthful trans membrane 

heterodimeric protein to embrace  what has been named the 

Notch extracellular area Notch trans membrane and 

intracellular space (NECD-NTMIC) structure. Periphery 

interceded glycosylation at that point changes the glycosylation 

status of the EGF rehashes present on this protein particle, after 

which it is dealt to the cell surface. On the cell surface, this 

juvenile Indent receptor would then be able to associate with 

Notch ligands present on contiguous neighbor cells, and the 

resultant mechanical powers cause the HD-C receptor space to 

experience a conformational change uncovering the S2 

cleavage site. The proteins ADAM10 as well as ADAM17 are 

at that point ready to separate this S2 site, creating a Score 

extracellular truncation (NEXT) type of the receptor, which is a 

layer bound Notch section. The γ-secretase complex, which is 

made up fundamentally of presenilin 1-2 and nicastrin, is then 

ready to catalyze S3 site cleavage, causing the Notch 

intracellular area (NICD) to be discharged inside the cell. This 

NICD part at that point experiences atomic translocation what's 

more, heterodimerization the CSL complex (CBF1 

(RBPJ)/silencer of smooth/Lag1). This complex typically ties to 

translation corepressor proteins, yet after interfacing with NICD 

it rather ties to translation co-activators, for example, engineer 

like protein (MAML), prompting the interpretation of a scope 

of Notch target qualities, for example, those of the Hes 

((hairyenhance of split) and Hey (Hairy/Enhancer of spit related 

with YRPW theme) families, c-myc, NF-κB, p21, cyclinD1, 

and numerous different targets which stay to be completely 

described. Notch2 is encoded on chromosome 19p12 and is 

comprised of 34 exons encoded by a sum of 2471 amino acids. 

Notch2 is fundamentally like Notch1, yet, Notch2 flags less 

unequivocally than does Notch 1, and it additionally shows one 

of a kind useful movement with regards to liver, kidney, ovary, 

smooth muscle, T cell, and B cell advancement. Notch2 quality 

soundness is basic all together for a living being or a cell to 

grow regularly. Changes prompting overactive Notch2 

movement can bring about fundamental issues normal for 

alagille and hajdu-Cheney disorder, including cardiovascular 

deformities, ceaseless cholestasis, polycystic kidneys, 

osteoporosis, skeletal contortions, and neurological challenges 

 


