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I. Abstract Body (up to 250 words)
Gastric cancer(GC) is one of the most frequent malignant diseases. It is the third common cause of cancer-related deaths throughout the word. Despite advances in treatment, the clinical outcome of GC patients remains poor.

The notch signaling pathway is known to regulate many cellular processes. The interaction of ligands would result in cleavage of receptors and release of Notch intracellular domain(NICD) in to plasma which initiates expression of targeted genes. Delta-like ligand 4(Dll4) is one of the ligands that regulate notch pathways. Studies have indicated that Dll4 expression highly correlates with tumor angiogenesis and metastasis.

Vascular endothelial growth factor(VEGF) is an important signaling protein involved in vasculogenesis and angiogenesis. VEGF has been shown to stimulate endothelial cell mitogenesis and cell migration.

Dll4 and VEGF pathways play a critical role in angiogenesis and tumor growth. Moreover, there are researches that VEGF and Dll4 pathways interact and regulate each other in the process of angiogenesis and growth in many tumors. But few studies have shown the expression and effect of both pathways.
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In this study, we selected gastric cancer cell line by screening the expression of Notch signaling mRNA and protein. Next, we used antibodies that block Dll4 or Dll4/VEGF to confirm their role and effect, in vitro, including proliferation, migration, invasion, stemness. Furthermore, we studied the effect of these pathways in vivo. From these data, dual inhibition of Dll4 and VEGF shows a greater effect than single inhibition. Regulation of Dll4 and VEGF is a considerable approach for gastric cancer therapy.
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