Intestinal epithelial cell EphB4 increases lipid absorption by promoting IL-22 secretion 
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Introduction. Obesity is a global health problem. There are various factors that contribute to obesity, including diet, genetics, and lifestyle. The fundamental issue is that the intake of energy, particularly from lipid-related substances, exceeds its expenditure, leading to excessive fat accumulation in the body. 
Aims. EphB4 in the intestine, particularly in the proximal small intestine, is upregulated in response to diet-induced obesity. This study focuses on how intestinal EphB4 contributes to the regulation of glucose and lipid metabolism during obesity development and its molecular mechanisms affecting intestinal lipid absorption.

Methods. To investigate the role of EphB4 in intestinal glucose and lipid metabolism, we created EphB4 intestinal epithelial-specific knockout mice. These mice were then subjected to a high-fat diet to induce obesity. We analyzed the regulatory effects of intestinal EphB4 on obesity and glucose-lipid metabolism using methods such as Western blot, ELISA, and real-time quantitative PCR to explore the underlying molecular mechanisms.
Results. Intestinal epithelial-specific knockout of EphB4 can inhibit the onset of obesity induced by a high-fat diet, reduce serum lipid levels, and improve glucose metabolic homeostasis. Further studies indicate that EphB4 mediates interactions between intestinal epithelial cells and immune cells, regulates the secretion of IL-22, and thereby affects intestinal lipid absorption, contributing to the regulation of glucose and lipid metabolism.
Discussion. The results of this study demonstrate that EphB4 in the intestine regulates intestinal lipid absorption. Combined with our previous findings that EphB4 in the liver is involved in insulin resistance induced by high insulin levels, these results suggest that EphB4 has potential as a target for therapeutic intervention in glucose and lipid metabolism disorders.
