Effect of Chronic Unpredictable Stress on M cells in Peyer’s patches. 
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Introduction. Mucosal surfaces act as the first line of immune defense through specialized lymphoid tissues like Peyer’s patches, where M cells sample luminal antigens. These cells trigger immune responses or tolerance and serve as entry points for pathogens (In-Park et al, 2023). Chronic stress may alter their expression, distribution, and function, impacting mucosal immunity responses (Alotiby, 2024). 
Aims. To determine the expression and distribution of M cells in the gut-associated lymphoid tissue of BALB/c mice subjected to Chronic Unpredictable Stress (CUS). To assess the effectiveness of the applied stress protocol through the determination of plasma corticosterone concentrations.
Methods. A model of chronic unpredictable stress in female BALB/c. Plasmatic corticosterone levels were measured using a commercial Enzyme Linked Immunosorbent Assay kit. M cells in Peyer’s patches were identified and quantified by immunohistochemistry for GP2. Activation and differentiation state was assessed by analyzing GP2 and TNFAIP2 protein expression through immunoblotting.  
Results. Chronic unpredictable stress significantly increased plasma corticosterone levels in BALB/c mice. Higher expression of GP2 (p=0.0118, t=4.393) and TNFAIP2 (p=0.001, t=8.542) and increased numbers of M cells were observed in Peyer’s patches compared to controls.
Discussion. Chronic unpredictable stress modulates gut mucosal immunity by increasing M cell expression, differentiation, and activation rates in Peyer’s patches follicle-associated epithelium. However, further studies are needed to determine whether the outcome heightens susceptibility to infections or improve resistance to infections.           
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