Genestein reduces PD1/PDL1 expression in IgA nephropathy induced rats.
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Introduction
IgA nephropathy (IgAN), commonly referred to as Berger’s disease, represents the most widespread type of inflammation-associated glomerulonephritis globally, impacting a considerable number of people and possibly influencing health systems around the world. Existing therapies are largely aimed at reducing the progression of the disease by the use of immunosuppressant drugs. However, these drugs come with substantial adverse effects when they are used for a considerable amount of time (Barratt J et.al. 2006).

Aim and Objective
In this research, we examined the effectiveness of Genestein, a type of bioflavonoid, in alleviating inflammation and fibrosis in a rat model of IgA nephropathy (IgAN) and also study the impact of PD1/PDL1 signaling pathway in IgA Nephropathy.

Method
A total of thirty Sprague Dawley rats were randomly assigned to control, IgAN, and treatment groups, with the treatment group receiving Genistein following the induction of IgAN. The disease model, induced by bovine serum albumin,carbon tetrachloride and lipopolysaccharides.

Results
The treatment with Genistein in the animals resulted in a significant reduction in albumin levels and red blood cell count in urine, a reduction in Blood urea nitrogen and serum creatinine in blood after 4 weeks of treatment was also observed indicating a decrease in kidney damage. There was no notable effect on SGOT or SGPT levels, suggesting no hepatotoxicity after genistein therapy. Histopathological analysis showed that the average glomerular diameter was preserved in the treatment group whereas it significantly decreased in the induced group.  Additionally, immunofluorescence and ELISA tests indicated an increase in PD1/PDL1 levels whereas decrease in proinflammatory markers like IL-6 and profibrotic TGF-β markers in the treated rats, implying that genistein may possess renoprotective properties.

Discussion and Conclusion
Our findings indicate that Genestein may serve as a promising therapeutic agent for IgAN, as it appears to reverse the parameters of IgA nephropathy.It may be safe to state that after the experimental procedure  genistein tends to reduce inflammation and fibrosis and thereby alleviate the progression of IgA nephropathy. Elevation of PD1/PDL1 in the nephrons suggests that these cells can evade the immune and inflammation mediated destruction which ultimately preserves the renal architecture and reduces symptoms of IgA nephropathy. However additional studies are necessary to determine the long-term efficacy and safety profile of the drug.
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