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Abstract: Objective To investigate the effect and mechanism of Erjing Formula on cisplatin-induced acute kidney injury (AKI) in
mice. Methods Fifty SPF-grade C57BL/6J mice were randomly divided into a control group, a model group, and low-, medium-,
and high-dose Erjing Formula groups (335, 670, and 1 340 mg-kg™!, respectively), with 10 mice in each group. The mice were
administered ig for 20 d, and the control and model groups were given deionized water. On the 17th day, the model group and the

Erjing Formula groups were intraperitoneally (ip) injected with cisplatin (15 mg-kg™!) to induce AKI. After 72 h, blood and kidney
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tissues were collected. The kidney index was calculated. The levels of creatinine (CRE) and blood urea nitrogen (BUN) in serum were
determined by kits. The levels of malondialdehyde (MDA) and the activities of superoxide dismutase (SOD), reduced glutathione
(GSH), and catalase (CAT) in kidney tissues were measured. The levels of interleukin-1f (IL-1f) and tumor necrosis factor-a (TNF-a)
in serum, cystatin C (Cys-C), and kidney injury molecule-1 (KIM-1) in serum were detected by kits. The degree of kidney tissue
damage was observed by hematoxylin-eosin (HE) staining. The protein expressions of KIM-1, neutrophil gelatinase-associated
lipocalin (NGAL), Kelch-like ECH-associated protein 1 (Keap-1), nuclear factor erythroid 2-related factor 2 (Nrf2), heme oxygenase-
1 (HO-1), phosphorylated nuclear factor kB p65 (p-NF-kB p65), TNF-a, and IL-6 in kidney tissues were detected by Western blotting.
Results Compared with the model group, the mice in the Erjing Formula groups were more active, had increased food intake, and a
slower decrease in body weight. The kidneys were more red and the kidney index was significantly decreased (P < 0.05, 0.01). The
serum CRE levels in all dose groups were significantly decreased (P < 0.01), and the BUN levels in the medium- and high-dose groups
were significantly decreased (P < 0.01). The serum KIM-1 and Cys-C levels in all dose groups were significantly decreased (P < 0.05,
0.01, 0.001), and the serum IL-1p and TNF-a levels in the medium- and high-dose groups were significantly decreased (P < 0.05, 0.01,
0.001). The MDA content in the kidneys of the medium- and high-dose groups was significantly decreased (P < 0.05, 0.01), and the
activities of GSH and CAT in all dose groups were significantly decreased (P < 0.05, 0.01), while the SOD activity in the high-dose
group was significantly decreased (P < 0.01). The structure of kidney tissues in all dose groups was improved, and the renal tubular injury
score was significantly decreased (P < 0.01, 0.001). The medium- and high-dose groups significantly downregulated the protein levels of
KIM-1, NGAL, Keap-1, p-NF-kB p65, IL-6, and TNF-a, and significantly upregulated the protein levels of HO-1 and Nrf2 (P < 0.05,
0.01, 0.001). Conclusion Erjing Formula has a significant protective effect on cisplatin-induced AKI in mice, and its mechanism is
mainly achieved through dual pathways: on the one hand, it activates the Keap-1/Nrf2/HO-1 pathway to enhance antioxidant capacity,
clear reactive oxygen species (ROS), and repair mitochondrial damage; on the other hand, it inhibits the phosphorylation of NF-kB p65
and the release of pro-inflammatory factors, breaking the "oxidative stress-inflammation" vicious cycle.
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Fig.2 Effect of Erjing Fang on biochemical indicators in cisplatin-induced AKI mice ( X *s, n=10)
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Fig. 4 Effect of Erjing Formula on renal antioxidant capacity in cisplatin-induced mice ( X s, n=10)
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Fig. 5 Effect of Erjing Formula on renal pathological changes of cisplatin-induced mice ( X *s, n=3)
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Fig. 6 Effect of Erjing Formula on KIM-1 and NGAL proteins expression in cisplatin-induced mice ( X s, n=3)
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