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Abstract

Objective: To investigate the role and mechanism of the antioxidant ergothioneine (EGT) in the
progression of acute kidney injury to chronic kidney disease (AKI-CKD). Methods: An AKI-CKD
model was established through repeated intraperitoneal injections of low-dose cisplatin. Subsequent-
ly, AKI-CKD mice were treated with EGT via either drinking water administration or intraperitoneal

injection. The distribution of EGT in various organs was examined in each group of mice. Renal histo-
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pathological damage, liver and kidney injury indices, and the expression of NRF2 protein and its
downstream antioxidant enzymes were determined in each group of mice. Results: In EGT -treated
mice, EGT was mainly enriched in the liver, with a small amount detected in the kidney. AKI-CKD
mice exhibited elevated levels of blood creatinine, blood urea nitrogen, urinary albumin/creatinine ra-
tio, alanine aminotransferase, and aspartate aminotransferase, along with tubular injury and tubuloint-
erstitial fibrosis. After EGT intervention in drinking water administration and intraperitoneal injection
modalities, the above indicators were significantly corrected. Additionally, EGT intervention in AKI-
CKD mice, via both drinking water administration and intraperitoneal injection, promoted NRF2 nu-
clear translocation and activated the expression of antioxidant protective genes. Conclusion: EGT de-

lays AKI-CKD progression by promoting nuclear translocation of NRF 2 protein and activating the ex-
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pression of its downstream antioxidant genes in renal tissues of AKIF=CKD mice.
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