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[Abstract] Objective: To evaluate the effect of Jianpi Gushen Huayu decoction (JPGS) in the treatment of
diabetic kidney disease and to explore the mechanism from the oxidative stress and inflammatory mediated by
sirtuin—6 (SIRT6)/ nuclear factor—erythroid 2 related factor 2 (NRF2) pathway. Methods: After one week of
adaptive feeding, 60 C57BL/6] mice were randomly divided into normal group (n=50) and modeling group (n=50).
Rats were given maintenance feed in normal group, while carbohydrate and high fat diet (HFD) in modeling
group for 8 weeks. After 8 weeks, mice in modeling group were received intraperitoneal injection of STZ for
modeling. The successfully modeled mice were randomly divided into model group, SIRT6 agonist group, low—dose
JPGS group, medium-dose JPGS group, and high—dose JPGS group, 10 mice in each group. Kit was used to
determine 24-h urine protein quantification (24 h-UP(Q)), serum creatinine (Cr) and urea nitrogen (BUN) in mice.
Hematoxylin—eosin and Masson staining were performed on the same part of the kidney. The malondialdehyde
(MDA), superoxide dismutase (SOD), glutathione peroxidase (GSH-Px), reactive oxygen species (ROS), IL-1{,

IL-6 and TNF-a in kidney tissue were measured by kits. Western blotting was used to detect the expression of
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SIRT&/NRF2 pathway—related factors [SIRT6, NRF2, HO-1, GCLC, NQO1], and RT-qPCR was used to detect
the expression of GCLC mRNA, NQO1 mRNA, SOD1 mRNA, and GPX1 mRNA. Results: JPGS reduced Cr, BUN,
24h-UPQ), attenuated renal histopathological injury, decreased MDA and ROS levels, enhanced SOD and GSH-Px
activities, lowered IL-1B, IL-6, and TNF-a levels, elevated the expression levels of SIRT6, NRF2, HO-I,
GCLC, and NQOI, and increased expression of GCLC mRNA, NQO1 mRNA, SODI mRNA and GPX1 mRNA

in mice of diabetic kidney disease. Conclusion: JPGS can inhibit oxidative stress and inflammatory by activaling

SIRT6/NRF2 pathway lo alleviate DKD kidney injury.
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