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Inhibitory effects of Ginkgo biloba extract on renal inflammation in diabetic nephropathy model mice and
its mechanism

CHEN lJing"*, YANG Xiaoyi', CHEN Jing', SHAN Xin', WANG Jie', XU Huiqin*, LYU Zhiyang' (1. School of
Pharmacy, Nanjing University of Chinese Medicine Hanlin College, Jiangsu Taizhou 225300, China; 2. College
of Pharmacy, Nanjing University of Chinese Medicine, Nanjing 210023, China)

ABSTRACT OBJECTIVE To investigate the inhibitory effects of Ginkgo biloba extract (GBE) on renal inflammation in diabetic
nephropathy (DN) model mice, and its potential mechanism. METHODS KK/Ay mice were fed with high fat and high sugar to
induce DN model. They were divided into model group, positive control group [metformin 200 mg/(kg-d)], GBE low-dose and
high-dose groups [100, 200 mg/(kg-d)], with 6 mice in each group. Six C57BL/6] mice were fed with a regular diet as the control
group. Administration groups were given relevant liquid intragastrically, control group and model group were given constant volume
of normal saline intragastrically, once a day, for 8 consecutive weeks. The body weight, fasting blood glucose, 24-hour food
intake, 24-hour urine output, monocyte chemoattractant protein-1 (MCP-1), interleukin-12 (IL-12), IL-10, advanced glycation

end products (AGEs), blood urea nitrogen (BUN) and serum creatinine (Scr) of mice were measured, and the ratio of bilateral

kidneys to body weight was also calculated. The pathological
ABEETE LI5% R i TR 3 F2 0 G351 H (No. S5 HU b

. . injury and fibrotic changes of the renal cortex were observed,
(2021011 5 5 TT348 T B 25 RHE K TR 1 5 H (No.YB2020108) 51T

AR T e SRR ARBO WRST T 130 H (No.22KIB360014) ; and the expressions of macrophage polarization marker
YL K2R RN ZR 10 37 3505 H (No.202313981005Y ) ; Z8 proteins [type M1: inducible nitric oxide synthase (iNOS) ;
TR T (22 KR H (No. SSF20220004) type M2: arginase-1 (Arg-1)] and AGEs-the receptor of

* E—EE AR, M. BRSO N 25 P E-mail:
pharm_chenjing@163.com
4 BIEIEE BIEUZ . BFGC T 25 R LA 2 R s T family member A (RhoA)/Rho-associated coiled-coil forming

advanced glycation end products (RAGE)/Ras homolog gene

. E-mail : lvpharm@163.com protein kinase (ROCK) signaling pathway-related proteins
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were determined in renal cortex. RESULTS Compared with the model group, the symptoms such as renal cortical hyperplasia,
vacuoles, infiltration of inflammatory cells, and renal cortical fibrosis had been improved in GBE low-dose and high-dose groups;
body weight, serum level of IL-10, the expression of Arg-1 in the renal cortex were significantly higher than model group (P<<
0.01); fasting blood glucose, 24-hour food intake, 24-hour urine output, serum levels of MCP-1, IL-12, BUN, Secr and AGEs,
the ratio of bilateral kidneys to body weight, renal injury score, the proportion of renal interstitial fibrosis, the protein expressions
of iNOS, RAGE, RhoA and ROCK1 (except for GBE low-dose group) in renal cortex were significantly lower than model group
(P<<0.01). CONCLUSIONS GBE could improve kidney damage and alleviate inflammatory response in DN model mice, the
mechanism of which may be related to inhibiting the AGEs-RAGE/RhoA/ROCK signaling pathway and regulating macrophage
polarization.

KEYWORDS Ginkgo biloba extract; diabetic nephropathy; inflammation; macrophage polarization; AGEs-RAGE/RhoA/ROCK

signaling pathway
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