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(Abstract] Objective To investigate the effect of Aidi injection combined with gemcitabine and cisplatin chemotherapy on

Nrf2 signaling pathway in Lewis lung cancer mice. Methods Forty Lewis lung cancer model in mice were established, which were
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randomly divided into five groups: model group was given normal saline (0.1 ml/10 g) every day. GP chemotherapy group was given
cisplatin 5 mgkgt+gemcitabine 50 mgkg. On the basis of GP chemotherapy group, the low—dose, medium—dose and high—dose groups
were given 0.05 ml/10 g, 0.1 ml/10 g 0.2 ml/10 g Aidi injection respectively. Cisplatin was given every 5 days, and gemcitabine
was given every 7 days for 14 days. The general activity of the mice was observed and the weight and the change of the tumors
volume in mice were recorded. The expression level of IL-6 was detected by ELISA, and expression of key proteins in Nrf2
signaling pathway were detected by immunohistochemical staining, the pathological changes of the major organs and the tumors in
mice were tested by HE staining, Results (1) After 14 days of treatment, the body weight of mice in each treatment group was decreased in
different degrees compared with model group in 0-5 days. With the extension of experimental time, the body weight of mice in
low—dose, medium—dose and high—-dose groups began to increase, while the body weight of mice in GP chemotherapy group showed
a downward trend in the later stage. Compared with the model group, tumor volume of each treatment group was significantly
reduced (P<0.01), and tumor weight of each treatment group was significantly reduced (P<0.001), the medium—dose group had the
highest tumor inhibition rate, followed by the high—dose and low—dose groups, and the GP chemotherapy group showed the lowest
tumor inhibition rate. (2) Compared with the model group, the index of spleen and thymus in GP chemotherapy group decreased
significantly (P<0.05), compared with GP chemotherapy group, the index of spleen and thymus in low—dose, medium—dose and high—
dose groups increased significantly (P<005). 3) Compared with model group, the expression of IL-6 in each group decreased significantly
(P<0.05). Compared with GP chemotherapy group, the expression of IL-6 in the medium—dose group decreased significantly (P<0.05).
(4) Compared with model group, the damage of liver and kidney organs caused by GP chemotherapy could be improved by Aidi
injection, and tumor cells could be killed with GP chemotherapy. (5) Compared with model group, the expression levels of Nif2,
NQO1, GSTA1 and HO-1 protein in GP chemotherapy group were higher than those in model group (P<0.05). Compared with GP
chemotherapy group, the expression levels of Nrf2, NQO1, GSTA1 and HO-1 protein in low—dose, medium—dose and high—dose
groups decreased (P<0.05). Conclusion Aidi injection combined GP chemotherapy could play the role on reducing toxicity and
increasing efficacy through intervening Nif2 signaling in anti-Lewis lung cancer.
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