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Abstract: Objective To explore the intervention mechanism of different parts of Eremias multiocellata combined cisplatin (DDP)
on cisplatin-resistant model of gastric cancer in nude mice based on nuclear factor-kB (NF-kB)/SNAIL pathway. Methods Thirty-
six BALB/c nude mice were subcutaneously injected with MKN45/DDP cells suspension in the right armpit to establish a drug-resistant
model of gastric cancer. After successful modeling, mice were randomly divided into model group, DDP group, head + DDP group,
limbs + DDP group, trunk + DDP group and tail + DDP group, with six mice in each group. Except the model group, the other groups
were given corresponding drugs for four weeks. Drug resistance of MKN45/DDP cells were detected by MTT assay. The tumor volume
and tumor inhibition rate of each group were detected. HE staining was used to observe the pathological changes of tumor tissues in
each group. Immunohistochemical method was used to detect Mucin 1 (MUC1) expression in tumor tissues of each group. Western
blotting was used to detect expressions of NF-kB/SNAIL pathway related proteins, E-cadherin, P-glycoprotein (P-gp), multidrug

resistance-associated protein 1 (MRP1) and lung resistance protein (LRP) in tumor tissues of each group. TUNEL was used to detect
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the apoptosis of tumor tissue in each group. Results Compared with MKN45 cells, MKN45/DDP cells were relatively resistant to
cisplatin, its half inhibitory concentration (ICs0) and drug resistance index were 0.671 pg/mL and 1.973, respectively. Compared with
model group, tumor volume in each group was significantly reduced (P < 0.05), and the tumor inhibition rate in tail + DDP group was
the highest. The tumor cells were sparsely arranged, and the nuclei were reduced or ruptured to varying degrees. The expressions of p-
p65, SNAIL, P-gp, MRP1, LRP and MUCI protein in tumor tissues were significantly decreased (P < 0.05, 0.01), while E-cadherin
protein expression was significantly increased (P < 0.05, 0.01), and apoptosis rate was significantly increased (P < 0.05, 0.01), tail +
DDP group was the most obvious. Conclusion The combination of different parts of E. multiocellata with DDP can regulate NF-

kB/SNAIL pathway and reverse cisplatin resistance of gastric cancer in nude mice bearing tumor, and tail + DDP group has the best

sensitization effect.
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Fig.2 Effects of different parts of E. multiocellata on tumor volume and tumor inhibition rate of drug-resistant gastric cancer

model in nude mice (X + s, n=6)
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Fig. 3 Effects of different parts of E. multiocellata on pathological changes of tumor tissue in drug-resistant gastric cancer

model in nude mice (HE, x 200)
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Fig. 4 Effects of different parts of E. multiocellata on MUCI1 expression in tumor tissue of drug-resistant gastric cancer model

in nude mice (X £ s, n =6)
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Fig. 5 Effects of different parts of E. multiocellata on p65, p-p65, SNAIL, E-cadherin, P-gp, MRP1 and LRP protein

expressions in tumor tissue of drug-resistant gastric cancer model in nude mice (X + s, n =6)
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Fig. 6 Effects of different parts of E. multiocellata on apoptosis in tumor tissue of drug-resistant gastric cancer model in nude

mice (X +s,n=26)
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