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Mechanism of osthole mediated Toll-like receptor 4/nuclear factor-kB pathway in regulating
immune system inhibition of tumor cell proliferation and migration in renal carcinoma mice
Wang Chen,Zang Chunguang. Department of Nephrology ,Wuhan Red Cross Hospital ,Wuhan 430000, China

[ Abstract] Objective To investigate the mechanism of osthole mediated Toll-like receptor 4/nuclear
factor-kB ( TLR4/NF-kB) pathway to regulate immune system and inhibit tumor cell proliferation and
migration in renal carcinoma mice. Methods The mouse model of renal carcinoma was established by
subcutaneous injection of human renal carcinoma cell line 786-0. Forty-five model mice were randomly
divided into model group,osthole group and osthole + AX0-102 group,with 15 mice in each group. Osthole
group was intragastrically administered with osthole( 100 mg/kg) ,osthole + AXO-102 group was intragastrically
administered with osthole (100 mg/kg) + AX0-102 (50 ng/kg) , and model group was intragastrically
administered with the same volume of normal saline for consecutive 20 days. The tumor volume and quality
of the three groups were compared. Immunohistochemical staining was used to detect Ki-67 protein expression
level, Western blotting was used to detect relative protein expression level, flow cytometry was used to
detect T cell subsets, RT-qPCR was used to detect relative mRNA expression level of TLR4 and NF-kB in
tumor tissues,and comparison was performed. Results Tumor volume, mass, mRNA and protein expres-
sion levels of Ki-67, MMP2, MMP9, TLR4 and NF-kB in osthole group and osthole + AX0-102 group
were significantly lower than those in model group,and osthole + AXO0-102 group was significantly lower
than that in osthole + AX0-102 group(P <0.05). The expression level of CD4 * T lymphocyte and the
ratio of CD4*/CD8 " T lymphocyte expression level in osthole group and OSthole + AX0-102 group were
significantly higher than that in model group,and osthole + AX0-102 group was significantly higher than
that in osthole group (P <0.05). Conclusion Osthole may inhibit the growth and migration of renal
cancer cells by regulating TLR4/NF-kB, and alleviate and improve immunity.

[Key words] Renal cancer; Osthole; Toll-like receptor 4/nuclear factor-kB pathway; Immunity;
T lymphocytes
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