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GP73 regulates oxaliplatin resistance through EMT in hepatocellular carcinoma
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Abstract: Objective To investigate whether GP73 affects oxaliplatin resistance of hepatocellular carcinoma through EMT. Methods
qPCR and Western blot were used to detect expression of GP73 in adjacent normal tissues and HCC tissues. Western blotting was
used to detect the expression difference of GP73 in SMMC7721, BEL-7404 and HepG2 cell lines. OXA resistant cell was
established by long term and low dose OXA incubation. MTT assay was used to detect the effect of OXA (2, 4, 8, 16, 32 umol/L) on
the activity of non-resistant and resistant cells and evaluate the establishment of OXA acquired resistant cell lines. Western blotting
was used to detect the expression of GP73, EMT markers N-cadherin, Vimentin and E-cadherin in non-resistant and OXA resistant
cells. GP73 were knocked down and overexpressed by siRNA/plasmid transfection in OXA resistant HepG2 cell. MTT assay was
used to detect the effects of oxaliplatin (2, 4, 8, 16, 32 umol/L) on the activity of drug-resistant cells before and after GP73
interference. Western blotting was used to detect the expression of GP73, EMT markers N-cadherin. Vimentin and E-cadherin.
Results Compared with adjacent tissues, the mRNA and protein levels of GP73 were significantly up-regulated in liver cancer
tissues (P < 0.05). Compared with SMMC7721 and Bel-7404GP73 cells, the expression of GP73 was significantly higher in HepG2
cells (P < 0.05). The IC,, values of oxaliplatin against parents and drug-resistant cells were (12.03+£0.06), (19.26+0.04) pmol/L,
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respectively, respectively. After interfering with GP73, the inhibition rate of oxaliplatin on drug-resistant cells was increased, and

there were significant differences in 8, 16 and 32 pmol/L concentration groups (P < 0.05). Compared with parental cells, the protein

expressions of GP73, N-cadherin and Vimentin in drug-resistant cells were significantly up-regulated (P < 0.05), while the protein

expression of E-cadherin was significantly down-regulated (P < 0.05). After interference with GP73, the expression of Vimentin and

N-cadherin was significantly down-regulated, while the expression of E-cadherin was significantly up-regulated (P < 0.05). After

overexpression of GP73, the expression of Vimentin and N-cadherin were significantly up-regulated, while the expression of

E-cadherin was significantly down-regulated (P < 0.05). Conclusion GP73 can promote oxaliplatin resistance in human hepatoma

cells, and its mechanism may be related to regulating EMT.
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