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Clinical Significance and Mechanism of miR-181b—5p Targeting to Regulate SPP1 Overexpression

in Hepatocellular Carcinoma
YANG Meng-tao,WANG Ting,DU Wei,ZHU Shuang—jing, DING Zhen
(Department of Hepatobiliary Surgery,Chaohu Hospital of Anhui Medical University,Chaohu 238000,Anhui,China)
Abstract: Objective To investigate the relationship between miR-181b—5p and secreted phosphoprotein 1 (SPP1) and the expression, clinical
significance and mechanism of SPP1 in hepatocellular carcinoma.Methods First, the first 25 genes overexpressed in hepatocellular carcinoma were
screened from the Ualcan database, and the SPPl gene was selected as the research object. The expression of SPP1 protein in hepatocellular
carcinoma and normal liver tissues was obtained from HPA database, and its localization in hepatocellular carcinoma cells was confirmed by
immunofluorescence. The relationship between SPP1 expression and survival and prognosis of patients with hepatocellular carcinoma was analyzed by
Kaplan—Meier plotter database. The miRNAs targeting SPP1 gene were obtained from ENCORI database, and miR-181b—5p with the most sufficient
evidence was selected as the research object. Uclcan database was searched to obtain the expression of miR-181b-5p in hepatocellular carcinoma. At
the same time, the relationship between survival and prognosis of patients with hsa-miR-181 b overexpression in hepatocellular carcinoma was
determined in the Kaplan—Meier plotter database. The gene interaction map of SPP1 was obtained by GeneMANIA database, and the co—expressed
genes were screened out. Functional enrichment analysis was performed by Metascape database to predict the main function of SPP1 in hepatocellular
carcinoma cells. Finally, chemicals that can affect hepatocellular carcinoma and SPP1 were retrieved from the CTD database.Results The top 25
differentially overexpressed genes in hepatocellular carcinoma were screened out in the Ualcan database, which were GPC3, LCN2, SPP1, UBE2 C,
PTTG1, SFN, MDK, UBE2T, CCNB1, AKRIB10, NDUFA4L2, NT5DC2, PLVAP, G6PD, PDZK1IP1, CENPW, SPARCL1, SPINK1, UBD, THYI,
PTP4A3, TK1, TACC3, GMNN, STMNI. Compared with normal liver tissues, SPP1 was highly expressed in hepatocellular carcinoma and pan-
carcinoma tissues (P<0.05). Immunohistochemical analysis showed that SPP1 was highly expressed in hepatocellular carcinoma tissues and less
expressed in normal liver tissues. Immunofluorescence analysis showed that SPP1 was mainly distributed in the subunit Golgi apparatus of
hepatocellular carcinoma cells. In patients with hepatocellular carcinoma, has—miR—181b-5p was positively correlated with SPP1 (1=0.171, P=9.85e-04).
Survival curve analysis showed that the survival period of hepatocellular carcinoma patients with high expression of SPP1 and high expression of miR-

181b-5p was shortened (P<0.05). Functional enrichment analysis showed that the main functions of SPP1 were affecting cell processes, signal
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transduction, developmental processes, biological processes of interaction between organisms, viral processes, cell activities, localization, stimulus

response, multicellular processes, metabolic processes, immune system processes, positive regulation of biological processes, regulation of biological

processes, negative regulation of biological processes and other biological processes. There were 34 chemical substances that interact with SPP1, of

which 31 chemical substances could promote SPP1 expression, 2 chemical substances could inhibit its expression, and the specific effect of 1

chemical substance was not clear.Conclusion miR-181b—-5p promotes the progression of hepatocellular carcinoma by targeting and regulating the

expression of SPP1 gene. At the same time, it is found that a variety of chemical substances can play a role in the development of hepatocellular

carcinoma by affecting the expression of SPP1.
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