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assay and Transwell assay. Results The results of database analysis showed that UROC1 was generally downregu—
lated in HCC tissues and patients in the UROC1 low-expression group had a worse prognosis. Immunohistochemi—
cal staining and scoring qPCR and Western blot experiments verified the low expression of UROCI in HCC. Im-
munohistochemical staining of tumor tissues with different differentiation levels demonstrated that the poorer the dif-
ferentiation of HCC tissues the lower the expression level of UROCI. CCK-8 colony formation and EdU assays
suggested that overexpression of UROCI inhibited the proliferation of HCC cells. The results of scratch and Tran—
swell assays showed that overexpression of UROCI inhibited the migration of HCC cells. However the results of the
above experimental phenotypes after active site mutation converged with those of the control group. Conclusion
UROCI is lowly expressed in HCC tissues and overexpression of UROC1 in HCC cells may inhibit the ability of
cell proliferation and migration.
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NDRG1 enhances Sorafenib resistance in hepatocellular

carcinoma through ERK pathway
Song Bojiao' Sun Beicheng' *
( 'Dept of Hepatobiliary Surgery Nanjing Drum Tower Hospital Clinical College of Nanjing
University of Chinese Medicine Nanjing 210008; *Dept of Hepatobiliary ~Pancreatic and
Transplantion Surgery The First Affiliated Hospital of Anhui Medical University Hefei 230022)

Abstract Objective To investigate the effect of N-myc downstream regulatory gene 1 ( NDRG1) on Hepatocellu—
lar carcinoma ( HCC) and whether NDRGI affects the sensitivity of HCC to Sorafenib. Methods The expression
level of NDRG1 in HCC was predicted by TCGA database and verified by Western blot( WB) and Immunohisto—
chemistry( IHC) . NDRGI1 knockout cell lines were constructed followed by cell counting kit-8( CCK-8) EdU
cell scratches and Transwell experiment to investigate the effects of NDRG1 and its combination with Sorafenib on
the proliferation migration and invasion of HCC cells. In addition flow cytometry was used to detect the apoptosis
of HCC cells. The effect of NDRG1 and Sorafenib on HCC tumor formation was studied in vivo by subcutaneous
tumor bearing in nude mice. WB and IHC were used to determine the pathway regulating the sensitivity of HCC to
Sorafenib. Results WB and THC confirmed that NDRG1 is highly expressed in HCC consistent with the results of
TCGA data. Tumor functional experiments showed that NDRG1 knockout or Sorafenib stimulation weakened the
proliferation migration and invasion ability of HCC cells and increased tumor cell apoptosis. However NDRGI
knockout combined with Sorafenib further weakened the proliferation migration and invasion ability of HCC cells
and further increased tumor cell apoptosis ( P <0. 000 1) . Mouse subcutaneous tumor model showed that NDRGI
knockout or Sorafenib stimulation reduced the tumor volume and quality while NDRG1 knockout combined with
Sorafenib further reduced the tumor volume and quality( P <0.000 1) . The WB and THC results indicated that
NDRG1 knockout combined with Sorafenib could reduce the phosphorylation level of Erkl/2. Conclusion
NDRGTI is highly expressed in HCC  which promotes the proliferation migration and invasion of HCC cells and
restricts apoptosis. NDRG1 knockout enhances HCC sensitivity to Sorafenib by reducing ERK signaling pathway
phosphorylation.
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