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Effect of SIRT6 Silencing on Stemness Maintaining of

Hepatic Cancer Stem Cells

LIU Qing-gui,SU Jing, CHEN Jia-jia, CHEN Fei, YANG Tao,XIANG Gui-qiyang,
WANG Min-jun

(Naval Medical University(Second Military Medical University),Shanghai 200433, China)

Abstract: [ Purpose ] To investigate the role of sirtuins6 (SIRT6) on the stemness maintaining of
hepatic cancer stem cells. [ Methods |Liver cancer stem cells (LCSCs) in human hepatocellular car-
cinoma cell lines were identified with Lv-Pnanog-GFP model. The expression of SIRT6 in purified
LCSCs was detected by Western blot and immunocytochemistry method. Lentivirus of SIRT6-spe-
cific siRNA was packaged and transfected into LCSCs, the expression of SIRT6 in LCSCs was de-
tected by Western blotting. Real-time PCR was used to detect mRNA expression of hepatic cancer
stem cells stemness markers (Nanog, OCT4,CD13,SOX2, EpCAM and CD44) in LCSCs,immuno-

cytochemistry method was used to detect the protein expression of EpCAM. The proliferation ability
of LCSCs was investigated by EdU cell proliferation kit and cell counting kit-8 ,and the self-renew-
al ability of LCSCs was investigated by colony formation assay and sphere formation assay. The
SA-B-Gal assay was used to evaluated the senescence of LCSCs. [Results] The expression of
SIRT6 in LCSCs was significantly higher than that in non-LCSCs. Real-time PCR revealed that the
expression of genes involved in stemness(Nanog, OCT4,CD13,S0X2, EpCAM, CD44) was signifi-
cantly decreased when SIRT6 was knockdown by shRNA. Immunocytochemistry displayed that the
EpCAM protein was downreguated compared with control. In addition, EAU incorporation assay and
CCKS8 assay revealed that the proliferating LCSCs were significantly decreased in SIRT6 silencing
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(P<0.05). Consistently ,SIRT6 knockdown inhibited the self-renewal ability of LCSCs,the rate of
colony formation and the percentage of sphere formation was markedly decreased compared to
shSerambled control (P<0.01). Moreover,the SA-B-Gal activity was markedly enhanced (P<0.01).
[ Conclusion ] SIRT6 is upregulated in LCSCs. SIRT6 knockdown can suppress the expression of
stemness-related makers, inhibit the growth of LCSCs and downregulate self-renewal ability by in-

ducing cellular senescence.

Key words: histone deacetylase ; SIRT6; hepatic cancer stem cells ; Nanog; stemness ; senescence
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Figure 1 LCSCs identification and the expression of SIRT6 in LCSCs
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Figure 2 The efficiency of SIRT6 knockdown by shRNA
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Figure 3 Effects of SIRT6 silencing on mRNA and protein expression of stemness markers in LCSCs
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Figure 5 Effects of SIRT6 silencing on sphere formation and clone formation ability of LCSCs
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Figure 6 SIRT6 silence promoted cellular senescence in liver cancer stem cells
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Preliminary Study on Precise Staging of Rectal Cancer Stage

T, ; Based on Quantitative Analysis of MRI Texture Features
WANG Bin-jie',ZHOU Yan-ru®,JIANG Ao-tian', WANG Chang-fu', LI Chang-bo', YANG

Xiao-hui*,ZHANG Lan?

(1. Huaihe Hospital and Research Institute of Medical Image , Henan University , Kaifeng 475000, China;
2. The Fist Affiliated Hospital of Henan University of Traditional Chinese Medicine ,Zhengzhou 450000,
China;3. School of Mathematics and Statistics , Henan University, Kaifeng 475000, China)

Abstract: [Purpose | To investigate the quantitative analysis of MRI texture features in differentiating
heterogeneity and precisely staging for rectal cancer stage T, ;. [Methods] Clinical and imaging data of
15 patients with stage T, ; rectal cancer confirmed by postoperative pathology ,who underwent rectal high
-resolution MRI scan two weeks before operation,were retrospectively analyzed. The images which were
more satisfied with the axial T,WI were selected ,and 41 images were selected in 8 stage T, cases and 40
images were selected in 7 stage T; cases. By MaZda software , the region of interest(ROI) of the lesion was
delineated for extracting the texture features. The mutual information (MI), Fisher coefficient(Fisher),and
classification error probability combined with average correlation coefficients (POE+ACC) were provided
by the software. The Fisher, POE+ACC and MI,and FPM(combination of Fisher, POE+ACC and MI) were
used for screening texture features,then 30 texture features were obtained. Nonlinear classification analy-
sis(NDA) was used for classifying 81 samples. Three optimal features were screened by the methods of
BW (between-category to within-with-the-sums, BW) and DCA (decision curve analysis, DCA),then com-
paring the differences of the result. The diagnostic efficacy of three single features,and their combination
was analyzed by using binary Logistic regression and ROC curve. [Results ] The accuracy of image clas-
sification in 81 samples was 92.6%. The sensitivity of T, image as negative group and T; image as posi-
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