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Deacetylase SIRT6 promotes proliferation and migration of renal
cancer cells by activating PI3K-AKT pathway

Li Tianyu' Wang Xin® Zhang Sen' et al
( 'Dept of Nephrology *Dept of Urology The Second Affiliated Provincial Hospital of
Anhui Medical University Hefer 230601)

Abstract Objective To investigate the effect of SIRT6 on the proliferation and migration of renal cancer cell lines
ACHN and 786-0. Methods Immunohistochemistry was used to detect the expression of SIRT6 in renal cell carci—
noma and adjacent tissues; Western blot was used to detect the expression levels of kidney cancer cell line SIRT6
and related downstream signaling pathway molecules; SIRT6-siRNA transfection and SIRT6 specific inhibitor OSS_
128167 were used to treat ACHN cells  Scratch test and Tetramethylazazole blue test were usedto observe the pro—
liferation and migration ability of treated ACHN cells and Western blot was used to detect changes in downstream
related signal pathways. Results The results of immunohistochemistry and Western blot showed that the expression
of SIRT6 in renal cancer tissues was significantly higher than that in adjacent tissues. Compared with normal renal
tubular epithelial cells HK2 the expression of SIRT6 in renal cancer cell line ACHN significantly increased. After
transfection of ACHN with SIRT6-siRNA the expression of SIRT6 was significantly reduced. Scratch test and MTT
showed that the proliferation and migration ability of ACHN cells was reduced. After OSS_128167 treatment of renal
cancer cell lines the deacetylation activity of SIRT6 decreased and the cell proliferation ability decreased. Con—
clusion The SIRT6 deacetylase can inhibit the proliferation and migration of renal cancer cells by down—<egulating
the PI3K-AKT pathway and may become a potential new target for drug therapy.

Key words SIRT6; renal carcinoma cell; ACHN; 786-0; OSS_128167; migration; proliferation
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OSCC. The expression of sigma- receptor was down-regulated by transfection of specific siRNA. Then the prolifer—
ation migration and invasion of OSCC cells after transfection were detected by CCK-8 and Transwell assay and the
expression level of voltage-gated sodium ion channels subtype Navl.5 in OSCC cells was detected by qRT-PCR and
Western blot. Results Immunohistochemical analysis showed that the expression of sigma- receptor was higher in
OSCC tissues than that in normal tissues. Western blot revealed that the sigma-l receptor was expressed in all four
OSCC cell lines. The results of GEPIA database analysis showed that the expression level of sigma- receptor was
negatively correlated with the overall survival rate of patients with OSCC. Immunocytochemistry and confocal mi—
croscopy showed that the sigma- receptor was mainly localized in the plasma membrane in CAL27 cells. CCK-8 a—
nalysis showed that the down-regulated expression of sigma- receptor reduced the proliferation of CAL27 cells
through its specific siRNA. Transwell analysis showed that the reduced expression of sigma- receptor significantly
inhibited the migration and invasion of CAL27 cells. In addition down-regulation of sigma- receptor expression
was found to inhibit the protein and mRNA expression levels of Navl. 5. Conclusion  sigma- receptor partici—
pates in the occurrence and development of OSCC promotes the proliferation migration and invasion of OSCC
cells and may be involved in the progression of OSCC by regulating the Navl.5.

Key words oral squamous cell carcinoma ; sigma- receptor; voltage—gated sodium ion channels; Navl.5



