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via the downregulation of Yes—elated proteins in patient-derived gastric cancer cells. Methods Patient-derived
gastric cancer cells were obtained via the trypsin digestion of clinical gastric cancer tissues and incubation. The
cells were divided into normal group low glucose control group and WZB117 treatment group. Afterwards qRT-
PCR was used to detect the expression levels of stemness—related genes ( Nanog oct-4 and sox2) invasion—related
genes matrix metalloproteinase2 ( MMP2) and matrix metalloproteinase-9 ( MMP-9)  and apoptosis—related genes
( Bcl2 bax and Cyt-C) . Western blot was applied to determine the expression levels of YAP metabolism-related
proteins hexokinase 2 ( HK2) and pyruvate kinase M2 subtype ( PKM2) and activated cysteine-containing aspartate
proteolytic enzyme 3 ( Cleaved Caspase3) . Thiazolyl blue ( MTT) plate clone scraich test Transwell and kit
were performed to measure the cell proliferation clone formation migration invasion and content of adenosine
triphosphate ( ATP) and lactic acid respectively. Results After WZB117 cultured cells the YAP expression lev—
el was significantly lower than that of the normal group and the low glucose control group( P <0.05) and that of
stemness—related genes ( Nanog oct4 and sox2) and cell proliferation clone formation invasion and migration
were also lower ( P <0.05). The levels of Cleaved Caspase3 and apoptosis in group treated by WZB117 were
higher than those in control groups ( P <0.05) and the expression level of Bcl2 decreased with the increase of
WZB117 concentration ( P <0.05) and the expression levels of Bax and CYT-C increased with the increase of
WZB117 concentration ( P <0.05) . The content of ATP and lactic acid in supernatant and the protein expression
levels of HK2 and PKM2 were lower than those in control groups. Conclusion WZB117 can down regulate the ex—
pression of Yap HK2 and PKM2 in gastric cancer cells inhibit glycolysis and reduce ATP level.
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Abstract Objective To investigate the effect of inhibiting proprotein convertase subtilisin/kexin type 9 ( PCSK9)
on the calcification of human aortic endothelial cells ( HAEC) induced by dexamethasone combined with L-ascorbic
acid and B-glycerophosphate. Methods Different concentrations (0 10 30 50 mmol/L) B glycerophosphate +

50 pg/ml L-ascorbic acid + 100 nmol/L dexamethasone were used to stimulate HAEC and the optimal concentra—
tion was selected to induce cellular calcification. The mRNA and protein expression of PCSK9 in HAEC was veri—
fied. Small interfering RNA ( siRNA) was used to knock down the expression of PCSK9 in HAEC and cell calcifi—
cation was induced by the same conditions and the expression changes of PCSK9 and major calcification indexes in
HAEC were detected after PCSK9 knockdown. Alizarin red S staining was used to observe the calcification deposi—
tion in the cells. Results (1) When the B glycerophosphate concentration was 30 mmol /L. the mRNA and protein
expression levels of the main calcification indicators bone morphogenetic protein ( BMP) 2 BMP4 and Runt-related
transcription factor 2 ( RUNX2) in HAEC reached the peak and the effect of inducing calcification was the best;

(@ The mRNA and protein expression levels of PCSK9 significantly increased after HAEC calcification was induced;

@ Knockdown of PCSK9 expression in cells could significantly inhibit HAEC calcification induced in vitro the ex—
pression of calcification—related genes and proteins significantly reduced and the intracellular calcium salt deposi—

The expression of PCSK9 is related to the calcification level of HAEC.
Knockdown of PCSK9 can inhibit the calcification of HAEC induced by dexamethasone combined with ascorbic acid

tion significantly reduced. Conclusion

and B-glycerophosphate.
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