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[Abstract] Objective To explore the correlation between Notchl expression and PD-L1 expression
in gastric cancer (GC) specimens, and to explore the role of this relationship in the sensitivity of GC cells to
T cell -mediated killing through in vitro experiments. Method From May 2020 to May 2021, 95 gastric
cancer tissue specimens (55 males and 40 females) were collected from Panjin Liaoyou Baoshihua Hospital
and the Department of Pathology of the Third Affiliated Hospital of Jinzhou Medical University. The expressions
of PD-LI and Notchl in 95 cases of gastric cancer were detected by immunohistochemistry. In vitro, sgRNA
lentivirus treatment was used to knock down Notchl expression in MGC—-803 cells, and they were divided
into MGC—-803 control group (Con) or MGC-803 Notchl knockdown group (KD). FACS was used to analyze
PD-L1 expression on cell surface. The interaction between PD-L1 and Notchl and the ubiquitination of PD-
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L1 were analyzed by immunoprecipitation, and the binding of PD-L1/PD-1 was determined by immunofluo-
rescence. The lentivirus treated MGC—-803 cells were co cultured with activated PBMC cells (1:1) for 72 h to
investigate the sensitivity of GC cells to T cell-mediated cytotoxicity. Result There was a high correlation
between the expression of PD—L1 and Notch—1 in gastric cancer tissues, and the proportion of high expression of
Notch-1 cells in PD-L1-positive GC samples was much higher than that in PD-L1 —negative GC samples
(P<0.05). The expression of Notchl in GC cells was higher than that in human gastric mucosal cells (GES-1)
cells. When Notchl was knocked down in KD group cells, the expression of PD-L1 in cell and cell surface
was significantly reduced compared to Con group cells (P<0.05). Immunoprecipitation confirmed that Notchl
interacted with PD-L1 and deubiquitinates PD-L1. Notchl knockdown resulted in decreased PD-1 binding
to MGC-803 cells. In addition, compared with Con group cells, the cell count of KD group cells co cultured
with activated PBMC cells (1:1) for 72 h was significantly lower (P<0.001). Conclusion Notchl can act
as an upstream deubiquitinase of PD-L1 in GC, and its knockdown inhibits tumor growth by down-regulating
PD-L1-associated immunosuppressionn.
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