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[Abstract] Objective This study was to examine in the tumor microenvironment the metastasis effect of PTPN2 in gastric
cancer cells, and to study its related molecular mechanism. Methods To explore the role of PTPN2 in gastric cancer metastasis,
this study evaluated the co—expression levels of PTPN2 and FSP-1 in gastric cancer tissues by double—staining, and analyzed
their relationship with the clinical information of patients. The expression level of PTPN2 knocked down in gastric cancer cell
lines was used to detect the proliferation and migration of gastric cancer cells. Results The results showed that low PTPN2 and
high FSP—1 expression were associated with poor gastric cancer survival. PTPN2 depletion in gastric cancer cells can co—in—
duce the release of IFN—vyand IL-2 with CAFSs, thus promoting the migration of gastric cancer cells. In addition, Western Blot
and qRT-PCR were used to further detect the mechanism of JAK/STAT signaling pathway involved in the regulation of migra—
tion between PTPN2 and CAFs. Conclusions This study shed novel lights on the impact of PTPN2 and FSP-1 mediated migra—
tion of gastric cancer cells through JAK/STAT signaling pathway. In addition, immunohistochemical double staining provides a
unique perspective for us to study the tumor microenvironment.
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Fig.1 PTPNZ and FSP—1 expression in gastric tissue chips
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(A) Expression of PTPN2+FSP-1+ in gastric adenocarcino—
ma; (B) Expression of PTPN2—FSP-1+ in gastric adenocarcino—
ma; (C) Expression of PTPN2+FSP-1- in gastric adenocarcino—
ma; (D) Expression of PTPN2-FSP-1- in gastric adenocarcinoma.
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Tab.1  Correlation between PTPN2 and FSP-1 expression and clinicopathological features in gastric cancer
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Fig.2  Expression and survival curves of PTPN2 and FSP—1 proteins in gastric tissue samples
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(A) Expression of PTPN2 and FSP-1 proteins in gastric cancer tissues; (B) Survival curve of patients with PTPN2+FSP-1+ expres—

sion (blue curve); Survival curve of patients with PTPN2+FSP-1- expression (red curve); Survival curve of patients with PTPN2-FSP—

1+ expression (black curve); Survival curve of patients with PTPN2-FSP-1- (purple curve).
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Fig.3  Function of PTPNZ in gastric cancer cell Tines
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(A) qRT-PCR was used to detect the mRNA level of gastric
cancer cells after PTPN2 knockdown; (B) Proliferation assay was
used to detect the changes in the proliferation of gastric cancer
cells after PTPN2 knockout; (C) The effect of PTPN2 knockdown
on the clonal proliferation of gastric cancer cells; (D) The effect of
PTPN2 knockout on the migration ability of gastric cancer cells,
and the influence of CAFs and PTPN2 knockout on the migration
ability of gastric cancer cells, D2 is the statistical graph of D1; (I)
The level of the IFN-vy in culture medium of gastric cancer cells
was detected by ELISA; (F) ELISA was used to detect the level of
IL-2 in the culture medium of gastric cancer cells. (G) PTPN2 ac—
tivates JAK/STAT signaling pathway in gastric cancer cells. Com—
pared with control group, mean + SD, “P< 0.001.
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