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nitrogen (BUN) levels. HE staining and PAS staining were used to observe renal pathology, and transmission elec-
tron microscopy was used to observe renal ultrastructure. Western blot and immunohistochemistry were used to de-
tect the changes in the expression levels of KIM-1, NGAL and pyroptosis-related proteins. In the cell experiment,
the cells were treated with cisplatin (20 wmol/L) and LPZ (5 pmol/L) for 24 hours, and the expressions of KIM-
1, NGAL and pyroptosis-related factors were detected by Western blot and Real-time PCR. Results Compared
with the NC group, CRE and BUN levels increased in the CIS group, and LPZ treatment aggravated the serological
indicators of the mice (P <0.001). Histopathological examination showed that compared with the CIS group, the
LPZ + CIS group had obvious renal tubular dilatation, inflammatory cell infiltration and glycogen deposition in the
renal tissue (P <0.001). Electron microscopy showed swelling of mitochondria, increased membrane density and
decreased or absent mitochondrial crista in CIS group, which were aggravated by LPZ + CIS group. In vivo and in
vitro experiments confirmed that LPZ treatment promoted CIS-induced acute kidney injury in mice and increased the
expression levels of kidney injury factors KIM-1, NGAL and key factors of renal pyroptosis ( Caspase 1, GSDMD,
NLRP3 and IL-18) in renal tubular epithelial cells (P <0. 001 ). Conclusion Lansoprazole promotes cisplatin-in-
duced acute kidney injury by enhancing pyroptosis of renal tubular epithelial cells
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Fig.1 Research strategies for proteomic analysis of intercellular interaction regulation
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Fig.2 CCK-8 assay for detecting cell proliferation levels

A The proliferative capacity of PSCs under different culture conditions; B: The proliferation curve of PANC-1 under different culture conditions;

10% fetal bovine serum culture serves as the control group;

****P<0.000 1 vs the control group.
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Fig.3 Proteomic analysis of PANC-1 cells treated with pancreatic stellate cell-conditioned medium for different durations

A . Histogram of the number of proteins identified over the three time periods; B: The number of differentially expressed proteins ( considered as

“Up” if P <0.05 and log, FC >1, and “Down” if P <0. 05 and log, FC < —1) between 2 hours, 24 hours, and 0 hours; C: After Mfuzz analysis of the

feature proteins from 2 h/0 h and 24 h/0 h, the selected feature proteins are subjected to KEGG pathway enrichment analysis and clustering heatmap.
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Tab.1 The list of proteins that are continuously upregulated during the 0 —2 —24 hour

culture of PANC-1 cells with conditioned medium from PSCs

Accession Number Gene 10g2 FC2 h/0 h P lng FC 24 h/0 h P l()gz FC24 h/2 h P
Q9BX26 SYCP2 4.80E +00 3.31E-07 5.87E +00 6.11E -08 1.08E +00 2.11E -03
Q53H96 PYCR3 3.72E +00 4.27E -07 5.39E +00 1.55E -04 1.67E +00 3.56E -02
000443 PIK3C2A 3.49E + 00 1.26E -05 5.16E +00 6.95E -08 1.67E +00 7.51E -04
Q8NHP8 PLBD2 3.52E +00 1.74E -06 4.77E +00 7.72E -07 1.26E +00 2.24E -03
Q13426 XRCC4 3.48E +00 6.80E - 06 4.69E +00 9.74E -08 1.21E +00 2.10E -03
015084 ANKRD28 3.43E +00 2.30E -04 4.61E +00 6.74E - 08 1.18E +00 2.93E -02
Q9Y3R5 DOP1B 2.58E +00 2.09E -06 4.55E +00 1.01E -03 1.98E +00 3.81E -02
P09417 QDPR 2.58E +00 2.09E -06 3.86E +00 1.28E -07 1.28E +00 1.07E - 04
Q715Y1 ENOSF1 2.52E +00 2.22E -06 3.85E +00 1.65E -05 1.33E +00 4.38E -03
Q9ULK4 MED23 2.40E +00 3.55E -06 3.83E +00 4.34E -06 1.43E +00 1.06E -03
Q9BVQ7 AFG2B 2.02E +00 1.95E -03 3.63E +00 2.98E -07 1.60E +00 5.67E -03
060573 EIF4E2 2.09E +00 1.07E -05 3.50E +00 1.55E -05 1.40E +00 2.41E -03
Q6P1M3 LLGL2 1.94E +00 1.39E -05 3.14E +00 9.09E -06 1.19E +00 2.06E -03
Q02224 CENPE 1.18E +00 5.93E -03 2.80E +00 2.80E -06 1.62E +00 1.44E -03
P42785 PRCP 1.19E +00 1.58E -02 2.63E +00 2.37E -03 1.44E +00 3.90E -02
075832 PSMD10 1.25E +00 1.52E -02 2.32E +00 2.98E -04 1.07E +00 6.86E -03
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E 4 PIK3C2A ZERFERPHRIEL
Fig.4 Expression of PIK3C2A in the sample
A: The KM survival curve of PIK3C2A in PDAC patients; B: The expression level bar chart of PIK3C2A in the three groups; C: The results of the
IPA for PIK3C2A.
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Fig.5 The expression level of PIK3C2A in PANC-1 cells
A The Western blot of PIK3C2A and GAPDH in PANC-1 cells after CM stimulation; B: The relative expression level of PIK3C2A; * P <0.05 vs

the O h group.
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Pancreatic stellate cells promote the PIK3C2A expression

and growth of pancreatic cancer cells through paracrine effects
Yue Zhan', Zhen Kemiao’, Cui Haozhe®, Ying Wantao'”
[ 'School of Basic Medical Sciences, Anhui Medical University, Hefei 230032}
*State Key Laboratory of Medical Proteomics, Beijing Proteome Research Center

National Center for Protein Sciences ( Beijing) , Beijing Institute of Lifeomics, Beijing 102206 ]

Abstract Objective 'To study the effect and regulatory mechanism of secreted proteins from PSC on pancreatic
ductal adenocarcinoma cells ( PANC-1). Methods Conditioned medium ( CM) from pancreatic stellate cells
(PSC) was collected through an indirect co-culture method, and PANC-1 cells were cultured separately with CM
for 0, 2, and 24 h. The proliferation phenotype of PANC-1 cells under different stimulation periods was detected u-
sing the CCK-8 assay. Proteomic analysis was performed to analyze the changes in protein levels of PANC-1 cells,
and the most significant protein changes were validated using Western blot. Results Compared with the control
group, the proliferation rate of PANC-1 cells increased after being stimulated by PSC derived CM; The results of
proteomic analysis showed that the protein expression of metabolic pathways in PANC-1 cells increased continuously
after being cultured in PSC CM for 0, 2, and 24 h. Western blot analysis confirmed an increasing trend of
PIK3C2A in PANC-1 cells, indicating that the CM from PSC might promote the proliferation of PANC-1 cells by
upregulating the expression of PIK3C2A. Conclusion The CM of PSC may promote the proliferation of PANC-1
cells by upregulating the expression of PIK3C2A , which improves the understanding of the mechanism of interaction
between PSCs and pancreatic cancer cells in the tumor microenvironment.
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