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Fig. 1 The effects of metformin on the cell apoptosis and viabilities of imDCs

A: The diagram of Flow cytometry; B: The corresponding statistical graph,n=3; C: Cell viabilities analysis of imDCs treated by metformin at differ-

ent concentrations for 24 or 48 h,n=5; "P<0. 05, P<0. 01 vs imDC group.
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Fig. 2 The effects of metformin on the endocytosis abilities of imDCs and the expression of CD205

A': FITC-dextran endocytosis abilities of imDCs was measured by flow cytometry, n = 5; B: The expression of CD205 on imDCs treated with 4

mmol/L metformin and their fluorescence intensity and positive rate were detected by flow cytometry , n =33 P<0. 05, P<0. 01,

MO group.

“P<0. 000 1 vs imDC+
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Fig. 3 The effects of metformin on the F-actin content of imDCs

A': Images of imDCs captured by confocal laser fluorescence microscope ; B: The analysis of the imDCs " spreading area, counted cells: n=100;C:

The mean fluorescence intensity analysis of F-actin in imDCs, counted cells: n =100; D: The diagram of Flow cytometry; E: The corresponding statisti-

cal graph, n =5;"P<0. 05 vs imDC+MO group ; *P<0. 001 vs imDC group.
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Fig. 4 The effects of metformin on the RhoA-ROCKI1-LIMK1-Cofilin signaling pathway in imDCs
A,B: Western blot was performed to detect the expression of RhoA , ROCKI, p-LIMK1, LIMK1, p-Cofilin and Cofilin; C-F: The corresponding sta-

tistical graphs,n=3 or 4; "P<0. 05 vs imDC+MO group.
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?IV'LE] s ﬂﬁg?} |]['E‘[ imDCs %m*ﬁ)ﬁﬁ*ﬁ‘glﬁp“ﬁﬂ%*ﬁ:”}ﬂ“ﬁ dendritic cells by promoting metabolic reprogramming [J]. Cell
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Metformin inhibits the immune functions of immature dendritic cells

by regulating F-actin remodeling
Liu Xianmei, Cheng Zhimei, Zhou Enjie, Li Juanyong, Jin Yijun, Zhou Liming, Xu Min
(Department of Interventional Radiology , Affiliated Hospital of Guizhou Medical University , Guiyang 550004 )

Abstract Objective To investigate the effects of metformin on the immune functions of immature dendritic cells
(imDCs) and the underlying mechanisms. Methods Mouse bone marrow-derived imDCs were treated with differ-
ent concentrations of metformin. The working concentration and treatment time of metformin in this study were de-
termined based on the results of cell apoptosis and cell viability assays. The effects of metformin on the phagocytic
capacity of imDCs was evaluated using an antigen endocytosis assay. The expression of cluster of differentiation
205 (CD205), the polymerization of filamentous actin (F-actin) , and the underlying regulatory mechanisms were
investigated through flow cytometry, laser confocal fluorescence microscopy, and Western blot. Results The work-

ing concentrations of metformin were 1, 2, 4 mmol/L for 24 h determined by the apoptosis and cell viability assays.
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Fig. 1 The correlation between UFLI and the degree of aneuploidy in tumor tissues and cells

A: Heatmap of differentially expressed genes (DEGs) between high- and low-aneuploidy groups; B: DEG heatmap of DU145 and LNCaP cell lines

stratified by aneuploidy level;C: Venn diagram of overlapping DEGs.
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Fig. 2 UFLI regulated the mitotic progression of PCa cells
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Fig. 3 The regulatory effect of UFL1 on the mitotic progression of PCa cells
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Fig. 4 The regulatory effect of UFL1 on cell proliferation ability

A: Transfected PC3 cells were analyzed for UFLI expression by Western blot; B, C: Colony formation assays were performed to evaluate the prolif-

erative capacity of PC3 cells after UFLI knockdown; D: CCK-8 assays measured the proliferation rates of UFLI-deficient PC3 cells at specified time in-

tervals (0, 24, 48, and 72 h); “"P<0.001, “""P<0. 000 1 vs shNC group.
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Fig. 5 The effects of UFLI knockdown on the apoptosis of PCa cells
“P<0. 001 vs shNC group.
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Functional study of UFL1 in maintaining genomic stability

in prostate cancer cells
Ma Luyao', Wang Hao'*
(" School of Medicine, Anhui University of Science and Technology, Huainan 232001; > Department of Clinical
Laboratory, The First Affiliated Hospital of University of Science and Technology of China , Hefei 230001)

Abstract  Objective To explore the function and role of UFL1 in maintaining the genomic stability of prostate
cancer (PCa) cells. Methods The differentially expressed genes in the two groups of data with high and low PCa
aneuploidy levels were analyzed using bioinformatics and RNA-seq. Gene set enrichment analysis (GSEA) was
conducted to identify biological processes associated with UFL1. Functional assays, including immunofluores-
cence, CCK-8, colony formation, wound healing, and apoptosis assays, were employed to evaluate the effects of
UFL1 on the mitotic progression, proliferation, migration, and apoptosis of PCa cells. Results Integrated bioinfor-
matics and RNA-seq analyses identified that UFLI showed low expression in PCa tissues and cell lines with high ge-
nomic instability characteristics. GSEA further indicated an association between UFLI and mitotic biological pro-
cesses. Subsequent immunofluorescence experiments demonstrated that UFLI depletion increased the frequency of
chromosomal segregation errors during mitosis in PCa cells. Functional in vitro assays, including CCK-8, colony
formation, wound healing, and apoptosis analysis, consistently revealed that after the knockdown of UFLI in PCa
cells, the proliferation activity and migration ability of the cells showed a weakened trend, while the apoptosis rate
showed an upward trend. Conclusion UFL1 maintains genomic stability by precisely regulating the mitotic pro-
cess of PCa cells, thereby promoting the proliferation of PCa cells.

Key words UFLI; mitosis; chromosomal segregation; genomic instability; chromosomal instability; prostate
cancer
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Metformin significantly suppressed the phagocytic capacity of imDCs, down-regulated the expression of the man-
nose receptor CD205 on the cell surface, which was closely associated with phagocytic function; metformin inhib-
ited the RhoA-ROCK1-LIMK1-Cofilin signaling pathway, which inhibited the polymerization of F-actin and dis-
turbed its dynamic remodeling of imDCs. Conclusion Metformin can inhibit the expression of CD205 and disrupt
the remodeling of F-actin, thereby suppressing the antigen-capturing capacity of imDCs.

Key words immature dendritic cells; metformin; antigen capturing ability; F-actin remodeling; CD205; RhoA-
ROCK-LIMK-Cofilin signaling pathway
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