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Abstract: Objective To investigate the expression, biological function, related signaling pathways and prognosis of methylene tetrahydrofolate
dehydrogenase 2 (MTHFD2) in bladder cancer by data mining.Methods The relative expression levels of MTHFD2 gene mRNA in various solid
tumors and bladder cancer tissues and normal tissues were compared in the Cancer Genome Atlas ( TCGA ) database. The String database was used to
construct the MTHFD2 gene —related protein —protein interaction network, and the KEGG signaling pathway function enrichment of MTHFD2 and
related gene functions was performed. According to the median expression of MTHFD2 gene in bladder cancer tissues, the patients were divided into
high and low expression groups, and the risk ratio model was drawn. Log-rank test was used to compare the overall survival (OS) and disease—free
survival (DFS) of patients with high and low expression of MTHFD2.Results MTHFD2 mRNA was highly expressed in most human tumor tissues (P<
0.05). The expression level of MTHFD2 mRNA in cancer tissues was higher than that in adjacent normal tissues (P<0.05). With the increase of
MTHFD2 mRNA expression level, the stage of bladder cancer increased (P<0.05). There were 21 proteins and 47 interactions in the MTHFD2
protein —protein interaction network. The average interaction index of each protein was 0.893, and each protein in the network was significantly
enriched (P<0.05). The function of MTHFD2 gene is mainly enriched in epithelial tumorigenesis, mitochondria and formyl and related transferase
activity. MTHFD2 gene expression was correlated with CD8* T cells (r=0.364), macrophages (r=0.145), neutrophils (r=0.269) and dendritic cells (r=
0.407). The OS (HR=1.5, P=0.000 62) and DFS (HR=1.5, P=0.015) of bladder cancer patients in the MTHFD2 high expression group were lower than
those in the low expression group.Conclusion MTHFD2 is highly expressed in bladder cancer tissues, which may be involved in the occurrence and
development of bladder cancer and is related to the poor prognosis of patients.
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