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Correlation analysis of ATF5 expression with sunitinib efficacy and stem cell characteristics in ccRCC”
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Zhaoqing s Zhaoging sGuangdong 526060 ,China)

[Abstract] Objective To explore the difference in the expression levels of activated transcription factor
5 (ATF5) in clear cell renal cell carcinoma (ccRCC) and its correlation with the efficacy of targeted therapy
drug sunitinib,as well as its correlation with stem cell characteristics. Methods Using ¢cRCC sample data
from the Cancer Genome Atlas (TCGA) database,the samples were divided into a targeted therapy group (in-
cluding the sunitinib treatment group) and a non-targeted therapy group. Then R software was used to process
and analyze the data,including expression difference analysis, ROC curve analysis, Kaplan-Meier survival anal-
ysis,Spearman correlation analysis,and gene set enrichment analysis (GSEA). Results The expression level
of ATF5 was significantly elevated in renal cancer patients in the targeted therapy group (P <C0.001). ROC
curve analysis showed that ATF5 could effectively distinguish between renal cancer tissues in the targeted
therapy group and the non-targeted therapy group (AUC=0. 714). In the sunitinib treatment group, ATF5
expression levels were also significantly elevated (P <C0. 001). ROC analysis showed that ATF5 could more
accurately distinguish between sunitinib treatment group and non-targeted therapy group renal cancer tissues
(AUC=0. 745). Kaplan-Meier survival analysis showed that high ATF5 expression was associated with lower
overall survival in renal cancer patients receiving sunitinib treatment (P =0. 039). Spearman correlation analy-

sis showed that ATF5 expression in renal cancer was positively correlated with the expression levels of stem
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cell-related genes CD44,CXCR4,MYC,and SOX2 (P <C0. 05). GSEA revealed that ATF5 high expression was
significantly associated with stem cell characteristics and activated key stem cell characteristic signaling path-
ways,including Wnt, Hedgehog.and Cell Cycle (P<C0. 05). In the tissues of renal cell carcinoma patients trea-
ted with sunitinib,the expression levels of stem cell characteristic-related genes CD44 and CXCR4 were signif-
icantly increased (P <C0. 05). Conclusion The high expression of ATF5 is associated with the resistance of
ccRCC to targeted therapy,and may be an important biomarker for predicting the efficacy of sunitinib. The ex-

pression of ATF5 is closely related to the characteristics of renal cancer stem cells, which may be one of the

mechanisms by which it influences the efficacy of sunitinib.
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