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[Abstract] Objective To investigate the expression of heat shock protein family A member 5
(HSPAS) in hepatocellular carcinoma (HCC) tissues, its prognostic significance for HCC patients, its effects
on the phenotypic behaviors of Huh7 cells, and the underlying mechanisms. Method HCC data from the
cancer genome atlas (TCGA), gene expression omnibus (GEO), and the International Cancer Genome

Consortium (ICGC) were analyzed, along with immunohistochemical staining of an HCC tissue microarray, to
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systematically evaluate HSPAS expression levels in HCC tissues and its association with metastatic risk.
Univariate and multivariate Cox proportional hazards regression models, and Kaplan —Meier analysis were
performed to assess the impact of HSPA S expression on the prognosis of HCC patients. The siRNA technology was
used to knockdown the expression of HSPA5 in Huh7 cells, and then colony formation assay,
carboxyfluorescein succinimidyl ester (CFSE) cell proliferation assay, and Transwell invasion assay were
conducted to determine the effects of HSPAS on the proliferation and invasion capacities of Huh7 cells. Kyoto
encyclopedia of genes and genomes (KEGG) and gene ontology (GO) enrichment analyses were conducted to
preliminarily explore the potential regulatory mechanisms of HSPAS in HCC, followed by validation using
western blotting to detect the expression of peroxisome proliferator—activated receptor (PPAR) y in Huh7 cells
after knockdown of HSPAS5. Result Both mRNA and protein levels of HSPAS were highly expressed in HCC
tissues and in HCC tissues with high metastatic risk. High HSPAS expression was identified as an independent
risk factor for poor prognosis in HCC patients. Knockdown of HSPAS5 significantly inhibited the invasion,
colony formation, and proliferation of Huh7 cells. Enrichment analysis revealed that HSPAS was significantly
enriched in pathways including the PPAR signaling pathway, bile secretion, and endoplasmic reticulum —
associated pathways in HCC. Notably, knockdown of HSPA5 significantly downregulated the protein expression
level of PPARy. Conclusion HSPAS may promote HCC metastasis and proliferation through activating the

PPARYy signaling pathway. It represents a potential metastasis—associated biomarker and prognostic predictor
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for HCC. Targeting HSPAS may provide a new insight for the diagnosis and treatment of HCC.
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