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Supplementary figures and figure legends
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Supplementary Figure 1. The expression levels of target gene-regulated by HBx-H94Y/K130M are analyzed
(A) The differentially expressed target genes regulated in GSE14520, which consists of HBV-HCC patients, were subjected to KEGG pathway analysis. (B) Target genes-regulated by HBx-H94Y/K130M in TCGA datasets were analyzed and shown. Furthermore, their survival outcomes were analyzed using Kaplan-Meier curves with log-rank tests.
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Supplementary Figure 2. The impact of HBx-H94Y/K130M and RPL13AP25 on lipid droplets
(A) TEM analysis of the organelle morphology in vc, HBx-wt, HBx-H94Y/K130M, and RPL13AP25 overexpressing cells. Red arrows indicate lipid droplets. Scale bar, 2 m. (B) Lipid accumulation in vc, HBx-wt, HBx-H94Y/K130M, and RPL13AP25 overexpressing HepG2.2.15 was measured using the BODIPY fluorescence assay. Green puncta indicate lipid droplets. Scale bar: 10 μm.
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Supplementary Figure 3. The expression levels of eIF4E and eIF4EBP1 and their survival outcomes are analyzed
Expression levels of eIF4E and eIF4EBP1 in TCGA datasets were analyzed and shown. Furthermore, their survival outcomes were analyzed using Kaplan-Meier curves with log-rank tests.
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Supplementary Figure 4. Characterization of HBx-H94Y/K130M/RPL13AP25-induced cccDNA accumulation and HCC progression
As a target gene identified by RNA sequencing (RNA-seq) and found in HBx-H94Y/K130M mutant. RPL13AP25 facilitates hyperphosphorylation of eIF4EBP1 and the release of eIF4E. The secreted eIF4E enhances cccDNA accumulation and metastasis, promoting HCC progression. This image was created with Biorender.
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