Supplemental legends
Figure S1. Expression of 8 m6A regulators in the human protein atlas.

Figure S2. SNP features of m6A regulators in LICA-CN (A), LICA-FR (B), LINC-JP (C) and LIRI-JP (D). SNP, Single nucleotide polymorphism. (E) The impact of gene mutations on the mRNA expression of KIAA1429, ZC3H13, and LRPPRC. NS, no statistic significance.

Figure S3. A, Visualization of m6A regulators positively correlated with harmful HCC-related signatures across 31 datasets. The gene node size signifies the cumulative correlation between the corresponding gene and harmful HCC-related signatures. B, Representation of m6A regulators negatively correlated with harmful HCC-related signatures. The gene node size represents the negative sum of the correlation between the corresponding gene and signatures. C, Display of the composition ratio of the correlation between m6A regulators and harmful HCC-related signatures among 31 datasets. D, Correlation between m6A regulators and overall survival among 14 datasets.

Figure S4. Target genes analysis of m6A regulators in HCC. A, Visualization of the target genes correlated with beneficial m6A regulators across 31 datasets. The gene node size represents the cumulative correlation between the corresponding target gene and beneficial m6A regulator. The red line indicates negative correlation and the blue line signifies positive correlation. B, Main KEGG enrichment-pathways of the target genes associated with beneficial m6A regulators. C, Main GO enrichment-pathways of the target genes associated with beneficial m6A regulators. D, Relationship between MARCKSL1 and 3 harmful m6A regulators. E-G, Correlation of MARCKSL1 with IGF2BP1, IGF2BP2 and IGF2BP3 in GSE144269. H, Differences in CDK4 and MARCKSL1 expression between HCC and nontumor samples across 20 datasets. I, Single-cell sequencing analysis of MARCKSL1 expression in various cells in GSE202642. J, MARCKSL1 protein expression in the human protein atlas. K, Relationship between MARCKSL1 and HCC-related signatures among 29 datasets. L, Impacts of CDK4 and MARCKSL1 on overall survival in 11 datasets. M, Kaplan-Meier analysis of the correlation between CDK4 and overall survival. N, Kaplan-Meier analysis of the correlation between MARCKSL1 and overall survival. Cor, correlation coefficient. Down, downregulated in HCC tissues; Up, upregulated in HCC tissues. TEC, tumor-associated endothelial cells. CAF, cancer-associated fibroblasts. TAM, tumor-associated macrophages. HPC-like, cells with an unknown entity but express hepatic progenitor cell markers. *P < 0.05, **P < 0.01, ***P < 0.001.

Figure S5. A, Survival analysis among two groups stratified by the m6A.ES.harm in different datasets. B, Survival analysis among two groups stratified by the m6A.ES.benefit in different datasets. C, Differences of m6A.ES.harm among different clinical-pathological subgroups. D, Differences of m6A.ES.benefit among different clinical-pathological subgroups. *P < 0.05, **P < 0.01, ***P < 0.001. NS, no statistic significance.  

Figure S6. Comparison of prognostic assessment performance between m6A models and AFP. AUC, Area Under the Curve. AFP, Alpha-Fetoprotein.
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Figure S7. A, Correlation of m6A.ES.benefit with 22 tumor-infiltrating immune cell types among 31 datasets through CIBERSORT method. B, Volcano plot of four immune cell types significantly associated with m6A.ES.benefit. C, Relationship between m6A.ES.benefit and 28 infiltrating immune cell types through ssGSEA method. D, Heat-map of six immune cell types significantly associated with m6A.ES.benefit. E, Relationship between m6A.ES.benefit and expression of immune check points. F, Heat-map of ten immune check points significantly associated with m6A.ES.benefit. Negative, negative correlation. Positive, positive correlation. Cor, correlation coefficient. *P < 0.05, **P < 0.01, ***P < 0.001. NA, not available.  

Table S1. Details of public datasets included in this study.
Table S2. Details of HCC-related signatures included in this study. 
Table S3. Differences in m6A regulator expression between HCC and nontumor samples across 20 datasets. Difference (Tumor-Nontumor), the average expression value of a gene in tumor samples minus the average value in nontumor samples.
Table S4. Relationship between m6A regulators and HCC-related signatures in 31 datasets. Cor, correlation coefficient.
Table S5. Comparison of the role of m6A regulators based on multi-database analysis with previous basic research. Harmful, promoting HCC progression. Beneficial, inhibiting HCC progression. Strong, strongly correlated with HCC-related signatures. Moderate, moderately correlated with HCC-related signatures. Weak, weakly correlated with HCC-related signatures. 
Table S6. Correlation between m6A regulators and target genes in 31 datasets. Cor, correlation coefficient.
Table S7. KEGG analysis of the target genes associated with harmful m6A regulators.
Table S8. KEGG analysis of the target genes associated with beneficial m6A regulators.
Table S9. GO analysis of the target genes associated with harmful m6A regulators.
Table S10. GO analysis of the target genes associated with beneficial m6A regulators.
Table S11. Differences in CDK4 and MARCKSL1 expression between HCC and nontumor samples across 20 datasets. Difference (Tumor-Nontumor), the average expression value of a gene in tumor samples minus the average value in nontumor samples.
Table S12. Association between CDK4, MARCKSL1, and HCC-related signatures across 29 datasets. Cor, correlation coefficient.
Table S13. Association between m6A models and HCC-related signatures across 31 datasets. Cor, correlation coefficient.
Table S14. Correlation of drug sensitivity with m6A.ES.harm or m6A.ES.benefit across 24 datasets through pRRophetic method. Cor, correlation coefficient.
Table S15. Correlation of drug sensitivity with m6A.ES.harm or m6A.ES.benefit across 7 datasets through oncoPredict method. Cor, correlation coefficient.
Table S16. Correlation of tumor-infiltrating immune cell with m6A.ES.harm or m6A.ES.benefit across 31 datasets through CIBERSORT method. Cor, correlation coefficient.
Table S17. Relationship between tumor-infiltrating immune cell and m6A.ES.harm or m6A.ES.benefit across 31 datasets through ssGSEA method. Cor, correlation coefficient.
Table S18. Association of immune checkpoints with m6A.ES.harm or m6A.ES.benefit across 31 datasets. Cor, correlation coefficient.

