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[bookmark: OLE_LINK4]Fig.1 Functional analysis of specific genes associated with m6A peaks in normal and GBM brain tissues. (A) Numbers of common and tissue-specific m6A peaks in the normal and GBM brain tissues. Bar graph of enriched terms across normal specific genes (B) and tumour specific genes (C), colored by p-values, and corresponding network of enriched terms.
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Fig.2 Functional analysis of diff-regulated genes associated with m6A peaks. (A) The top ten significantly enriched pathways for the hyper-methylated genes. (B) The top ten significantly enriched Gene ontology terms for the hypo-methylated genes. (C) The top ten significantly enriched pathways for the hypo-methylated genes.
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Fig.3 Differential and functiongal analysis of RNA-seq data of GBM and normal samples. (A) Volcano plots and Scatter plot displaying the diff-regulated genes(fold change≥2 and FDR≤0.05). Bar graph of enriched terms across (B) upreulated genes and (C) downregulated genes, colored by p-values, and corresponding network of enriched terms.
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Fig.4 Function analysis of hyper-up genes and hypo-down genes. (A) The top ten significantly enriched pathways for the hyper-up genes. (B) Bar graph of enriched terms across hypo-down genes, colored by p-values, and corresponding network of enriched terms.
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Fig.5 The correlation of other three module membership with their gene signficance. Scatter plot of module eigengenes in brown (left), blue (middle) and yellow (right) module.
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Fig. 6 GO analysis on 44 genes in the turquoise module with module membership higher than 0.8.  The 44 genes were visualized via circos string graphics, ranked by Log FC in descending order.
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Fig. 7 Associations between the signature risk scores with GBM clinical features. (A) Distribution of the risk scores in different cohorts stratified by IDH1 status (mutant, n = 29; wild-type, n = 370; P < 0.0001), MGMT promoter status (methylated, n = 167; unmethylated, n = 177; P = 0.008), G-CIMP status (G-CIMP, n=45; non G-CIMP, n=477; P＜0.0001), the molecular subtype (CL, n = 197; MES, n = 163; PN, n = 161; PN vs MES, P <0.0001; PN vs CL, P＜0.0001), Age (High, Age > 55, n = 311; Low, Age ≤ 55, n = 211; P＜0.0001) and Sex (female, n = 203; male, n = 319; P = 0.9313). (B) The Kaplan-Meier survival curves showed the prognostic value of the risk signature in IDH Wildtype, NON G-CIMP status, methylated MGMT promoter, unmethylated MGMT promoter, PN, CL and MES subtype group in median or quartile group cutoff.
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[bookmark: _Hlk42537420]Fig.8 The gene IGV plots of 8 m6A-regulated genes in the m6A -seq.
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[bookmark: _Hlk42537387]Fig. 9 Genes expression between the signature risk scores and clinical features. (A) The heatmap showed the associations between gene expression and the risk score in TCGA GBM microarray dataset and CGGA RNA-seq dataset. (B) and the clinical characteristics (age, gender, molecular subtypes and CIMP status) in the LeeY and Gravendeel microarray dataset.
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[bookmark: _Hlk42537435]Fig.10 The Kaplan–Meier analysis indicated that all of the 8 genes can be an independent adverse prognostic factor in GBM. A Kaplan–Meier survival curves for the 8 m6A-related genes of GBM in (A) CGGA GBM samples and (B) LeeY GBM dataset.
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[bookmark: _Hlk42537451]Fig.11 Functional analysis of the the 8‑gene m6A-related epigenetic risk signature. (A, B) MA plots and Volcano plots displaying the diff-regulated genes in high risk group and low risk group (fold change≥1.2 and FDR≤0.05). The MSigDb Hallmark (C) and KEGG (D) pathway analysis of the up-regulated genes. (E) GSEA revealed that genes with high risk score group were enriched for pathways of malignant tumors.


Supplementary Tables
Table1. List of 8 genes that exhibit a significant change in both m6A level and mRNA transcript abundance in GBM carcinoma samples compared with normal brain controls.
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Table2. Clinico-patholgical characteristics of the validation patient cohorts
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[bookmark: _Hlk63433936][bookmark: _Hlk42537537]Table3. The 334 GBM patients in the TCGA HG-UG133A platform with detailed clinical information
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