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hg19/database/))

• Hg19 unmasked CpG islands: (last updated: June 1, 2014), downloaded from the UCSC Gene Annotation Database (http://hgdownload.cse.ucsc.edu/goldenpath/
hg19/database/)

• Fantom 5 Enhancers, human permissive enhancers phase 1 and 2: (http://fantom.gsc.riken.jp/5/datafiles/latest/extra/Enhancers/)

• VISTA Enhancers (1745 human enhancers downloaded on December 21, 2015) human elements: (https://enhancer.lbl.gov/)

• Super enhancers: (https://asntech.org/dbsuper/)

• Blacklisted CpGs: (http://genome.ucsc.edu/cgi-bin/hgFileUi?db=hg19&g=wgEncodeMapability)

• chromHMM 18-state maps and 15-state maps: downloaded from Roadmap Epigenomics Data Portal, https://egg2.wustl.edu/roadmap/web_portal/

• NH-A EZH2 CHIP-seq: [GEO: GSM1003532]

• 450k and 850k array probe locations: Locations of Illumina HumanMethylation450 BeadChip probes (Infinium HumanMethylation450K v1.2) were downloaded
from https://support.illumina.com/array/array_kits/infinium_humanmethylation450_beadchip_kit/downloads.html (“HumanMethylation450 v1.2 Manifest File
(CSV Format)”). Locations of Illumina MethylationEPIC BeadChip probes (850K array) were downloaded from https://support.illumina.com/array/array_kits/
infinium-methylationepic-beadchip-kit/downloads.html (“Infinium Methylation EPIC v1.0 B4 Manifest File (CSV Format)”)

• Tumor suppressor genes: (https://bioinfo.uth.edu/TSGene/)

• TCGA EAC, normal endometrium, and GBM RNA-seq data (level-3, RPKM) and clinical metadata of EAC, GBM, and their matched-control samples were
downloaded from the Genomic Data Commons Data Portal (https://portal.gdc.cancer.gov/).

• Adipose (subcutaneous, visceral) and brain (frontal cortex) RNA-seq: GTEx.

• Apoptosis gene list: KEGG72 (Entry: hsa04210, n=140)

• ChIA-PET HeLa RNAPol2: ENCODE data portal (https://www.encodeproject.org/).

• Processed adipose ChIP-seq data (bigWig, H3K4me1, H3K4me3, and H3K27ac) were downloaded from the ENCODE data portal (https://www.encodeproject.org/).

• A549 TCF12 ChIP: ENCODE data portal (https://www.encodeproject.org/).

• ChIP-PET K562 RNAPol2: ENCODE data portal (https://www.encodeproject.org/).

• H3K27ac and H3K4me1 Peaks in Adult and Fetal Brain Samples: We obtained H3K4me1 peak files from Roadmap (downloaded from Roadmap Epigenomics Data
Portal (https://egg2.wustl.edu/roadmap/web_portal/)) for the following samples: E053, E054, E070, E081, E082, E125 (fetal brain); and E067, E068, E069, E071,
E072, E073, E074 (adult brain); as well as H3K27ac narrow peak files from Roadmap (downloaded from Roadmap Epigenomics Data Portal (https://egg2.wustl.edu/
roadmap/web_portal/)) for the following samples: E125 (fetal brain); and E067, E068, E069, E071, E072, E073, E074 (adult brain).

• RepeatMasker annotations were downloaded from the UCSC Genome Browser: (https://hgdownload.soe.ucec.edu/download.html)

• WGBS data (thymus, ovary, pancreas, lung, mid-frontal cortex, brain germinal matrix, frontal cortex neuron, frontal cortex glia, atrium, sigmoid colon, colon
tumor, colorectal cell line HCT116, breast myoepithelial, breast cancer HCC1954, liver, HepG2) was downloaded from the Roadmap data portal (http://
www.roadmapepigenomics.org/) and the ENCODE data portal (https://www.encodeproject.org/).

• U87 H3K4me3 ChIP-seq [GEO: GSM2634761]

• TCGA Infinium 450k array probe data for all available cancer types: (https://portal.gdc.cancer.gov/)

• Normal glia RNA-seq: [GEO: GSE41826]

• TCGA methylation array data: https://gdc.cancer.gov/

Differentially methylated regions were analyzed from previous studies which included complete DNA methylomes generated for a total of 5
GBM samples, 2 normal frontal cortex brain samples, 3 EAC samples, and 1 normal endometrial sample pooled from 10 healthy individuals.
Validation of methylation alterations using TCGA array-based datasets provides confidence in the methylation changes observed in this set of
samples (see Supplementary Figures 2 and 3).

No data were excluded.

As described above, there were 5 GBM samples, 3 EAC samples, and 2 normal brain samples analyzed. The only sample without a replicate
was the normal endometrial sample. However, validation of methylation alterations using TCGA array-based datasets provided confidence in
the methylation changes observed (see Supplementary Figure 2 and 3).

NA - publicly available data were used.

NA - publicly available data were used.




