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SUPPLEMENTAL FIGURES:
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Supplementary Figure S1. Box plots show the distribution of tumor purity across all
subtypes for both early and late stages of the TCGA dataset. The measurements estimated
by TCGA are based on histology slides and indicate the estimated distribution of the
number of tumor cells, stromal cells, and normal cells in each sample. See the NCI CDE

Browser for more details.
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Supplementary Figure S2. Volcano plots from the early-stage models. The left most

panel in each model indicates unadjusted P values and the right panel indicates RefFree

adjusted P values. Each point represents a CpG considered in the model and the color of

the points represents the change in the beta coefficient following adjustment (delta
value). The red lines indicate a Q value cutoff of 0.01 and the black lines indicate a Q

value cutoff of 0.05.
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Supplementary Figure S3. Venn diagram depicting overlapping Illumina annotation file

UCSC regions between (A) early and (B) late stage tumors stratified by subtype. The

regions consist of mappings relative to CpG island definitions (e.g. <Gene Name>

N Shore).
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Supplementary Figure S4. Diagram of chromosome 1. (A) The entire chromosome 1 with regions annotated. (B) A zoomed in view of
chromosome 1p36.3 with each identified gene annotated on a track and highlighted in red boxes indicating a gene cluster between

base pairs 868,071 - 1,056,116.
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Supplementary Figure S5. The relationship between differentially methylated CpG sites
and FAM41C gene expression in early stage tumors and normal tissue with matched
RNAseq samples stratified by PAMS50 subtype. All tumors (orange), all normal tissue
(black), Luminal A (blue), Luminal B (green), Her2 (purple), and Basal-like (red) are
given in the different facets of the figure. Above the figure is a diagram of which DMGR

the CpG sites are located within.
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Supplementary Figure S6. The relationship between differentially methylated CpG sites
and AGRN gene expression in early stage tumors and normal tissue with matched
RNAseq samples stratified by PAMS50 subtype. All tumors (orange), all normal tissue
(black), Luminal A (blue), Luminal B (green), Her2 (purple), and Basal-like (red) are
given in the different facets of the figure. Above the figure is a diagram of which DMGR

the CpG sites are located within.
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Supplementary Figure S7. The relationship between differentially methylated CpG sites
and PLEKHNI gene expression in early stage tumors and normal tissue with matched
RNAseq samples stratified by PAMS50 subtype. All tumors (orange), all normal tissue
(black), Luminal A (blue), Luminal B (green), Her2 (purple), and Basal-like (red) are
given in the different facets of the figure. Above the figure is a diagram of which DMGR

the CpG sites are located within.
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Supplementary Figure S8. The relationship between differentially methylated CpG sites
and KLHL17 gene expression in early stage tumors and normal tissue with matched
RNAseq samples stratified by PAMS50 subtype. All tumors (orange), all normal tissue
(black), Luminal A (blue), Luminal B (green), Her2 (purple), and Basal-like (red) are
given in the different facets of the figure. Above the figure is a diagram of which DMGR

the CpG sites are located within.
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Supplementary Figure S9. The relationship between differentially methylated CpG sites
and SAMD11 gene expression in early stage tumors and normal tissue with matched
RNAseq samples stratified by PAMS50 subtype. All tumors (orange), all normal tissue
(black), Luminal A (blue), Luminal B (green), Her2 (purple), and Basal-like (red) are

given in the different facets of the figure. Above the figure is a diagram of which DMGR
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Supplementary Figure S10. Results from the validation set (Fleischer et al 2014,
GSE60185). Validation set raw (unadjusted) beta value heatmap of the significantly
differentially methylated CpG sites in the common early stage differentially methylated
gene regions (DMGRs) identified in the initial analysis. The genomic context is given in
the vertical color bar (blue = gene body, dark pink = TSS200, light pink = TSS1500) and
tumor vs. normal status is given in the horizontal color bar (black = tumor, white =
normal tissue). In the heatmap, yellow indicates low methylation and blue indicates high

methylation.
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SUPPLEMENTAL TABLES:

Due to size limitations of this document and the size of the supplemental tables available
for this manuscript, supplemental tables may be found at the following DOI link:

DOI: 10.5281/zenodo0.400247



