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number: EGAS00001004327 [https://ega-archive.org/studies/EGAS00001004327]. Data can be downloaded upon request to EGA (through the METABRIC Data
Access Committee). Processed promoter and genomic DNA methylation values (raw and normalized) for the 1538 tumor samples and 244 adjacent normal tissues
are available at http://www.wisdom.weizmann.ac.il/~atanay/metabric/methylation_profiles.tar.gz.

The genomic copy number, gene-expression, somatic mutation and molecular-subtype information has been described previously6,7 and is available at the
European Genome-phenome Archive (EGAS00000000083 [https://ega-archive.org/studies/EGAS00000000083]).

The TCGA BRCA methylation 450k dataset is available in the TCGA portal (https://cancergenome.nih.gov/). For annotation of non-promoter elements, we used
HMEC Broad (GSM733705 [https://www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc=GSM733705]) and Roadmap Breast_Luminal_Epithelial (GSM669595 [https://
www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc=GSM669595]) and Breast_Myoepithelial (GSM613870 [https://www.ncbi.nlm.nih.gov/geo/query/acc.cgi?
acc=GSM613870]) as downloaded from the ENCODE and Roadmap browser. We used Encode Repliseq data of MCF7 cells (GSM923442 [https://
www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc=GSM923442]) for time of replication (TOR) analysis. All data described within the Article are available in the
Supplementary Data files and at https://github.com/tanaylab/metabric_rrbs.

The DNA methylation profiling (RRBS) dataset includes 1538 tumor samples and 244 adjacent normal tissues (after exclusion based on quality
control). Sample size was determined by a combination of sample availability and feasibility of assay throughput. Sample size was considered
sufficient to represent the breadth of disease (all subtypes) and for survival analyses.

Samples with less than 1.5 million unique CpGs at a minimum 5 coverage were excluded due to insufficient data available. Samples with
bisulfite conversion levels between [99.4%-99.8%] were excluded since epiclonal compositions are extremely sensitive to variations in
bisulphite conversion. After exclusion, 1538 tumor samples and 244 adjacent normal tissues were retained.

Replication is not applicable since this is clinical data. The large sample size of 1538 breast tumors and 244 adjacent normal samples was
considered sufficient to represent the breadth of disease (all subtypes) and for survival analyses. Validation was performed on an independent
TCGA breast cancer dataset (Supplementary note 2) with highly reproducible results.

METABRIC is a retrospective observational study so randomization was not performed. It is not relevant as the study aims to characterize
features of an observational cohort.

Blinding was not considered necessary since this is not a clinical study where patients are allocated to different treatments. In the study, all
samples are processed without selection based on clinical parameters.




