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database and are accessible through the SRA accession numbers: PRJNA775661 and PRJNA775657. Due to the nature of the consent given by the patients, we are
not allowed to share the exome sequencing data in any public data repositories. The publicly available H3K27me3 ChIP-seq data from MDA-MB-231, MDA-MB-453,
and SUM-159PT cell lines are available in NCBI GEO database under accession code GSE38548. The publicly available H3K27me3 ChIP-seq data from MDA-MB-436
cell line are available in NCBI GEO database under accession code GSE62907. The publicly available H3K27me3 ChIP-seq data from MCF7 cell line are available in
ENCODE database under accession code ENCSR761DLU_2. The publicly available H3K27me3 ChIP-seq data from UACC812 and ZR-75-1 cell lines are available in
NCBI GEO database under accession code GSE85158. The publicly available H3K27me3 ChIP-seq data from T47D cell line are available in NCBI GEO database under
accession code GSE63109. The publicly available H3K27me3 ChIP-seq data from ZR-75-30 cell line are available in NCBI GEO database under accession code
GSE71323. Source data are provided with this paper. The remaining data are available within the Article, Supplementary Information or Source Data file.

Breast cancer samples from 313 patients and 123 reduction mammoplasty samples were used in this study. For cell line and drug treatment
experiments, at least 3 biological experiments were performed according to the good scientific practice. No statistical methods were used to
pre-determine sample size. For ex vivo experiments all samples coming to the project were used. For in vitro experiments the n numbers were
determined according to the minimal number of independent biological replicates that significantly identify an effect.

No data was excluded from the analysis.

The reproducibility of the experiments was confirmed using at least three biological replicates or replicates involving multiple explants derived
from different patients. The number of patients and explants used in each experiment are indicated in figures.

Randomized studies were not included as primary cultures were generated from all reduction mammoplasty and tumor material that was
received. Samples were randomly subjected to treatment or control.

Immunofluorescent confocal samples were blinded for analysis. As potential sources of biasness were not identifiable for other assays than
immunofluorescent staining the investigators were not blinded to allocation during experiments and outcome assessment.

All used antibodies have been described (including catalogue number) in the methods section.

All used antibodies are commercially available and have been validated for the application by the manufacturer. The validation
information is available on the the suppliers homepage. Additionally these antibodies used in this study for immunohistochemistry
were further validated in the Helsinki University Hospital pathology core or in the Juha Klefstom's research laboratory by using
negative and positive controls, and serial dilutions of the antibodies. Western blot and immunofluorescent antibodies were typically
validated using positive and negative controls.




