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Antibodies
Antibodies used

Validation

All LuCaP samples available were profiled to maximize sample size. Based on previous analyses (Pomerantz et al., Nature Genetics, 2015;
Stelloo et al., EMBO Mol Med, 2015), this sample size is sufficient for identifying cistromic changes in human cancers.

No data were excluded.

FOXA1 knock-down experiments were performed twice independently with similar results. ChIP-seq and RNA-seq from cell lines with ASCL1
results were performed across two independent experiments with similar results.

Randomization does not apply for this study because comparisons were across distinct clinical states

Immunohistochemistry for FOXA1/FOXA2 was performed in a blinded fashion. All unsupervised analyses described in the study, such as
cistrome-wide analyses across states, were blinded as to clinical state of each specimen.

The following antibodies were used: H3K27ac, Diagenode, C15410196; H3K27me3, Cell Signaling Technology, 9733S; H3K4me3,
Diagenode, C15410003 premium; FOXA1, Abcam, ab23738; FOXA1, Cell Signaling Technology, 58613S; ASCL1, Abcam, ab74065; !-
actin, Cell Signaling Technology, 8457L; Synaptophysin, Cell Marque, MRQ-40; INSM1, Santa Cruz, sc-377428; FOXA2, Abcam,
ab108422; Chromogranin A, Abcam, ab15160; Vinculin, Cell signaling, #13901.

FOXA1 (Abcam): reference - PMID 26457646; product datasheet - https://www.abcam.com/foxa1-antibody-chip-grade-ab23738.pdf

FOXA1 (Cell Signaling): https://www.cellsignal.com/products/primary-antibodies/foxa1-hnf3a-d7p9b-rabbit-mab/58613

H3K27Ac: reference - PMID 30773341; product datasheet - https://www.diagenode.com/en/documents/datasheeth3k27ac-

C15410196

H3K27me3: http://media.cellsignal.com/pdf/9733.pdf

H3K4me3: https://www.diagenode.com/en/p/h3k4me3-polyclonal-antibody-premium-50-ug-50-ul#

Vinclulin: https://media.cellsignal.com/pdf/13901.pdf

FOXA2: https://www.abcam.com/foxa2-antibody-epr4466-ab108422.html

ASCL1: https://www.abcam.com/mash1achaete-scute-homolog-1-antibody-ab74065.html

Beta-actin: https://www.cellsignal.com/products/primary-antibodies/b-actin-d6a8-rabbit-mab/8457

synaptophysin: https://www.sigmaaldrich.com/catalog/product/sigma/336r9?lang=en&region=US

INSM1: https://www.scbt.com/p/insm1-antibody-c-1

chromogranin: https://www.abcam.com/chromogranin-a-antibody-ab15160.html
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Eukaryotic cell lines
Policy information about cell lines

Cell line source(s)

Authentication

Mycoplasma contamination

Commonly misidentified lines
(See ICLAC register)

Human research participants
Policy information about studies involving human research participants

Population characteristics

Recruitment

Ethics oversight

Note that full information on the approval of the study protocol must also be provided in the manuscript.

ChIP-seq

Data deposition

Confirm that both raw and final processed data have been deposited in a public database such as GEO.

Confirm that you have deposited or provided access to graph files (e.g. BED files) for the called peaks.

Data access links
May remain private before publication.

Files in database submission

LNCaP cells were obtained from ATCC. LNCaP 42D and 42F were derived from LNCaP from Dr. Amina Zoubeidi's lab. Available
upon request from Dr. Amina Zoubeidi (not commercially available currently).

Cell line identity for LNCaP 42D and 42F was confirmed using short tandem repeat profiling.

Cell lines were not tested for mycoplasma contamination.

No commonly misidentified cell lines were used in the study

Two fresh-frozen biopsies from metastatic prostate cancer from adult (" 18 years) males were selected from the Dana-Farber

Cancer Institute (DFCI) Gelb Center biobank and database. The subjects were enrolled on DFCI Protocol 01-045, approved by

the Dana-Farber Cancer Institute/Harvard Cancer Center IRB. As described in Nguyen et al, Prostate, 2017 (PMID 28156002),

production of PDXs, derived from adult male prostate cancer metastases, was approved by the University of Washington

Human Subjects Division IRB, which approved all Informed Consents that were used for tissue acquisition (IRB #39053).

LuCaPs were derived from patients (predominantly of European ancestry) who were treated for metastastic prostate cancer
at the University of Washington as described in Nguyen et al, Prostate, 2017 (PMID 28156002). The two metastatic biopsy
specimens profiled here were from men treated at the Dana-Farber Cancer Institute for metastatic prostate cancer who
consented to tissue banking protocols (offered to all patients seen at the center).

The Dana-Farber Cancer Institute/Harvard Cancer Center IRB, University of Washington Human Subjects Division IRB,

https://www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc=GSE161948
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Genome browser session
(e.g. UCSC)

Methodology

Replicates

Sequencing depth
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No longer applicable.

ChIP-seq experiments in LNCaP with overexpression of transcription factors was performed in duplicate.

150bp paired-end sequencing was performed on the Illumina platform. An average of 80.1 million reads were mapped per LuCaP
ChIP-seq dataset.




