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Validation

downloaded from https://science.sciencemag.org/highwire/filestream/713964/field_highwire_adjunct_files/6/aat1699_DataS1.gz.zip. The raw scATAC-seq data,
master peak list and bigwig files generated in this study have been deposited in the GEO database under accession code GSE166547 and the raw scATAC-seq data is
also available at the GSA for human database under accession code HRA001419. The remaining data supporting the findings of this study are available within the
Article, Supplementary Information or Source Data file.

No sample size calculation was performed for scATAC. According to publications, two biological replications are necessary for single cell
analysis. As 4 out of 34 pRCC samples were found with alternative cell-of-origin through scATAC analysis, we choose sample size larger than 42
(34/4*5) for 5 fold chance to find one patient with alternative cell-of-origin in immunofluorescence staining experiments. In this study, we
stained for 52 samples.

No data were excluded from the analyses.

Two biological replications were performed independently for scATAC.

Randomization of human participants was not relevant to our study, because we did not allocate samples into different groups.

Blinding is not relevant to our study because we did not require separate experimental groups.

DAPI (ab104139, Abcam, 1:1 diluted); mouse anti-AQP1 (ab9566; Abcam, 1:100 diluted); rabbit anti-GATA3 (ZA-0661; ZSGB-BIO, 1:1
diluted), rabbit anti-GRHL2 (HPA004820; Sigma-Aldrich, 1:50 diluted), rabbit anti-CK7 (ZA-0573; ZSGB-BIO, 1:1 diluted) and mouse
anti-CK7 (ZM-0071; ZSGB-BIO, 1:1 diluted).

All antibodies are commercial available and were validated by the antibody manufacturer.

DAPI (ab104139, Abcam)

https://www.abcam.com/mounting-medium-with-dapi-aqueous-fluoroshield-ab104139.html

Validated for IHC in adult mouse by the manufacturer. This antibody has been cited in 327 publications.

Anti-AQP1 (ab9566; Abcam)

https://www.abcam.com/aquaporin-1-antibody-122-ab9566.html

Validated for IHC in rat brain by the manufacturer. This antibody has been cited in 52 publications.

Anti-GATA3 (ZA-0661; ZSGB-BIO)

http://www.zsbio.com/product/ZA-0661

Validated for IHC in human breast by the manufacturer.




