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Validation

The sample size was determined by the number of samples with full data sets previously reported ()Nat Commun. 2018 May 15;9(1):1921). All
11 RA FLS cell lines for which RNA-seq, ATAC-seq and ChiP-seq data were available were used for pipeline analysis and biologic validation
Downstream power analysis of TF regulatees were employed to control false positive and false negative rates.

No data were excluded from the analyses.

For biologic validation experiments, at least 3 FLS lines were generally cultured in triplicate and repeated at least once to confirm results.

Randomization was was not required for the initial analysis because all samples were evaluated the same way. The patients were
hierarchically clustered, using the PageRank of the expressed TFs, into 2 clusters (CL1 and CL2). Based on the sample size and study design,
patient classification was governed by transcriptional regulatory differences and hypothesis testing was based on this stratification.

Samples were deidentified for pipeline and biological validation studies. The individuals performing the analyses did not have clinical data
available.

Antibodies purchased from Diagenode for ChIP assay:

RARa: Catalog # C15310155; Lot # A704-001

IgG: Catalog # C15410206; Lot # RIG001AK

Antibodies purchased from Santa Cruz for Western Blot assay:

RARA: Catalog# sc-515796, Lot #B0421

Antibodies purchased from Cell Signaling Technology for Western Blot assay:

CDKN2B: Catalog# 36303, lot#1

Positive and negative controls were included in each experiment.

RARa, Manufacturer Diagenode, Catalog # C15310155 - manufacturer recommendation: 4 !l/ChIP

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4372260/

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6338086/

RARa, Manufacturer Santa Cruz, Catalog# sc-515796, manufacturer recommendation: dilution range 1:100-

1:1000)

https://link.springer.com/article/10.1007/s12272-019-01170-9

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC8997856/

CDKN2B, Manufacturer Cell Signaling Technology, Catalog# 36303, manufacturer recommendation dilution: 1:1000

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC7950249/




