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Data
Policy information about availability of data

All manuscripts must include a data availability statement. This statement should provide the following information, where applicable:

- Accession codes, unique identifiers, or web links for publicly available datasets
- A description of any restrictions on data availability

- For clinical datasets or third party data, please ensure that the statement adheres to our policy
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Antibodies
Antibodies used

Validation

All of the data for this manuscript have been made publicly-available. Raw sequencing data for snATAC-seq (N=1 control, N=7 DKD) and snRNA-seq (N=1 control,
N=2 DKD) is deposited in GEO under accession number GSE195460. Previously published raw sequencing data for snRNA-seq (N=5 control, N=3 DKD) and snATAC-
seq (N=5 control) are available in GEO (GSE151302, GSE131882). Processed count matrices for all snRNA-seq (N=11) and snATAC-seq (N=13) libraries used in this
study are provided in GSE195460. Sequencing data for CUT&RUN from bulk kidney cortex and primary RPTEC are deposited under accession number GSE195443.
Sequencing data for Omni-ATAC from hTERT-RPTEC and primary RPTEC are also deposited under accession number GSE195443. Gene expression and chromatin
accessibility for each cell type can be viewed on our interactive website; Kidney Interactive Transcriptomics (http://humphreyslab.com/SingleCell) (dataset: Wilson
and Muto et al.)

No statistical method was used to predetermine sample size

No data were excluded from the analyses

When possible, all experimental results were validated with technical replicates.

The experiments were not randomized

The Investigators were not blinded to allocation during experiments and outcome assessment

Rabbit glucocorticoid receptor antibody [abcam, ab225886 ,1:20] and rabbit IgG negative control antibody [Epicypher, 13-0041k,
1:50])

The glucocorticoid receptor antibodies were validated in renal proximal tubule epithelial cells (RPTEC) and human bulk kidney cortex
by comparing the CUT&RUN binding profiles to the accompanying IgG negative control. CUT&RUN binding sites coincided with
known GR binding motifs. The concentration and duration of antibody were determined empirically to maximize assay sensitivity.
ab225886 has been validated by abcam for the following applications. The application notes include recommended starting dilutions;
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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.

optimal dilutions/concentrations should be determined by the end user. Application Abreviews Notes: WB:

1/2000 - 1/10000. Predicted molecular weight: 86 kDa. IP: Use at 2-10 µg/mg of lysate. IHC-P: 1/500 - 1/2000. Perform heat
mediated antigen retrieval with citrate buffer pH 6 before commencing with IHC staining protocol. ChIP-sequencing Use 4 µg for 30
µg of chromatin.

RPTEC - Lonza - Catalog #: CC-2553; hTERT-RPTEC - ATCC - Catalog #: CRL-4031; HEK293 - ATCC - Catalog #: CRL-3216

Proximal tubule cell lines were authenticated by expression of expected proximal tubule markers

All cell lines were negative for mycoplasma contamination

Name any commonly misidentified cell lines used in the study and provide a rationale for their use.

For snRNA-seq and snATAC-seq, a total of thirteen kidney cortex samples were obtained from control patients (n=6), and
patients with diabetic kidney disease (DKD, n=7). Tissue samples were collected following nephrectomy for renal mass (n=10)
or from deceased organ donors (n=3). Patients ranged in age from 50 to 78 years (median=57y) and included seven men and
six women (Supplemental Table 1). Patients with type 2 diabetes had elevated hemoglobin A1c (mean=8.2 +/- 1.5%). The
majority of patients with DKD were on antihypertensive or ACE inhibitor therapy and two patients were on insulin. Two
patients with DKD had mild to moderate proteinuria as measured by urine dipstick. Tissue sections were stained with H&E
and examined by a renal pathologist (P.W.) to evaluate histological features of DKD. Control samples did not have significant
global glomerulosclerosis (<10%) or interstitial fibrosis and tubular atrophy (<10%). Patients with DKD had predominantly
mild (N=3, < 25%) or moderate (N=3, 26-50%) global glomerulosclerosis with a corresponding increase in interstitial fibrosis
and tubular atrophy (Supplemental Figure 1). Mean eGFR of DKD samples (66 +/- 25 ml/min/1.73m^2) and control samples
(74 +/- 15ml/min/1.73m^2) was not statistically different (Students t-test, p=0.49). DKD samples showed nodular mesangial
expansion, thickened glomerular basement membranes and afferent arteriolar hyalinosis.

For snRNA-seq and snATAC-seq, non-tumor kidney cortex samples (n=10) were obtained from patients undergoing partial or
radical nephrectomy for renal mass at Brigham and Women’s Hospital (Boston, MA) under an established Institutional Review
Board protocol approved by the Mass General Brigham Human Research Committee. An additional three kidney cortex
samples (1 control and 2 DKD) were obtained from deceased organ donors in the Novo Nordisk biorepository. For bulk kidney
GR CUT&RUN and Omni-ATAC, kidney cortex samples were obtained from deceased organ donors (N=3).

Mass General Brigham Human Research Committee, Washington University Institutional Review Board




