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- 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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Life sciences study design
All studies must disclose on these points even when the disclosure is negative.

Sample size

Data exclusions

Replication

Randomization

Blinding

The data availability statement is given in the manuscript.

Samples from both sexes were used in the analyses. The sex of the pariticipants was defined based on a self report.
Distribution of sexes among the samples is provided in supplementary tables (S1-S3). All the collected samples were based on
an informed consent. The inclusion criteria was type-2 diabetic patients with different grades of DKD and sex and age
matched controls.

not applicable

Population characteristics are mentioned within supplementary tables S1-S3 together with all the parameters tested.

Tissue samples were obtained from the National Center for Tumor Diseases (University of Heidelberg). Urine samples were
obtained from the LIFE-biobank at the University Hospital of Leipzig which contained samples from the LIFE-ADULT study.
Urine samples were obtained additonally from the HEIST-DiC study from the University hospital of Heidelberg. Urine samples
were included in our study based on the inclusion criteria which was type-2 diabetic patietns with different grades of diabetic
kidney disease and sex and age matched controls.

Human urine samples were obtained from the LIFE-ADULT cohort (Ethic vote no: 263-2009-14122009 and 201/17-ek,
University of Leipzig) based on an informed consent.

Urine samples were obtained from HEIST-DiC study (Ethic vote no: S-383/2016, University of Heidelberg) based on an
informed consent.

In all animal experiments, an estimate of the sample size was made based on effect size and power of the study using the software G-Power
(v3.1.9.7).

No data points were excluded.

The findings in human urine samples were replicated using two independent cohorts (LIFE-ADULT cohort and HEIST-DiC study), and using
technical replicates. In case of in vitro experiments, three independent repeat experiments were performed. In case of in vivo experiments, a
sample size was calculated (as descrived above) to ensure biological replicates.

For in vivo experiments, mice were purchased or obtained from collaborators. Care was taken that each group contained age matched mice.
For human samples, samples were matched for key clinical features as shown in supplemetnary tables 1-3.

For in vitro experiments, cells were routinely passaged and randomly allocated for different treatment groups.

The experimenter was blinded while performing the ex-vivo analysis of the mice data. However, blinding was not considered while performing
in vivo interventions. This was done to ensure that the correct intervention was applied to each group as allocated. This was also important to
ensure animal ethical guidelines and scoring based on the interventions. For experiments other than those involving mice work, the
experimenter was blinded to group allocation during data collection and analysis.
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Materials & experimental systems
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Methods
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ChIP-seq
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Antibodies
Antibodies used

Validation

Eukaryotic cell lines
Policy information about cell lines and Sex and Gender in Research

Cell line source(s)

Authentication

Mycoplasma contamination

Commonly misidentified lines
(See ICLAC register)

Animals and other research organisms
Policy information about studies involving animals; ARRIVE guidelines recommended for reporting animal research, and Sex and Gender in
Research

Laboratory animals

mouse anti-human FXII (clone C-8; sc-376770), mouse anti-Integrin 1 (clone 12G10; sc-59827), and mouse anti-Integrin 1 (clone
P5D2; sc-59827), mouse anti-Kininogen HC (clone H-5; sc-166631), rat anti-Integrin a6 (clone GOH3; sc-19622), rabbit anti- Integrin
a5 (clone H-104; sc-10729) (Santa Cruz Biotechnology, Germany); rabbit anti-human uPAR (clone D4Q5S; 12863), rabbit anti-human
p21 (clone 12D1; 2947), rabbit anti--H2A.X (clone 20E3; 9718), rabbit anti-Ki-67 (clone D3B5; 9129), rabbit anti-Lamin B1 (clone
E6M5T; 17416), rabbit anti-Bcl-2 (clone D17C4; 3498), rabbit anti-Bcl-xL (clone 54H6; 2764), rabbit anti-phospho-FAK (Tyr397; 3283),
rabbit anti-FAK (3285), rabbit anti-phospho-Src (Tyr416; clone D49G4; 6943), rabbit anti-Src (2108); rabbit anti-Rac1/Cdc42 (4651);
rabbit anti--Tubulin (clone 11H10; 2125), rabbit anti--Actin (clone 13E5; 4970); goat anti-rabbit IgG HRP-linked (7074), horse anti-
mouse IgG HRP-linked (7076), goat anti-rat IgG HRP-linked (7077), mouse anti-rabbit IgG (conformation specific) HRP-linked (clone
L27A9; 3678), rabbit anti-mouse IgG (light-chain specific) HRP-linked (clone D3V2A; 58802) (Cell Signaling Technology, Germany);
rabbit anti-NOX1 (PA1739) (BOSTER, USA); rabbit anti-KIM-1 (ab47635) and rabbit anti-mouse p21 (clone EPR18021; ab188224), rat
anti-F4/80 (clone BM8; ab16911) (Abcam, USA); rabbit anti-uPAR (orb13650) and rabbit anti-FXII (orb48369) (Biorbyt, UK); goat anti-
mouse uPAR (AF534), mouse anti- 8-O-dG (clone 15A3; 4354-MC-050), VisUCyte HRP polymer mouse/rabbit IgG antibody
(VC002-025) (R&D systems, USA); rabbit anti-WT-1 (clone CEH-23; MAB20854; Abnova, Taiwan); mouse anti Integrin 3 (clone AP5;
EBW107; Kerafast, USA); mouse anti-Integrin 3 (clone B3A; MAB2023Z; Sigma-Aldrich, Germany); rat anti-mouse Integrin 1 (clone
9EG7; 553715; BD Biosciences, Germany); rat anti-mouse uPAR (clone 109801; MA5-23853), DyLight™ 649 donkey anti-rabbit IgG
(4064; Biolegend, USA); Alexa Fluor™ 568 donkey anti-rabbit IgG (A10042), Alexa Fluor™ Plus 647 donkey anti-rabbit IgG (A32795),
Alexa Fluor™ 488 donkey anti-mouse IgG (A-21202), Alexa Fluor™ 568 anti-mouse IgG (A10037), Alexa Fluor™ 488 Phalloidin
(A12379) (Thermo Fischer Scientific, Germany).

The antibodies used within the study were validated by the company. Wherever possible, antibodies were internally validated using
overexpression or knockout tissues or cell lines.

Immortalized human-derived renal proximal tubular cells (HKC-8) were provided by Prof. Dr. Peter Mertens, Magdeburg
Germany.

Mouse primary proximal tubular epithelial cells were isolated frommale C57BL/6 mice.

Cell lines were validated for species using species specific primers. Cell type specific markers were tested using RT-PCR.

Cell lines were routinely tested negative for mycoplasma.

No commonly misidentified cell lines were used.

Strain: C57BL/6, C57BLKsJ-db/+ (db/m), C57BL/KSJ-db (db/db), and F12-/- on C57BL/6 background.

Age: starting 8 weeks of age at the beginning of the experiments.

Mice included in the study were matched for age and intervention group.

Housing conditions: Temperature 21 °C ± 2, RH 55 % ± 15, 10 air changes, 12 h/12 h day/night, Barrier housing in open cages for
breeding and husbandry purposes, as well as experimental areas.




