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We did not actively select the sex or gender of prospectively enrolled patients

Renal biopsies from 3 diabetic patients and 3 nondiabetic patients were collected from the Department of Pathology, the
First Affiliated Hospital of Wenzhou Medical University. Participants were asked to identify their gender, which was recorded
as male or female.

Our human study does not quality as a clinical trial according to the NIH clinical trial definition. The clinical characteristics of
the patients are reported in Supplementary Table 2.

Renal biopsies from 3 diabetic patients and 3 nondiabetic patients were collected from the Department of Pathology, the
First Affiliated Hospital of Wenzhou Medical University. The nondiabetic samples were obtained from the healthy kidney
poles of individuals who underwent tumor nephrectomies without diabetes or renal disease.

All experiments involving human samples were approved by the Ethics Committee in Clinical Research of the First Affiliated
Hospital of Wenzhou Medical University (Wenzhou, China; Approval number: 2023-0115), and informed consent was
obtained from the patients. All aspects of the study followed the Declaration of Helsinki of 1975, revised in 2008.

For in vitro experiments, no statistical methods were used to pre-determine sample size but our sample sizes are similar to those reported in
previous publications (doi: 10.1161/CIRCRESAHA.119.315861, doi: 10.1038/s41467-020-15592-3). For mouse experiments, the sample sizes
were defined by a prior power calculation with G-Power 3.1.9 software (http://www.gpower.hhu.de/), considering a statistical power of 80%
and =0.05

No data were excluded from the analysis.

The experiments were independently repeated multiple times, and statistical tests have been performed to ensure reproducibility.
Information on statistical tests and reproducibility are described in the figure legends.

Sample groups were allocated randomly.

In all experiments, investigators were blinded to group identification during data collection and processing.
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Eukaryotic cell lines
Policy information about cell lines and Sex and Gender in Research

Cell line source(s)
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Commonly misidentified lines
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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

Wild animals

Reporting on sex

Antibodies against OTUD5 (#21002-1-AP), FLAG-Tag (#20543-1-AP), HA-Tag (#51064-2-AP), His-Tag (#66005-1-IG), Rabbit IgG
(#30000-0-AP), Mouse IgG (#B900620) were purchased from Proteintech (Wuhan, China). Antibodies against ERK (#sc-514302), P-
ERK (#sc-7383), JNK (#sc-7345), and P-JNK (#sc-6254) were purchased from Santa Cruz (CA, USA). Antibodies against TAK1 (#5206S),
P-TAK1 (Ser412) (#9339S), TAB2 (#3745S), Ubiquitin (P4D1) (#3936), P38 (#8690S) and P-P38 (#4631S) were purchased from Cell
Signaling Technology (MA, USA). Antibodies against GAPDH (#MB001) were purchased from Bioworld (Missouri, USA).

Antibodies were previously validated for immunoblot or immunofluorescence of human or mouse sample either in the laboratories
of ourselves or commercial suppliers, see below for details:

Anti-OTUD5 (1002-1-AP) has been quality validated in immunoblot and immunofluorescence in human sample by previous study
(doi: 10.7554/eLife.81247) and also stated in the manufacture's website.

Anti-Flag (20543-1-AP) has been quality validated in immunoblot in mouse sample by previous study (doi: 10.1161/
CIRCRESAHA.122.321849) and also stated in the manufacture's website.

Anti-HA (51064-2-AP) has been quality validated in immunoblot in mouse sample, as stated in the manufacture's website.

Anti-His (6005-1-IG) has been quality validated in immunoblot in mouse or human sample by previous study (doi: 10.1053/
j.gastro.2022.11.025) and also stated in the manufacture's website.

Anti-ERK (sc-514302) has been quality validated in immunoblot in mouse sample by previous study (doi: 10.1186/
s12943-023-01817-8) and also stated in the manufacture's website.

Anti-P-ERK (sc-7383) has been quality validated in immunoblot in mouse sample by previous study (doi: 10.1038/
s41467-023-38430-8) and also stated in the manufacture's website.

Anti-JNK (sc-7345) has been quality validated in immunoblot in mouse sample by previous study (doi: 10.1084/jem.20201763) and
also stated in the manufacture's website.

Anti-P-JNK (sc-6254) has been quality validated in immunoblot in mouse sample by previous study (doi: 10.1016/
j.molcel.2023.07.019) and also stated in the manufacture's website.

Anti-TAK1 (5206S) has been quality validated in immunoblot in mouse sample by previous study (doi: 10.1038/s41467-022-33862-0)
and also stated in the manufacture's website.

Anti-P-TAK1 (9339S) has been quality validated in immunoblot in mouse sample by previous study (doi: 10.1038/
s41467-023-36154-3) and also stated in the manufacture's website.

Anti-TAB2 (3745S) has been quality validated in immunoblot in mouse sample by previous study (doi: 10.1038/s41467-023-36625-7)
and also stated in the manufacture's website.

Anti-Ubiquitin (3936) has been quality validated in immunoblot in mouse sample by previous study (doi: 10.1038/
s41467-023-42829-8) and also stated in the manufacture's website.

Anti-P38 (8690S) has been quality validated in immunoblot in mouse sample by previous study (doi: 10.1038/s41467-023-43369-x)
and also stated in the manufacture's website.

Anti-P-P38 (4631S) has been quality validated in immunoblot in mouse or human sample by previous study (doi: 10.7150/
thno.74753) and also stated in the manufacture's website.

Anti-GAPDH (MB001) has been quality validated in mouse sample, as stated in the manufacture's website.

The mice renal podocyte cell line (MPC5) was obtained from the Cell Bank of the Chinese Academy of Sciences (Shanghai,
China). NIH/3T3 cell line was obtained from the Shanghai Institute of Biochemistry and Cell Biology (Shanghai, China)

MPC5 and NIH/3T3 cell lines were authenticated by PCR assays with species-specific primer.

Cell lines were tested to be mycoplasma-negative by the standard PCR method.

No commonly misidentified cell line was used.

Podocyte-specific Otud5 knockout Mice (Nphs1-Cre OTUD5fl/fl mice; OTUD5CKO) were obtained from Gempharmatech Co., Ltd
(Jiangsu, China). The genotype of OTUD5CKO was maintained by crossing the C57BL/6JGpt-Otud5em1Cflox/Gpt mouse (OTUD5fl/fl,
strain No. T052115) and the C57BL/6JGpt-H11em1Cin(Nphs1-iCre)/Gpt mouse (Myh6-iCre, strain No. T005680). The mice were
housed in an environmentally controlled room at 22 ± 2.0 °C and 50% ± 5% humidity, with a 12-hour light/dark cycle, and were fed
standard rodent chow and tap water. Six weeks old OTUD5CKO and OTUD5f/f mice were used.

The study did not involve wild animals.

Male OTUD5CKO and OTUD5f/f mice were used.




