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Antibodies
Antibodies used

Sample sizes were based on the experience of the authors with molecular and invivo studies as published in many studies.

For animal models, experiments were designed to detect differences between treatment groups or genotype-dependent effects at 80%
power (!=0.05).

Sample sizes may vary depending on animal availability

Sample size for cell based assays were determined based on sample availability.

No data was excluded from the analyses.

All experiments were repeated with reproducibility. The replication number for each experiment is indicated in the legend of the
corresponding figure.

For in vitro studies, equal number of cells were seeded and allocated randomly into experimental group. For in vivo studies, mice were
randomly allocated to experimental groups on the day of the treatment to ensure equal litter/age across groups except for Il11 KO and Il11ra
CKO mice in which randomization was assigned within the same genotypes.

For in vitro experiments, investigators were not blinded to group allocation during data collection and analysis as they were performed by a
single individual. For in vivo experiments, treatments/genotypes were not disclosed to investigators generating quantitative readouts during
data collection but investigators were not blinded during data analysis as those who did the analysis are the same individuals who did the
blinding. Histological analysis were performed blinded to treatments and genotypes.

The following primary antibodies were used for Western Blot. They are listed as antigen followed by catalog number, clone name (for
monoclonal antibody), supplier name, and dilution ratio:

1. Cyclin D1, 55506, clone E3P5S, CST, 1:1000.

2. E-Cadherin, 3195, clone 24E10, CST, 1:1000.

3. DUSP5, ab200708, clone EPR19684, abcam, 1:1000.

4. pERK1/2, 4370, clone D13.14.4E, CST, 1:1000.

5. ERK1/2, 4695, clone 137F5, CST, 1:1000.

6. Fibronectin, ab2413, NA, abcam, 1:1000.

7. GAPDH 2118, clone 14C10, CST, 1:1000.

8. pGSK3", 5558, clone D85E12, CST, 1:1000.

9. GSK3", 12456, clone D5C5Z, CST, 1:1000.

10. IL11, NA, clone X203, Aldevron, 1:1000.

11. IL11RA, NA, clone X209, Aldevron, 1:1000.
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Validation

12. pMEK1/2, 9154, clone 41G9, CST, 1:1000.

13. MEK1/2, 4694, clone L38C12, CST, 1:1000.

14. pp90RSK, 11989, clone D3H11, CST, 1:1000.

15. RSK, 9355, clone 32D7, CST, 1:1000.

16. PCNA, 13110, clone D3H8P, CST, 1:1000.

17.SMA, 19245, clone D4K9N, CST, 1:1000.

18. SNAI1, 3879, clone C15D3, CST, 1:1000.

19. pSTAT3, 4113, clone M9C6, CST, 1:1000.

20. STAT3, 4904, clone 79D7, CST, 1:1000.

21. ZEB, 70512, clone E2G6Y, CST, 1:1000.

22. HRP conjugated anti-mouse IgG (H+L)/anti-mouse HRP, 7076, NA, CST, 1:1000.

23. HRP conjugated anti-rabbit IgG (H+L)/anti-rabbit HRP, 7074, NA, CST, 1:1000.

The following primary antibodies were used for neutralization study (in vitro/in vivo treatment). They are listed as antigen followed
by catalog number, clone name (for monoclonal antibody), supplier name, and dilution ratio:

1. IgG, NA, clone 11E10, Aldevron, in vitro: 2 µg/ml, in vivo: doses vary between 10-20 mg/kg as outlined in the respective figure
legends.

2. IL11, NA, clone X203, Aldevron, in vitro: 2 µg/ml, in vivo: doses vary between 1-20 mg/kg as outlined in the respective figure
legends.

3. IL11RA, NA, clone X209, Aldevron, in vitro: 2 µg/ml.

4. TGF", NA, clone 1D11, Aldevron, in vitro: 2 µg/ml, in vivo: 20 mg/kg.

The following primary antibodies were used for Operetta phenotyping assay. They are listed as antigen followed by catalog number,
clone name (for monoclonal antibody), supplier name, and dilution ratio:

1. Collagen I, ab34710, NA, abcam, 1:500.

2.SMA, ab7817, NA, abcam, 1:500.

3. SNAI1 (ab180714, NA, abcam, 1:500.

4. Anti-rabbit Alexa Fluor 488, ab150077, NA, abcam, 1:1000.

5. Anti-mouse Alexa Fluor 488, ab150113, NA, abcam, 1:1000.

The following primary antibodies were used for immunofluoresence. They are listed as antigen followed by catalog number, clone
name (for monoclonal antibody), supplier name, and dilution ratio:

1. GFP, ab6673, NA, abcam, 1:1000.

2. E-Cadherin, 3195, clone 24E10, CST, 1:1000

3. IL11RA, ab125015, NA, abcam, 1:200.

4. Anti-goat Alexa Fluor 488, ab150129, NA, abcam, 1:250.

5. Anti-rabbit Alexa Fluor 488, ab150077, NA, abcam, 1:500.

6. Anti-rabbit Alexa Fluor 647, ab150079, NA, abcam, 1:250.

The following primary antibodies were used for immunohistochemistry. They are listed as antigen followed by catalog number, clone
name (for monoclonal antibody), supplier name, and dilution ratio:

1. IL11, NA, clone X203, Aldevron, 1:250.

2. IL11RA, NA, clone X209, Aldevron, 1:250.

All commercially available antibodies are validated by the manufacturers as indicated on the respective manufacturer’s website. The
custom-made antibodies i.e: IgG (11E10), anti-IL11 (X203), anti-IL11RA (X209), and anti-TGFB (1D11) were validated by citations.
Manufacturer's website containing validation data for the commercially available antibodies and citations for the custom-made
antibodies are listed below:

1. Collagen I: Human; IF (https://www.abcam.com/collagen-i-antibody-ab34710.html).

2. Cyclin D1: Human, mouse; WB (https://www.cellsignal.com/products/primary-antibodies/cyclin-d1-e3p5s-xp-rabbit-mab/55506).

3. E-Cadherin: Human, mouse; WB (https://www.cellsignal.com/products/primary-antibodies/e-cadherin-24e10-rabbit-mab/3195).

4. DUSP5: Human, WB (https://www.abcam.com/dusp5-antibody-epr19684-ab200708.html).

5. phospho-ERK1/2: Human, mouse; WB (https://www.cellsignal.com/products/primary-antibodies/phospho-p44-42-mapk-erk1-2-
thr202-tyr204-d13-14-4e-xp-rabbit-mab/4370?Ntk=Products&Ntt=4370).

6. ERK1/2: Human, mouse; WB (https://www.cellsignal.com/products/primary-antibodies/p44-42-mapk-erk1-2-137f5-rabbit-
mab/4695?Ntk=Products&Ntt=4695).

7. Fibronectin: Mouse; WB (https://www.abcam.com/fibronectin-antibody-ab2413.html).

8. GAPDH: Human, mouse; WB (https://www.cellsignal.com/products/primary-antibodies/gapdh-14c10-rabbit-mab/2118).

9. GFP: Mouse; IF (https://www.abcam.com/gfp-antibody-ab6673.html).

10. phospho-GSK3": Human, mouse; WB (https://www.cellsignal.com/products/primary-antibodies/phospho-gsk-3b-ser9-d85e12-
xp-rabbit-mab/5558).

11. GSK3": Human, mouse; WB (https://www.cellsignal.com/products/primary-antibodies/gsk-3b-d5c5z-xp-rabbit-mab/12456).

12. IgG (11E10) was validated for its non-ability to have any effect on human/mouse cells in PMID: 34108253.

13. IL11 (X203) was validated for neutralization of human and mouse IL11 in PMID: 31554736, for WB in PMID: 31078624, and for
IHC in this manuscript.

14. IL11 (MAB218): Human, mouse; neutralization (https://www.rndsystems.com/products/human-il-11-antibody-22626_mab218).

15. IL11RA (X209) was validated for neutralization of human and mouse IL11RA in PMID: 31078624, 34108253, for WB (in this
manuscript), for IHC in PMID: 35140116.

16. IL11RA: Human; IF (https://www.abcam.com/il-11ra-antibody-epr5446-ab125015.html).
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Animals and other organisms
Policy information about studies involving animals; ARRIVE guidelines recommended for reporting animal research

Laboratory animals

17. phospho-MEK1/2: Human; WB (https://www.cellsignal.com/products/primary-antibodies/phospho-mek1-2-ser217-221-41g9-
rabbit-mab/9154).

18. MEK1/2: Human; WB (https://www.cellsignal.com/products/primary-antibodies/mek1-2-l38c12-mouse-mab/4694).

19. phospho-p90RSK: Human, mouse; WB (https://www.cellsignal.com/products/primary-antibodies/phospho-p90rsk-ser380-d3h11-
rabbit-mab/11989).

20. p90RSK: Human, mouse; WB (https://www.cellsignal.com/products/primary-antibodies/rsk1-rsk2-rsk3-32d7-rabbit-mab/9355).

21. PCNA: Human; WB (https://www.cellsignal.com/products/primary-antibodies/pcna-d3h8p-xp-rabbit-mab/13110).

22. aSMA: Human; IF (https://www.abcam.com/alpha-smooth-muscle-actin-antibody-1a4-ab7817.html).

23. aSMA: Human, mouse; WB (https://www.cellsignal.com/products/primary-antibodies/a-smooth-muscle-actin-d4k9n-xp-rabbit-
mab/19245)

24. SNAI1: Human; IF (https://www.abcam.com/snail--slug-antibody-ab180714.html).

25. SNAI1: Human, mosue; WB (https://www.cellsignal.com/products/primary-antibodies/snail-c15d3-rabbit-mab/3879).

26. phospho-STAT3: Human, mouse; WB (https://www.cellsignal.com/products/primary-antibodies/phospho-stat3-tyr705-m9c6-
mouse-mab/4113?Ntk=Products&Ntt=4113).

27. STAT3: Human, mouse; WB (https://www.cellsignal.com/products/primary-antibodies/stat3-79d7-rabbit-mab/4904?
Ntk=Products&Ntt=4904).

28. TGF" (1D11): Human, mouse; neutralization (PMID: 2537357, 12538738).

29. ZEB: Human, mouse; WB (https://www.cellsignal.com/products/primary-antibodies/zeb1-e2g6y-xp-rabbit-mab/70512).

30. Anti-rabbit HRP: Human, mouse; WB (https://www.cellsignal.com/products/secondary-antibodies/anti-rabbit-igg-hrp-linked-
antibody/7074).

31. Anti-moue HRP: Human, mouse; WB (https://www.cellsignal.com/products/secondary-antibodies/anti-mouse-igg-hrp-linked-
antibody/7076).

32. Anti-rabbit Alexa Fluor 488: IF (https://www.abcam.com/goat-rabbit-igg-hl-alexa-fluor-488-ab150077.html).

33. Anti-rabbit Alexa Fluor 647: IF (https://www.abcam.com/goat-rabbit-igg-hl-alexa-fluor-647-ab150079.html).

34. Anti-mouse Alexa Fluor 488: IF (https://www.abcam.com/goat-mouse-igg-hl-alexa-fluor-488-ab150113.html).

35. Anti-goat Alexa Fluor 488: IF (https://www.abcam.com/donkey-goat-igg-hl-alexa-fluor-488-ab150129.html).

Primary human renal proximal tubular epithelial cells (TECs, #4100, lot #19754, ScienCell) isolated from a healthy human
kidney (20-year-old female).

Primary human kidney fibroblasts (P10666, Lot 20115ty, InnoProt) isolated from a healthy human kidney (59 year old male)

Primary human renal proximal tubular epithelial cells were authenticated by ScienCell.

Primary human Kidney Fibroblasts were authenticated by InnoProt.

All cell lines were tested to be free of mycoplasma contamination.

No commonly misidentified cell lines were used in the study.

Animal models

Mice were housed in temperatures of 21–24°C with 40–70% humidity on a 12h light/12h dark cycle and provided with food and
water ad libitum. For mouse model of folic acid (FA)-induced acute kidney injury (AKI), AKI was induced by intraperitoneal (IP)
injection of folic acid (FA, 200 mg/kg) in vehicle (0.3M NaHCO3) to 10-12-week old male mice; control mice were administered
vehicle alone. Unilateral ureteral obstruction (UUO) surgeries were carried out on 12-13-week old male mice to generate a mouse
model accelerated chronic kidney disease. Briefly, mice were anesthetized by IP injection of ketamine (100 mg/kg) /xylazine (10 mg/
kg) and full depth of anaesthesia was accessed with the pedal reflex. Mice were then shaved on the left side of the abdomen. A
vertical incision was made through the skin with a scalpel, a second incision was made through the peritoneum to reveal the kidney.
Using forceps, the left kidney was brought to the surface and the ureter was tied with surgical silk, twice, below the kidney. The
ligated kidney was placed back into its correct anatomical position and sterile saline was added to replenish the loss of fluid. The
incisions were then sutured. Animals were post-operatively treated with antibiotic enrofloxacin (15 mg/kg, SC) and analgesic
buprenorphine (0.1 mg/kg, SC) for three consecutive days. Mice were sacrificed 9 days post UUO (D10). The number of mice used in
each experiment is outlined in the respective figure legends

In vivo administration of anti-IL11 (X203 or MAB218) or anti-TGF"

10-13-week old C57BL/6J male mice (InVivos, Singapore (SG)) were administered anti-IL11 (X203 or MAB218), anti-TGF" (1D11), or
IgG isotype control (11E10) by intraperitoneal injection at different times, doses (1-20 mg/kg), and durations depending on the
experiments as outlined in the main text, figures, and/or figure legends.

Il11-EGFP mice

Transgenic mice with EGFP constitutively knocked-in to the Il11 gene were generated by Cyagen Biosciences Inc21. For FA
experiments, 10-12-week old male Il11EGFP/+ mice were IP injected with 150 mg/kg of FA in vehicle (0.3M NaHCO3), aged-matched
Il11EGFP/+ littermates receiving equal volume of vehicle were used as controls. Mice were sacrificed at different time points as
outlined in the main text, figures, and/or figure legends. For UUO experiments, 12-13 week old male Il11EGFP/+ mice were subjected




