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We studied 19 biopsy specimens of male and female patients undergoing a liver biopsy for medical reasons. Due to the low
frequency of suitable donors analyses on sex or gender differences were not performed.

Due to the low frequency of suitable donors analyses on race, ethnicity and other grouping were not performed.

The sex and detailed clinical characteristics of these patients are shown in Supplementary Table 1.

We studied biopsy specimens of patients undergoing a liver biopsy for medical reasons. Written informed consent was
obtained from each participant.

Biopsies were collected after approval of the Hôpital Erasme Ethics Committee (Brussels, Belgium).

We have estimated the number of samples to ensure a power of 80% with a statistical significance level of 5% using GraphPad StatMate. In
addition, we designed our experiments based on previous experience (Gurzov EN, et al. Cell Metabolism 2014, Litwak SA, et al. Diabetes
2017).

No data has been excluded in the analysis with the exception of sick mice (due to injury, infection, etc.) or inappropriate values provided by
the equipment.

Results have been replicated in at least 2 independent experiments.

By breeding Ptprk+/- mice we obtained Ptprk/ and Ptprk+/+ males and females littermates. Ptprk+/+ and Ptprk-/- mice aged 8 weeks, were
randomly assigned to experimental diet-induced obesity feeding with unrestricted access to the specific diets: a HFD (60 kcal% fat D12492), a
HFHFHCD (40 kcal% Fat, 20 kcal% Fructose, and 2% Cholesterol, D09100310i), or a control diet (10 kcal% Fat, D09100304i) from Research
Diets (New Brunswick, NJ, USA). For the maintenance of the mice and for experiments that did not involve diet-induced obesity, a standard
chow diet was employed (RM1 (P) 801151, Special Diets Services, UK).

Blinding in cell culture and animal model experiments was not practically feasible. Further data output was quantitative and not subject to
bias.
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Note that full information on the approval of the study protocol must also be provided in the manuscript.

The detailed full list of antibodies, use and dilutions are included as Supplementary Table 3.

The validation includes examination of several cell lines and/or tissues of known expression levels allows accurate determination of
species cross-reactivity and verifies specificity.

Treatment of cell lines with growth factors, chemical activators or inhibitors, which induce or inhibit target expression, verifies
specificity. Phosphatase treatment confirms phospho-specificity.

The use of siRNA transfection or knockout cell lines verifies target specificity. Side-by-side comparison of lots to ensures lot-to-lot
consistency.

Optimal dilutions and buffers are predetermined, positive and negative cell extracts are specified, and detailed protocols are already
optimized.

Cell Signaling Technology provide a validation procedure and statement. Antibody validations can also be found at the company
website in the data sheet for each antibody online (https://www.cellsignal.com/).

Santa Cruz Biotechnology antibody validations can be found at the company website in the data sheet for each antibody (https://
www.scbt.com/home).

BD Biosciences antibody validations can be found at the company website in the data sheet for each antibody (https://
www.bdbiosciences.com/en-us).

Bio-Rad provide a validation procedure and statement. Antibody validations can also be found at the company website in the data
sheet for each antibody online (https://www.bio-rad-antibodies.com/primary-antibodies-monoclonal-polyclonal.html).

Thermo Fisher Scientific validations can be found at the company website in the data sheet for each antibody (https://
www.thermofisher.com/us/en/home.html).

Sigma-Aldrich provide a validation statement. Antibody validations can also be found at the company website in the data sheet for
each antibody online (https:// www.sigmaaldrich.com/US/en/products).

R&D Systems validations can be found at the company website in the data sheet for each antibody (https://www.rndsystems.com/
products/antibodies#quality).

HepG2 cell line (# HB-8065; ATCC), Cellosaurus HLE (CVCL_1281), Cellosaurus HuH-6 (CVCL_4381), hESC H1 (WiCell).

As per company authentication description. The authentication was not performed in our laboratory.

We have performed rutin mycoplasma tests in our cell lines. No contaminations have been detected.

None.

Ptprk knockout mice were generated at The Jackson Laboratory (Ptprk-8356J-M669 project) by CRISPR/Cas9 technology and were
bred on a pure C57BL/6N background. The duration for which the animals were subjected to the experimental diets ranged from 4 to
40 weeks.

No wild animals were used in our studies.

Both male and female mice have been used in our studies. The information is provided in the figure legends.

No field collected samples were used in our study.

Liver samples were collected after approval of the Hôpital Erasme Ethics Committee (Brussels, Belgium). Written informed consent
was obtained from each participant. The study was conducted with the approved human ethics by the Comité d'Ethique hospitalo-
facultaire Erasme Université libre de Bruxelles (PI Gurzov approval Ref P2019/498). Mice were housed and managed in compliance
with the Belgian Regulations for Animal Care, and the animal protocols underwent approval from the Commision d’Ethicque du Bien-
Être Animal (CEBEA), Faculté de Médecine, Université libre de Bruxelles (dossier No. 732).




