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Raw and analyzed mass spectrpmetry data is available at http://www.ebi.ac.uk/pride Username: reviewer_pxd022734@ebi.ac.uk Password: 3Up3pAom

All data are available on request from corresponding authors.

No statistical method to determine the sample sizes in this study. Sample sizes were chosen based on standard protocol and reference to
existing literature (PMID: 35315437; PMID: 35228743; PMID: 31375625; PMID: 30067985)

No data were excluded.

All attempts at replication were successful and the times of replication were stated in the figure legends.

Human pheochromocytoma samples and renal cell carcinoma cells were randomized prior to nanoLC-MS/MS analysis. The samples or cells
were randomized to be examined. The mice were randomly allocated to the experimental groups.

Animal experiments were performed blinded to the genotype the mice. During the data collection and/or analysis, the xenograft experiment
was not blinded since the nude mice with different treatment should be identifiable. The human pheochromocytoma samples and renal cell
carcinoma cells were subjected to nanoLC-MS/MS analysis in a manner blinded to sample identity. During the data collection and/or analysis,
all the samples were re-identified since samples groups with different genotypes should be identifiable.

Rabbit monoclonal anti-TFAM (Cell Signaling Technology, Cat# 8076), Rabbit polyclonal anti-PKA C- (Cell Signaling Technology, Cat#
4782), Rabbit monoclonal anti-PHD-2/Egln1 (Cell Signaling Technology, Cat# 4835), Rabbit monoclonal anti-HIF2 (Cell Signaling
Technology, Cat# 7096), Rabbit polyclonal anti-TOM20 (Cell Signaling Technology, Cat# 13929), Rabbit polyclonal anti-TFAM (Abcam,
Cat# ab131607), Mouse monoclonal anti-GAPDH (Abcam, Cat# ab8245), Mouse monoclonal anti-OXPHOS (Abcam Cat# ab110413),
Mouse monoclonal anti-MT-CO1 (Abcam Cat# ab14705), Rabbit polyclonal anti-MT-CO2 (Abcam Cat# ab91317), Rabbit polyclonal
anti-MT-ND1 (Abcam Cat# ab181848), Rabbit polyclonal anti-MT-ATP6 (Abcam Cat# ab192423), Rabbit polyclonal anti-MT-CYB
(Abcam Cat# ab81215), Rabbit polyclonal anti-LONP1 (Abcam Cat# ab103809), Rabbit polyclonal anti-Tyrosine Hydroxylase (Abcam
Cat# ab112), Rabbit polyclonal anti-Hydroxyproline (Abcam, Cat# ab37067,Lot: GR3215743-1 GR3179915-1), Rabbit monoclonal anti-
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Validation

Cyclin D1 (Abcam Cat# ab134175), Rabbit polyclonal anti-HIF1 (Novus Biologicals,Cat# NB100-479), Rabbit polyclonal anti-HIF2

(Novus Biologicals, Cat# NB100-122), Mouse monoclonal anti-alpha-Tubulin (Sigma-Aldrich, Cat# T5168), Mouse monoclonal anti-HA
(Sigma-Aldrich, Cat# H9658), Rabbit polyclonal anti-Flag (Sigma-Aldrich, Cat# F7425), Mouse monoclonal anti-PGC1 (Millipore, Cat#
ST1202), Mouse monoclonal anti-VHL (BD Biosciences, Cat# 556347), Mouse monoclonal anti-VHL (BD Biosciences, Cat# 564183),
Rabbit polyclonal anti-EGLN2 (Affinity Biosciences, Cat# DF7918), Mouse monoclonal anti-TUJ1 (Covance, Cat# MMS-435P), Mouse
monoclonal anti-c-Myc (Thermo Fisher Scientific, Cat# 13-2500), Mouse monoclonal anti-p-Ser (16B4) (Santa Cruz Biotechnology,
Cat# sc-81514).

None of the antibodies in this study are novel or uniques. All antibodies used in this study are commercially available and have been
validated in previously published studies.

Rabbit monoclonal anti-TFAM (Cell Signaling Technology, Cat# 8076)

https://www.cellsignal.com/products/primary-antibodies/tfam-d5c8-rabbit-mab/8076

Rabbit polyclonal anti-PKA C- (Cell Signaling Technology, Cat# 4782)

https://www.cellsignal.com/products/primary-antibodies/pka-c-a-antibody/4782

Rabbit monoclonal anti-PHD-2/Egln1 (Cell Signaling Technology, Cat# 4835)

https://www.cellsignal.com/products/primary-antibodies/phd-2-egln1-d31e11-rabbit-mab/4835

Rabbit monoclonal anti-HIF2 (Cell Signaling Technology, Cat# 7096)

https://www.cellsignal.com/products/primary-antibodies/hif-2a-d9e3-rabbit-mab/7096

Rabbit polyclonal anti-TOM20 (Cell Signaling Technology, Cat# 13929)

https://www.cellsignal.com/product/productDetail.jsp?productId=13929

Rabbit polyclonal anti-TFAM (Abcam, Cat# ab131607)

https://www.abcam.cn/mttfa-antibody-mitochondrial-marker-ab131607.html

Mouse monoclonal anti-GAPDH (Abcam, Cat# ab8245)

https://www.abcam.cn/gapdh-antibody-6c5-loading-control-ab8245.html

Mouse monoclonal anti-OXPHOS (Abcam Cat# ab110413)

https://www.abcam.cn/total-oxphos-rodent-wb-antibody-cocktail-ab110413.html

Mouse monoclonal anti-MT-CO1 (Abcam Cat# ab14705)

https://www.abcam.cn/mtco1-antibody-1d6e1a8-ab14705.html

Rabbit polyclonal anti-MT-CO2 (Abcam Cat# ab91317)

https://www.abcam.cn/mtco2-antibody-ab91317.html

Rabbit polyclonal anti-MT-ND1 (Abcam Cat# ab181848)

https://www.abcam.cn/mt-nd1-antibody-epr134662-ab181848.html

Rabbit polyclonal anti-MT-ATP6 (Abcam Cat# ab192423)

https://www.abcam.cn/mt-atp6-antibody-ab192423.html

Rabbit polyclonal anti-MT-CYB (Abcam Cat# ab81215)

https://www.abcam.cn/mt-cyb-antibody-ab81215.html

Rabbit polyclonal anti-LONP1 (Abcam Cat# ab103809)

https://www.abcam.cn/lonp1lon-antibody-ab103809.html

Rabbit polyclonal anti-Tyrosine Hydroxylase (Abcam Cat# ab112)

https://www.abcam.cn/tyrosine-hydroxylase-antibody-neuronal-marker-ab112.html

Rabbit polyclonal anti-Hydroxyproline (Abcam, Cat# ab37067,Lot: GR3215743-1 GR3179915-1)

https://www.abcam.cn/hydroxyproline-antibody-ab37067.html

Rabbit monoclonal anti- Cyclin D1 (Abcam Cat# ab134175)

https://www.abcam.cn/cyclin-d1-antibody-epr2241-c-terminal-ab134175.html

Rabbit polyclonal anti-HIF1 (Novus Biologicals,Cat# NB100-479)

https://www.novusbio.com/products/hif-1-alpha-antibody_nb100-479

Rabbit polyclonal anti-HIF2 (Novus Biologicals, Cat# NB100-122)

https://www.novusbio.com/products/hif-2-alpha-epas1-antibody_nb100-122

Mouse monoclonal anti-alpha-Tubulin (Sigma-Aldrich, Cat# T5168)

https://www.sigmaaldrich.cn/CN/zh/product/sigma/t5168
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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)

Animals and other organisms
Policy information about studies involving animals; ARRIVE guidelines recommended for reporting animal research

Laboratory animals

Wild animals

Field-collected samples

Ethics oversight

Note that full information on the approval of the study protocol must also be provided in the manuscript.

Mouse monoclonal anti-HA (Sigma-Aldrich, Cat# H9658)

https://www.sigmaaldrich.cn/CN/zh/product/sigma/h9658

Rabbit polyclonal anti-Flag (Sigma-Aldrich, Cat# F7425)

https://www.sigmaaldrich.cn/CN/zh/product/sigma/f7425

Mouse monoclonal anti-PGC1 (Millipore, Cat# ST1202)

https://www.merckmillipore.com/CN/zh/product/Anti-PGC-1-Mouse-mAb-4C1.3,EMD_BIO-ST1202

Mouse monoclonal anti-VHL (BD Biosciences, Cat# 556347)

https://www.bdbiosciences.com/en-us/products/reagents/microscopy-imaging-reagents/immunohistochemistry-reagents/purified-
mouse-anti-vhl.556347

Mouse monoclonal anti-VHL (BD Biosciences, Cat# 564183)

https://www.bdbiosciences.com/en-us/products/reagents/flow-cytometry-reagents/research-reagents/single-color-antibodies-ruo/
purified-mouse-anti-human-vhl.564183

Rabbit polyclonal anti-EGLN2 (Affinity Biosciences, Cat# DF7918)

http://www.affbiotech.com/goods-11601-DF7918-EGLN2_Antibody.html

Mouse monoclonal anti-TUJ1 (Covance, Cat# MMS-435P)

https://elifesciences.org/articles/70518

Mouse monoclonal anti-c-Myc (Thermo Fisher Scientific, Cat# 13-2500)

https://www.thermofisher.cn/cn/zh/antibody/product/c-Myc-Antibody-clone-9E10-Monoclonal/13-2500

Mouse monoclonal anti-p-Ser (16B4) (Santa Cruz Biotechnology, Cat# sc-81514)

https://www.scbt.com/p/p-ser-antibody-16b4?requestFrom=search

Human renal cell carcinoma 786-O (CRL-1932) and A498 (HTB-44), HeLa (ATCC CCL-2) and rat pheochromocytoma cell line
PC12 (CRL-1721) were purchased from ATCC. 293FT Cell Line ThermoFisher (Catalog number: R70007)

Primary mouse embryotic fibroblast (MEFs) were isolated from EglN3 wild-type and knockout mice.

Cell lines were authenticated by short tandem repeats (STR) testing.

Cells were tested negative for mycoplasma contamination.

No misidentified cell lines were used.

Immunoblot experiments were performed using postnatal day1, day7 (female), 10-11, 16, 40 (female), 80 weeks old EglN3 WT and
KO C57BL/6 mice.

Graded treadmill running test experiments were performed using 18-19 weeks and 56-60 weeks old EglN3 WT and KO C57BL/6 male
mice. Mouse tumor xenograft experiment was performed using 6 – 8 weeks old male CB17/Icr-Prkdcscid/Rj mice purchased from
Janvier Labs (France).

None

None

Ethical permits for animal studies were approved by the appropriate local and national authorities – Jordbruksverket, Sweden. Animal
experiments were performed in accordance with Swedish animal welfare laws authorized by the Stockholm Animal Ethics Committee
(Dnr 7694/17).

All treadmill running experiments were approved by the regional animal ethics committee of Northern Stockholm, Sweden
(#4039-2018 and #4359-2020).

Mouse tumor xenograft models were approved by the Swedish Board of Agriculture (ethical number 6197-2019).




