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- A description of any restrictions on data availability
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The data that support the findings of this study are available from the corresponding author upon reasonable request. The source data underlying Figs. 1b, 1d, 2a,
2b, 2c, 2d, 2e, 2f, 3a, 3b, 3c, 5a, Supplementary Figures 5a-5b, Supplementary Figure 6b, Supplementary Figures 6e-6f, Supplementary Figures 7a-7c,
Supplementary Figures 8a-8b, Supplementary Figure 14a and Supplementary Figure 15a are provided as a Source Data file.

Sample size was estimated based on previous experiments and publications from the group (Li et al. British Journal of Pharmacology, 2018;
Yang et al. Angewandte Chemie International Edition, 2018). Variations between samples were also used to determine the suitability of the
sample size. Following the principles of the 3 R's, several regions were analyzed per animal allowing comparable levels of data to be obtained
with fewer animals ("reduction").

No data were excluded from analyses in the experiments.

Cellular and in vitro experiments were performed at least twice as shown in the source data unless otherwise noted in the manuscript. In vivo
efficacy was tested 2 or more times. Replicate experiments were successful.

In animal studies, we randomly allocated animals into groups such that as animals were added to the experiment, the numbers of animals in
each group did not significantly differ. For all remaining in vitro and in cellulo assays, plate design was chosen to minimize manipulation time.
Blanks and functional controls were consistently included for each experiment involving quantitative measurements, to reduce the effect of
confounders and covariates.

We needed to investigate the difference between different groups, and such difference had not been known. Thus we did not use blinding in

the study.

VEGF antibody (Mouse, Novus Biologicals NB100-664)

HIF-1! antibody (Rabbit, Novus Biologicals NB100-479)

HIF-2! antibody (Rabbit, Novus Biologicals NB100-122)

EPO antibody (Rabbit, abcam ab129452)
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Validation
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VHL antibody (Rabbit, GeneTex GTX101087)

Elongin B antibody (Mouse, Santa Cruz Biotechnology, Inc. sc-133090)

PHD2 antibody (Rabbit, Bethyl Laboratories, Inc. A300-322A)

PHD3 antibody (Rabbit, Bethyl Laboratories, Inc. A300-327A)

HIF-1! antibody (Rabbit, Cell Signaling Technology 36169)

CD31 antibody (Rabbit, ABclonal A3181)

!-tubulin antibody (Mouse, Santa Cruz Biotechnology sc-8035)

"-actin antibody (Rabbit, Cell Signaling Technology 4967L)

Hydroxy-HIF-1! antibody (Rabbit, Cell Signaling Technology 3434S)

GLUT1 antibody (Rabbit, Cell Signaling Technology 12939S)

COX-2 antibody (Rabbit, Cell Signaling Technology 4842S)

VEGF antibody (Mouse, Novus Biologicals NB100-664) has been validated for Western Blotting and immunofluorescence, and was
used in 57 publications in various application (e.g. PMID: 32016463).

HIF-1! antibody (Rabbit, Novus Biologicals NB100-479) has been validated for Western Blotting in 225 publications (e.g. PMID:
32292512).

HIF-2! antibody (Rabbit, Novus Biologicals NB100-122) has been validated for Western Blot, Chromatin Immunoprecipitation,
Immunohistochemistry-Paraffin, and was used in 655 publications in various application (e.g. PMID: 33024108).

EPO antibody (Rabbit, abcam ab129452) has been validated for Western Blot human Colon Cancer HCT116 Cells (PMID: 30678221).

VHL antibody (Rabbit, GeneTex GTX101087) has been validated for Western Blot,Chromatin Immunoprecipitation, and
Immunohistochemistry-Paraffin, and was used in 6 publications in cellular lysates. (e.g. PMID: 26735018).

Elongin B antibody (Mouse, Santa Cruz Biotechnology, Inc. sc-133090) has been validated for Western Blot and Chromatin
Immunoprecipitation in Human embryonic kidney 293 cells., and was used in 2 publications (e.g. PMID: 29386580).

PHD2 antibody (Rabbit, Bethyl Laboratories, Inc. A300-322A) has been validated for Western Blot and Chromatin
Immunoprecipitation in Human Cervical Adenocarcinoma HeLa cells (PMID: 30801039), and was used in 18 publications.

PHD3 antibody (Rabbit, Bethyl Laboratories, Inc. A300-327A) has been validated for Western Blot and Chromatin
Immunoprecipitation in Human cellular lysates (PMID: 29018234), and was used in 18 publications.

HIF-1! antibody (Rabbit, Cell Signaling Technology 36169) has been validated for Western Blot, Chromatin Immunoprecipitation,
Immunohistochemistry-Paraffin, and was used in 50 publications in various application (e.g. PMID: 32908121).

CD31 antibody (Rabbit, ABclonal A3181) has been validated for Western blotting, Immunohistochemistry and Immunoprecipitation,
and was used in 13 publications in various application (e.g. PMID: 29502978 ).

!-tubulin antibody (Mouse, Santa Cruz Biotechnology sc-8035) has been validated for Western blotting, Immunohistochemistry and
Immunoprecipitation, and was used in 1226 publications in various application (e.g. PMID: 33523920).

"-actin antibody (Rabbit, Cell Signaling Technology 4967L) has been validated for Western blotting and was used in 1769 publications
in various application (e.g. PMID: 33080033).

Hydroxy-HIF-1! antibody (Rabbit, Cell Signaling Technology 3434S) has been validated for Western blotting, Immunofluorescence
and Immunoprecipitation, and was used in 58 publications in various application (e.g. PMID: 32908121).

GLUT1 antibody (Rabbit, Cell Signaling Technology 12939S) has been validated for Western blotting and Immunoprecipitation, and
was used in 47 publications in various application (e.g. PMID: 33147469).

COX-2 antibody (Rabbit, Cell Signaling Technology 4842S) has been validated for Western blotting and Immunofluorescence, and was
used in 116 publications in various application (e.g. PMID: 31860812).

Human embryonic kidney HEK293 cells (CRL-1573, RRID: CVCL_0045) and Human Kidney cancer A498 cells (HTB-44, RRID:
CVCL_1056) were obtained from ATCC. More information in Methods section.

These cell lines were authenticated by cell vitality test, isozyme detection, DNA fingerprinting, and mycoplasma detection.

The cell lines were detected for mycoplasma contamination and no mycoplasma was found.

No commonly misidentified cell lines were used.

C57BL/6J WT Mice were purchased from the animal facility of Faculty of Health Sciences, University of Macau. Male db/db mice were
purchased from the Model Animal Research Center of Nanjing University (Nanjing, China).

Male, 10$12 weeks.

All mice were housed in the animal facility of University of Macau, maintained at 23 ± 1 ºC (50% ± 5% relative humidity) with 12 h
light/dark cycles with free access to water and regular chow diet.

This study did not involve wild animals.

This study did not involve field-collected samples.




