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Research involving human participants, their data, or biological material
Policy information about studies with human participants or human data. See also policy information about sex, gender (identity/presentation),
and sexual orientation and race, ethnicity and racism.

Reporting on sex and gender

Reporting on race, ethnicity, or
other socially relevant groupings

Population characteristics

Recruitment

Ethics oversight

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

Field-specific reporting
Please select the one below that is the best fit for your research. If you are not sure, read the appropriate sections before making your selection.

Life sciences Behavioural & social sciences Ecological, evolutionary & environmental sciences

For a reference copy of the document with all sections, see nature.com/documents/nr-reporting-summary-flat.pdf

Life sciences study design
All studies must disclose on these points even when the disclosure is negative.

Sample size

Data exclusions

Replication

Randomization
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Sample size was determined based on common standards for animal, cell biology and biochemistry experiments, with three biological
replicates. The number of animals used for each experiment was estimated based on previous and pilot studies in vivo assays. Normally, 6-8
mice for each group were analyzed to ensure the statistical significance. We performed more than three independent biological replicates for
most of in vitro experiments.

No data were excluded.

All experiments in this study had a minimum of three biological replicates.

Mice were randomly grouped for different samples.
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Materials & experimental systems
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Antibodies

Eukaryotic cell lines

Palaeontology and archaeology

Animals and other organisms

Clinical data

Dual use research of concern

Plants

Methods

n/a Involved in the study

ChIP-seq

Flow cytometry

MRI-based neuroimaging

Antibodies
Antibodies used Antibodies used in HDX, negative staining and cryo-electron microscopy analysis:

Anti CD73 antibody: HB0038, in-house

Anti CD73 antibody: HB0039, in-house

Antibodies used in animal experiments:

Anti CD73 antibody: HB0038, in-house

Anti CD73 antibody: HB0039, in-house

Anti CD73 antibody: HB0045, in-house

Anti CD73 antibody (AstraZeneca): Oleclumab, in-house

Anti 4-1BB antibody: HB0027, in-house

Anti-PD-L1/VEGF bispecific antibody: HB0025, in house

lgG control: in-house

Antibodies used in SPR binding assay:

Anti CD73 antibody: HB0038, in-house

Anti CD73 antibody: HB0039, in-house

Antibodies used in CD4+ or CD8+ T cell proliferation:

Anti CD73 antibody: HB0038, in-house

Anti CD73 antibody: HB0039, in-house

Anti CD73 antibody: HB0045, in-house

Anti CD73 antibody (AstraZeneca): Oleclumab, in-house

Ultra-LEAF™ Purified anti-human CD3 Antibody: Cat NO: 317326, 1 g/mL, Bilegend

CD28 Monoclonal antibody, Cat NO: 14-0289-82, 1 g/mL, Thermo Fisher Scientific

FITC anti-human CD4 Antibody, Cat NO: 317408, 1:100, Biolegend

APC anti-human CD4 Antibody, Cat NO: 317416, 1:200, Biolegend

APC/Cyanine7 anti-human CD4 Antibody, Cat NO: 317418, 1:100, Biolegend

Brilliant Violet 510™ anti-human CD8 Antibody, Cat NO: 344732, 1:100, Biolegend

APC anti-human CD8 Antibody, Cat NO: 344722, 1:200, Biolegend

Propidium iodide, Cat NO: P4170, 2 g/mL, Sigma

Antibodies used in intro CD73 binding, enzymatic inhibition activity:

Anti CD73 antibody: HB0038, in-house

Anti CD73 antibody: HB0039, in-house

Anti CD73 antibody: HB0045, in-house

Anti CD73 antibody (AstraZeneca): Oleclumab, in-house

Anti CD73 antibody (Corvus): Mupadolimab , in-house

Anti CD73 antibody (Akeso): AK119, in-house

Anti CD73 antibody: HB0038 Fab, in-house

Anti CD73 antibody: HB0039 Fab, in-house

lgG control: in-house

PE Goat anti-Human IgG, Fc: # 109-115-098, 1:200, Jackson

Antibodies used in antibody-mediated internalizaiton :

Anti CD73 antibody: HB0038, in-house

Anti CD73 antibody: HB0039, in-house

Anti CD73 antibody: HB0045, in-house

lgG control: in-house

Antibodies used in flow cytometric analysis of CD73 expression in CD4+ cell and CD8+ cell:

CD73 Monoclonal Antibody (AD2), PE, Cat NO: 12-0739-42, eBioscience™, Invitrogen

Mouse IgG1 kappa Isotype Control (P3.6.2.8.1), PE, eBioscience™, Invitrogen




