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Antibodies
Antibodies used

The sample size was chosen in advance based on common practice of the described experiments in the literature and our previous work
(PMID: 32102932 and 27043280). Sample sizes for comparisons also followed Mead's recommendations. At least 3 of samples per group for
all in vitro and in vivo experiments.

No data excluded.

Technical replicates and independent experiments were performed to verify reproducibility of the assays. The replication information is
provided in the figure legends. All attempts at replication were successful.

In cell culture experiments, cell dishes were randomly assigned to different study group. In animal studies, all mice used were age- and
gender-matched, and were randomly selected.

Blinding was not carried out in cell culture experiments or in data collection, since all experiments had to be carried out by the same
researchers. In animal studies, investigators were not blinded, as all mouse treatment and tissue analysis experiments had to be performed by
the same researchers.

anti-rabbit IgG (1:100, Santa Cruz, sc-2027, Polyclonal) for ChIP

anti-rabbit or anti-mouse IgG-HRP conjugate (1:5,000, Bio-Rad, 1706515 or 1706516) for immunoblot

anti-CD3 (1:100, BioLegend,100233, 17A2 Monoclonal) for flow cytometry

anti-CD8a (1:100, BioLegend, 100706, 53-6.7 Monoclonal) for flow cytometry

anti-CD4 (1:100, BioLegend, 100540, RM4-5 Monoclonal) for flow cytometry

anti-CD69 (1:200, BioLegend, 104511, H1.2F3 Monoclonal) for flow cytometry

anti-IFN-g (1:100, BioLegend, 505808, XMG1.2 Monoclonal) for flow cytometry

anti-Ki67 (1:100, BioLegend, 652405, 16A8 Monoclonal) for flow cytometry

anti-CD45 (1:200, eBioscience, 48-0451-82, 30-F11 Monoclonal) for flow cytometry

anti-CD11b (1:200, BioLegend, 101228, M1/70 Monoclonal) for flow cytometry

anti-CD11b (1:200, eBioscience, 69-0112-80, M1/70 Monoclonal ) for flow cytometry

anti-CD11c (1:200, eBioscience, 17-0114-81, N418 Monoclonal) for flow cytometry

anti-F4/80 (1:200, BioLegend, 123107, BM8 Monoclonal) for flow cytometry

anti-CD206 (1:100, BioLegend, 141710, C068C2 Monoclonal) for flow cytometry

anti-Ly6G (1:200, BioLegend, 127615, 1A8 Monoclonal) for flow cytometry

anti-Ly6C (1:200, BioLegend, 128005, HK1.4 Monoclonal) for flow cytometry

anti-IL10 (1:100, BioLegend, 505009, JES5-16E3 Monoclonal) for flow cytometry

anti-Gr1 (1:200, BioLegend, 108415, RB6-8C5 Monoclonal) for flow cytometry
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Validation

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

Laboratory animals
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Field-collected samples

Ethics oversight

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

anti-MHCII (1:100, eBioscience, 47-5321-80, M5/114.15.2 Monoclonal) for flow cytometry

anti-CD40 (1:100, BioLegend, 124621/124611, 3/23 Monoclonal) for flow cytometry

anti-NK1.1 (1:100, BioLegend, 108707, PK136 Monoclonal) for flow cytometry

anti-B220 (1:100, eBioscience, 47-0452-80, RA3-6B2 Monoclonal) for flow cytometry

anti-HIF-1! (1:1000 or 1:50, CST, 14179, D2U3T Monoclonal) for immunoblot or ChIP

anti-Stat3 (1:1000 or 1:50, CST, 12640, D3Z2G Monoclonal) for immunoblot or ChIP

anti-NF-kB (1:1000, CST, 4882, Polyclonal) for immunoblot

anti-CD40 (1:1000, CST, 86165, E2Z7J Monoclonal) for immunoblot

anti-GAPDH (1:3000, CST, 5174, D16H11 Monoclonal) for immunoblot

All antibodies were purchased from commercial sources and have been validated by the vendors. Additional validation has also been
given in previous publication with PubMed IDs listed:

anti-rabbit IgG (Santa Cruz, sc-2027) PMID: 11285237, 31744881, 21315255

anti-rabbit or anti-mouse IgG-HRP conjugate (Bio-Rad, 1706515 or 1706516) PMID: 31063986, 30081710, 31038471

anti-CD3 (BioLegend,100233) PMID: 28560793, 29456159,30393066

anti-CD8a (BioLegend, 100706) PMID: 29129787, 29363160, 29777108

anti-CD4 (BioLegend, 100540) PMID: 29429633, 30446387, 30076101

anti-CD69 (BioLegend, 104511) PMID: 28700944, 29669249, 30540939

anti-IFN-g (BioLegend, 505808) PMID: 29136509, 29491374, 29160310

anti-Ki67 (BioLegend, 652405) PMID: 30005826, 29958803, 28844880

anti-CD45 (eBioscience, 48-0451-82) PMID: 31481662, 31408442, 31018138

anti-CD11b (BioLegend, 101228) PMID: 28939717, 29867149, 30170810

anti-CD11b (eBioscience, 69-0112-80) PMID: 31481966, 31780645, 30970257

anti-CD11c (eBioscience, 17-0114-81) PMID: 30333482, 29972778, 29504948

anti-F4/80 (BioLegend, 123107) PMID: 28939843, 29664018, 29070674

anti-CD206 (BioLegend, 141710) PMID: 31409776, 30770245, 30898010

anti-Ly6G (BioLegend, 127615) PMID: 28592427, 29414687, 30220458

anti-Ly6C (BioLegend, 128005) PMID: 30389414, 30318149, 30733433

anti-IL10 (BioLegend, 505009) PMID: 29422647, 30540937, 30926232

anti-Gr1 (BioLegend, 108415) PMID: 29456159, 30423295, 30301799

anti-MHCII (eBioscience, 47-5321-80) PMID: 22919031, 31914398, 29354128

anti-CD40 (BioLegend, 124621) PMID: 31015515, 31801074, 26303108

anti-NK1.1 (BioLegend, 108707) PMID: 29070816, 29255233, 29403003

anti-B220 (eBioscience, 47-0452-80) PMID: 30687320, 31230859, 29925839

anti-HIF-1! (CST, 14179) PMID: 15545609, 12149254, 11292861

anti-Stat3 (CST, 12640) PMID: 9108058, 8197455, 10023775

anti-NF-kB (CST, 4882) PMID: 8858144, 1829648, 7867065

anti-CD40 (CST, 86165) PMID: 23892087, 12576427, 19426221

anti-GAPDH (CST, 5174) PMID: 12887926, 16492755, 15746184

DF-1 cells were obtained from ATCC, and GL261 cells were from PerkinElmer.

Cell lines were authenticated by the supplying institute or company. Cell lines were not authenticated by the investigators.

All cell lines have been tested and shown negative for mycoplasma contamination.

There were no commonly misidentified cell lines used in this study.

Wild-type (WT) mice on the C57BL/6J background were obtained from Jackson Lab. Cdh5-CreERT2;Il6fl/fl mice were generated by
crossing Il6fl/fl mice with Cdh5-CreERT2 mice. All animals were housed at room temperature with a 12-light/12-dark cycle in the
Association for the Assessment and Accreditation of Laboratory Animal Care-accredited animal facility of the University of
Pennsylvania. For tumor induction experiments, both female and male eight-week-old mice were used.

The study did not involve wild animals.

The study did not involve samples collected from the field.

All experiments with mice were performed in accordance with a protocol approved by the Institutional Animal Care and Use
Committee (IACUC) at the University of Pennsylvania.




