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Data for this manuscript is available within the paper and supplementary files except for Figure 1 and Supplemental Figure 1 where the Affymetrix data has been

submitted to GEO under accession number GSE151835 and is available on. https://www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc=GSE151835 A source data file

is also provided with this manuscript as part of the Supplementary information.

No statistical method was used to predetermine sample sizes for in vitro experiments. For cell biology and metabolomics experiments, we
chose sample sizes based on our previous experience (Dowling et al., J Immunol 2019; Assmann et al., Nat immunol 2017; McCoy et al., J Biol
Chem 2010). For ex vivo experiments and sample analysis we determined sample size as described (Lazic et al. PLoS Biology 2018) Briefly,
using a significance level (alpha) in unpaired t-test with a Power value less than 0.05 (two-tailed) a statistical power of 95% can be detected
with group sizes of n=5-10. Therefore, we used n=4-6 in our ex vivo experimental studies as reported previously by ourselves (Dowling et al., J
Immunol 2019) and others Zasona et al., Nat Comm 2020).

Data was not excluded

For all experimental results were replicated at least two-three independent times and biological replicates of at least 3 were used for BMDM

experiments. For metabolic assay studies each biological replicate had at least 3 technical replicates For Raw264.7 and iBMDM studies, more

than 6 technical replicates were used per experiment for metabolic assays. Each figure contains details of experimental replicates in the figure

legend that were reproduced successfully.

Mice were randomly assigned to each experimental group. Female littermate mice of C57Bl/6J background were used at 8-12 weeks of age
for BMDM generation and in vivo LPS challenge. For GC-MS data collection, sample runs were randomized in order to limit analytical variance
due to retention time drifts.

The investigators were blinded to allocation and outcome assessment of experiments involving animal studies except for Western blotting of
ex vivo samples when loading had to be allocated on the gel. For experiments other than animal studies, blinding was not possible because
data were largely analyzed by individual scientists who both collected and processed the samples.
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Invitrogen Arginase-1 (RRID:AB_2792410), Invitrogen Arginase-2 (RRID:AB_2735112), Abcam Tubulin (RRID:AB_305328), CST VDAC1

(RRID:AB_10557420), CST TOM20 (RRID:AB_2687663), Abcam HSP60 (RRID:AB_304921), CST NRF2 (RRID:AB_2715528). Jackson

Immunoresearch secondary antibodies used: Peroxidase-AffiniPure Goat Anti Mouse IgG (H+L) (RRID: AB_10015289), Peroxidase-

AffiniPure Goat Anti Rabbit IgG (H+L) (RRID: AB_2313567), Peroxidase-AffiniPure Goat Anti Rat IgG (H+L) (RRID: AB_2338128),

Invitrogen Goat Anti Mouse IgG (H+L) Highly Cross Adsorbed Secondary, Alexa Fluor Plus 488 (Cat# A32723)and 647 (Cat #A32728).

Invitrogen Goat Anti Rabbit IgG (H+L) Highly Cross Adsorbed Secondary, Alexa Fluor Plus 488 (Cat# A32731) and 647 (Cat# A32733).

Abcam Rabbit anti Human Arginase-2 (Cat# Ab137069}, Cell Signaling Rabbit Anti Mouse HIF-lalpha (Cat# 141795), Sigma Mouse

Anti beta-actin (Cat# A5441). Further Details of the catalogue numbers for primary antibodies and concentration used for each

antibody can be found in supplementary resources table.

All antibodies employed in our manuscript were previously reported and routinely used for the application herein used. All vendors
used (Invitrogen, Abcam, Sigma, Cell Signalling Technology (CST), Jackson Immunoresearch) report taking quality control measures to
ensure that all antibodies sold are valid and reproducible. Information and citations for each antibody used herein could be found in
the corresponding data sheets provided by the commercial supplier and visiting the company’s on-line repositories. Catalogue
numbers for all antibodies used herein can be found in the Source data file (last tab).

Raw 264.7 (ATCC TIB-71; RRID: CVCL_0493), NCTC clone 929 [L-cell, L929] (ATCC CCL-1; RRID: CVCL_0462), THP-1 (ATCC

TIB-202; RRID: CVCL_0006).

Cell lines were authenticated by manufacturer (ATCC) and confirmed by microscopy looking at morphology. L929 cells were

confirmed to produce MCSF as determined by ELISA.

Cell lines in the School Pharmacy and Bimolecular Sciences were Mycoplasma tested monthly and found to be negative.

No commonly misidentified cell lines were used in this study.

All mice were bred and maintained in on-site barrier controlled facilities under a 12 h light–dark cycle at room temperature (~22°C),
maintained at 30–70% relative humidity, and provided with food and water ad libitum.

C57Bl/6J (Jax labs stock number: 664), miR-155 deficient, (Jax Labs Stock No: 007745) and Arg2 deficient mice (Jax labs stock number:

020286) were all purchased from Jackson labs. IL-10 deficient mice were kindly provided by Prof. Ed Lavelle of

Trinity College Dublin, and were also originally purchased from Jackson labs and bred in the Bio resources unit of Trinity Biomedical

Sciences Institute Female mice were used at 8-12 weeks of age for experiments.

Not used

Not used

Procedures were approved by the Ethics Committee of the Royal College of Surgeons in Ireland (REC-842), under license from the

Ireland Health Products Regulatory Authority (AE19127/001). IL-10 deficient mice bred in Trinity Biomedical Sciences Institute had

Ethics Approval number:091210 and License number: AE19136/P079. Arg-2 deficient mice were housed in Biological Research

Facility (BRF) at RCSI under license: A19127 /P045. All procedures conformed to the Directive 2010/63 EU of the European

Parliament.




