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ScRNA-seq data have been deposited in Gene Expression Omnibus number GEO: GSE179191;https://www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc=GSE179191 and
GSE206843; https://www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc=GSE206843.

Sample size was estimated based on previous experience with the experimental approaches. For all tumor models at least 4-5 mice are
required for growth analysis and tumor weight/burden. For Proliferation and vessel counts at least 4 mice are required. For FACS analysis at
least 3 mice are required. Sample size were determined based on established practice and applicable standards. Each experiment in which
data were quantified was performed with at least 3 replicates.

No data were excluded from the analysis.

All experiments were replicated independently for at least three times to ensure reproducibility. . All in vivo studies were performed with
indicated number of animals. Sample sizes and statistical analyses and significance levels are all indicated in the figure legends or the method
part.

Mice were allocated into experimental groups based on genotype or treatment.

Numeric values were assigned to mice and human sample. Researchers were blinded to the experimental groups of the immunofluorescence
histology samples during the counting of vessels and Ki67+ cells. Otherwise, researchers were not blinded because it was necessary to allocate
samples to experimental groups based on differences intrinsic to the samples. The data were analyzed by at least two different individuals.

Antibodies for staining murine bone marrow and tumor samples were: B220-APC/Fire 750 (Biolegend #103260, RA3-6B2: 1:100),
CCR2-PE-Cy7 (Biolegend #150612, SA203G11, 1:100), CCR5-PE-Cy7 (Biolegend #107018, HM-CCR5, 1:50), CXCR3-BV711 (BD
Biosciences #740825, CXCR3-173, 1:100), CD9-BV650 (BD Biosciences #564236, KMC8, 1:100), CD11b-BV605 (BD Biosciences
#563015, M1/70, 1:200), CD44-AlexaFluor 700 (BD Biosciences # 560567, IM7, 1:100), CD45-Vioblue (Miltenyi Biotec #130-118-953,
30F11, 1:50), CD162-BV510 (BD Biosciences #563448, 2PH1, 1:200), CD326/Epcam-BV711 (BD Biosciences #563134, G8.8, 1:100),



3

n
atu

re
research

|
rep

o
rtin

g
su

m
m

ary
A

p
ril2020

Validation

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

F4/80-PE-Cy7 (Biolegend # 123114, BM8, 1:100), Ly-6C-PerCP-Cy5.5 (Biolegend, AL-21, 1:200), Ly-6G-APC-Cy7 (Biolegend #127624,
1A8, 1:100), RANKL-AlexaFluor 647 (BD Biosciences #560296, IK22-5, 1:50), Sca-1-PE-CF594 (BD Biosciences # 562730, D7, 1:100),
Siglec H-APC (Biolegend # 129612, 551, 1:50). Antibodies used for staining human PBMCs, fibrocytes, fibroblasts and macrophages
were CCR2-PE-Cy7 (Biolegend #357212, K036C2,1:50), CCR5-PE (Biolegend #359106, J418F1, 1:50), CXCR3-BV711 (BD Biosciences
#563156, 1C6, 1:100), CD14-APC H7 (BD Biosciences #560180, Møp9), CD33-BV510 (BD Biosciences #563257, WM53), CD44-APC
(Biolegend #338806, BJ18,1:200), CD45-AlexaFluor 700 (BD Biosciences #560566, HI30, 1:50), CD64-BV605 (BD Biosciences #740406,
10.1, 1:100), CD162-APC/Fire 750 (Biolegend #328814, KPL-1, 1:100), CD163-BV421 (BD Biosciences #566277, GHI/61, 1:100),
CD163-FITC (Biolegend #333618, GHI/61, 1:100), HLA-DR-APC (Biolegend #980406, L243, 1:200) and MERTK-BV421 (Biolegend
#367604, 590H11G1E3, 1:50).

Expression of endothelin receptors on cells from co-cultures was determined using EDNRA-AlexaFluor 405 (R&D Systems
#FAB65381V-100UG, 485709, 1:50) and EDNRB-AlexaFluor 750 (R&D Systems #FAB4496S-100UG, 671917, 1:50) antibodies.
Intracellular human and mouse collagen I was stained with polyclonal Collagen-I-FITC antibodies (ThermoFisher Scientific,
#600-402-103, 1:100), anti-human S100A8 with S100A8-DyLight 594 antibody (Novus Biologicals #NBP2-27067DL594, 63N13G5,
1:200).

Neutralizing antibodies: IL-31 (2 "g/mL R&D Systems #AF2824), IL-6 (1 "g/mL R&D Systems #MAB2061-100), PDGF-AA (2 "g/mL R&D
Systems #AB-221-NA), VEGF (0.1 "g/mL R&D Systems #MAB293-100), IGFBP-2 (2 "g/mL R&D Systems #AF674), and IGFBP-3 (1 "g/mL
R&D Systems #AF675)

Antibodies for IF and IHC: PCNA (1:100; Santa Cruz Biotechnology #sc7907), CD31 (1:100; BD Pharmingen #550274), F4/80 (1:100;
eBioscience, BM8, #14-4801-82), Collagen I (1:70; Meridian Life Science® #T40777R), vWF (1:1200; Dako #A008229-2), CD206 (1:100;
R&D Systems #AF2535-SP), TNF-! (1:100; Abcam #ab6671), ET1 (human 1:500, mouse 1:2000; abcam #ab117757), ETA (1:500;
abcam #ab117521), and ETB (1:500; abcam #ab117529) and secondary antibody (Alexa488®, 1:1000, Invitrogen #A-11001 and
Alexa555® 1:1000, Invitrogen #A-21428).

Multiplexed immunofluorescence used antibodies: human; Pan-Cytokeratin, (1:200; abcam # ab7753, C-11); CD163 (1:250; abcam
#ab182422, EPR19518), CD45 (1:200; abcam #ab10558), Collagen-1 (1:200; Abcam #ab34710), vWF (1:500; Dako #A008229-2),
CCR2 (1:200; abcam #ab176390), CD162 (1:100; Biolegend #328802, KPL-1), CD44 (1:2000; Sigma #HPA005785), !-SMA (1:5000;
Sigma #F3777, 1A4); mouse: CD206 (1:500; abcam; ab64693), F4/80 (1:500; Cell Signaling; 70076), TNF-! (1:200; abcam #ab6671),
CCR2 (1:500; abcam #ab273050, EPR20844-15), CD44 (1:2000; abcam #ab157107), CD45 (1:500; Cell Signaling; 70257), CD163
(1:250; abcam #ab182422, EPR19518), Collagen-1 (1:500; Cell Signaling Technology #72026S), corresponding secondary HRP-
conjugated antibodies and Opal fluorophores.

Antibodies used for fibrocyte generation: CD2 (Merck #MABF83, clone RPA-2.10) 1 µg/µl; CD14 (Merck #MAB1219, clone 2D-15C) 0,5
µg/µl; CD19 (Merck #MAB1794, clone FMC63) 0,1 µg/µl.

FMO controls were used for antibody validation in flow cyometry. IHC antibodies were routinely used. All monoclonal antibodies
used are commercially available and were validated with mouse cells for flow cytometry application by the manufacturers. A
validation statement for each antibody is available on the manufacturer's website. BD Bioscience (https://www.bdbiosciences.com)

BioLegend (https://www.biolegend.com)

Miltenyi Biotec (https://www.miltenyibiotec.com/AU-en/products/macs-antibodies/antibodies-for-flow-cytometry.html)

Abcam (https://www.abcam.com)

A549 (CCL-185), A427 (HTB-53), H1650 (CRL-5883) , H226 (CRL-5826) and LLC1 (CRL-1642 ) were purchased from ATCC.
HCC15 (ACC 496) cells were purchased from DSMZ. HUVECs (PB-CH-190-8013) were obtained from PELOBiotech GmbH,
HPMECs (C-12281) were obtained from PromoCell.

None of these cell lines used were authenticated.

All cell lines tested negative for mycoplasma contamination.

No commonly misidentified lines were used.

C57BL/6 mice, HSV-TK/Col1 and immunodeficient BALB/c nude mice (CAnN.Cg-Foxn1nu/Crl) were purchased from Charles River
(Sulzfeld, Germany) (male and female, 16 weeks old) and transgenic line KRasLA2 was purchased from Jackson Laboratory (Bar
Harbor, ME, USA) (females and males, 12 weeks old). The transgenic lines HSV-TK/Col1+KRasLA2 and C57BL/6/KRasLA2 mice were
generated in our laboratory (females and males, 12 weeks old).

Male and female, were bred (intercrossed in some cases) and housed in Specific-Pathogen-Free environments on a 12 hour light-dark
cycle at 30-70 % humidity and temperature of 20-26°C, with ad libitum access to water and standard chow.

The study did not involve wild animals.

The study did not involve samples collected from the field.

Local authorities (Regierungspräsidium Darmstadt, Hessen, Germany) approved all animal studies. All mice were kept under specific-




