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Human research participants
Policy information about studies involving human research participants and Sex and Gender in Research. 

Reporting on sex and gender

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

Blinding

Reporting for specific materials, systems and methods
We require information from authors about some types of materials, experimental systems and methods used in many studies. Here, indicate whether each material,
system or method listed is relevant to your study. If you are not sure if a list item applies to your research, read the appropriate section before selecting a response.

https://www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc=GSE181020

https://www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc=GSE181026

https://www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc=GSE17536

https://www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc=GSE39582

https://www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc=GSE72970

https://www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc=GSE14333

https://www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc=GSE39396

There was no sex and gender analysis in this study

Tumor samples from colorectal cancer patients

Biological samples and clinical data were obtained under patient informed consent and approval of Clinical Research Ethics
Committees (CEIC; 2016/6958/I, 2020/9113/I, 2020/9038/I) Parc de Salut MAR Biobank, IMIM, Spain. Informed consent
authorizes the use of clinical information and biological surplus from diagnostic or therapeutic procedures for biomedical
research projects. Samples were collected within the usual clinical practice and were utilized in this study per availability.
There was no active recruitment of patients for this study. There was no participant compensation. Clinical information was
anonymized by medical doctors collaborating to the project. International standards of Ethical Principles for Medical
Research Involving Human subjects (code of ethics, Declaration of Helsinki, Fortaleza, Brazil, October 2013) were followed in
accordance with legal regulations on data confidentiality (Organic Law 3/2018 -December the 5th- on the Protection of
Personal Data and Digital Rights Guarantee) and on biomedical research (Law 14/2007 -July the 3rd-).

Clinical Research Ethics Committee (CEIC) Parc de Salut Mar

Sample size was chosen following previous experience in the assessment of experimental variability (Tauriello et al, 2018, PMID: 29443964;
Calon et al. 2015, PMID: 25706628).

No data was excluded from the analysis.

Generally, all measurements were performed with n>= 3 biological replicates. All attempts at replication were successful.

For in vitro and ex vivo studies, samples were randomly assigned to treatment groups. For in vivo studies, animals were randomly assigned to
experimental groups.

The investigators were blinded to group allocation and data collection for in vivo experiments. In vivo data analysis was not blinded to enable
investigators to perform corresponding data interpretation. No blinding was applied to ex vivo/in vitro experiments analysis as each
investigator performing a given experiment labeled the corresponding samples and performed the analysis.
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Materials & experimental systems

n/a Involved in the study

Antibodies

Eukaryotic cell lines

Palaeontology and archaeology

Animals and other organisms

Clinical data

Dual use research of concern

Methods

n/a Involved in the study

ChIP-seq

Flow cytometry

MRI-based neuroimaging

Antibodies
Antibodies used

Validation

Eukaryotic cell lines
Policy information about cell lines and Sex and Gender in Research

Cell line source(s)

Authentication

Mycoplasma contamination

Commonly misidentified lines
(See ICLAC register)

Animals and other research organisms
Policy information about studies involving animals; ARRIVE guidelines recommended for reporting animal research, and Sex and Gender in
Research

Laboratory animals

Anti-!-ACTIN Mouse monoclonal A5316/AC-74 Sigma-Aldrich

Anti-FAP Rat monoclonal MABS1002/D28 Vitatex

Anti-POSTN Rabbit polyclonal HPA012306 Sigma

Anti-a-SMA Mouse monoclonal MU128-UC/1A4 Biogenex

Anti-P-STAT3 Rabbit polyclonal 9145S Cell Signalling

Anti-CD45 Mouse monoclonal IS751/2B11 Dako

Anti-P-SMAD3 Rabbit polyclonal ab52903 Abcam

Anri-CD31 Rabbit polyclonal ab28364 Abcam

Anti-IL11 Rabbit polyclonal sc7924 Santa Cruz

Envision Anti-Mouse HRP Goat IgG K4001 Dako

ImmPRESS Anti-Rabbit HRP Goat IgG MP-7451 Vector laboratories

Anti-Rat Biotin Donkey IgG 712-065-153 Jackson Immuno Research

Antibody Reference /PMID

Anti-!-ACTIN /15781629

Anti-FAP /25706628

Anti-POSTN /25706628

Anti-a-SMA /23153532

Anti-P-STAT3 /23153532

Anti-CD45 /21468583

Anti-P-SMAD3 /35344216

Anri-CD31 /23153532

Anti-IL11 /23948300

Envision Anti-Mouse/36528681

ImmPRESS Anti-Rabbit/36595909

Anti-Rat Biotin/36514181

Mouse tumor organoids (MTOs) were derived from genetic models in our lab and are described in Tauriello et al. Nature
2018. Patient-derived organoids (PDOs) were derived from patient samples in our lab and are described in Calon et al. Nature
Genetics 2015. Primary fibroblasts were derived from CRC patient minced tumor tissue samples as described in Methods.
HUVEC (CRL-1730) and CCD-18Co (CRL-1459) were provided by the American Type Culture Collection (ATCC, USA). HT29-M6
cells were provided by the Cancer Cell Line Repository (CCLR) from MARBiobanc (Spain).

Authentification was performed by RT-qPCR with relevant markers (e.g. FAP, EpCAM) and genotyping using specifc primers
for key mutations.

Cell lines were tested bi-monthly for mycoplasma contamination and resulted negative.

No commonly misidentified lines where used in this study.

Experiments were performed in 5 to 6 weeks old NSG NOD.Cg-Prkdcscid Il2rgtm1Wjl/SzJ (Strain #:005557) or nude NU/J (Strain #:
002019) female mice from Jackson Laboratories and in 7-9 weeks old C57BL/6J (strain #:C57BL/6JRj) female mice from Janvier Labs.
Animals were maintained in specific pathogen-free conditions with controlled temperature/humidity (22oC/55%) environment on a




