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For manuscripts utilizing custom algorithms or software that are central to the research but not yet described in published literature, software must be made available to editors and
reviewers. We strongly encourage code deposition in a community repository (e.g. GitHub). See the Nature Portfolio guidelines for submitting code & software for further information.

Data
Policy information about availability of data

All manuscripts must include a data availability statement. This statement should provide the following information, where applicable:

- Accession codes, unique identifiers, or web links for publicly available datasets
- A description of any restrictions on data availability

- For clinical datasets or third party data, please ensure that the statement adheres to our policy

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

RT-qPCR data was analyzed using qBase+ 3.2 (Biogazelle) according to MIQE guidelines

All Sequencing data has been uploaded to EGA and is available under the accession number EGAS00001007205.

The scRNA-Seq and RNA-Seq data generated in this study have been deposited at the European Genome-phenome Archive (EGA) under the accession number
EGAS00001007205 [https://ega-archive.org/studies/EGAS00001007205]. The sequencing data generated in this study is of human origin. Hence, according to the
European Data Protection Regulation, the data are available under restricted access, access can be obtained by contacting the corresponding author at
Elisabeth.letellier@uni.lu. The procedure to access data is described in https://ega-archive.org/access/data-access.

The contact person is Prof. Elisabeth Letellier

Email: elisabeth.letellier@uni.lu

An interested scientist can contact Prof E. Letellier and after filling a form from the University of Luxembourg and once the application is approved,

EGA will create an unique EGA-account that grants access to this one dataset. The whole procedure takes around 2 weeks.

The TCGA analysis was based upon data (TCGA-COAD, TCGA-READ) generated the TCGA Research Network: https://www.cancer.gov/tcga.

All scripts and codes are available under gitlab of the University of Luxembourg https://gitlab.lcsb.uni.lu/mdm/koncina_et_al_2023

Of note, one can login to the Gitlab instance with a standard Github account.

Whenever available or relevant, information on sex and gender are indicated in the Figure legends or Material and Methods
section. Gender data from the cohort is included in the Supplementary Table 2.

All characteristics of the patients in the cohort are listed in Supplementary Table 2.

Patients are recruited as part of an open colorectal cancer sample collection associated to the secondary use for specific
research projects.

All patient samples were obtained through our established colorectal cancer cohort and handled according to all institutional
guidelines and regulations (ERP-16-032), based on previously described biospecimen handling standards.

All patient samples were donated freely, with informed consent and with the full cooperation of each patient. Ethical
approval were obtained for samples collected in Luxembourg and Vienna from the Comité National d'Ethique de Recherche
(CNER) (Reference 201009/09) and the ethics committee of the Medical University of Vienna (EK Nr: 1580/2017),
respectively. We are not aware of any selection bias that may have impacted the results.

For in vitro studies a minimum of triplicates per condition were used and each experiment was verified in at least three biological replicates.
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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.

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

Wild animals

As CAFs are short-term cultures, we worked with different CAF cultures to generate independent experiments. For in vivo work, the number
of mice per group was calculated based on a power calculation in liaison with a bio-statistician. For subcutaneous tumor injections and based
on two-sided t-test power calculations (power = 0.8, alpha = 0.05, sd = 1), n = 8 and n = 11 mice are required for mean differences of 0.3 and
0.4 respectively. Please refer to the Figure legends and Method sections for further details.

no data was excluded unless clear technical issues were identified

All in vitro experiments were verified in at least three independent experiments or coming from three independent patient cultures with same
overall outcome. Specific number of repetitions is provided in the manuscript. For in vivo experiments, adequate group size was calculated
beforehand. As stated in the manuscript, for some experiments, we pooled two or three independent experiments to reach the number
calculated by the bioinformatician. All in vivo replication assays were successful.

Before starting all of the in vivo experiments, mice were randomly allocated to different groups.

Analyses of tumor measurement were performed blindy. IDs were uncovered after final result was obtained.

The antibodies used are listed in the Supplementary Table 3.

All antibodies used are well described, validated with positive controls and used across many studies and laboratories.

Most of the cell epithelial cells, normal and cancer-associated fibroblast matching culture lines used in this study were
derived directly from patients tissue. CAF05 were purchased from Neuromics and maintained in endothelial growth media.
Immortalized primary human colon fibroblasts (CT5.3) were provided by Prof. Olivier De Wever. MC38 (mouse tumor cells)
were obtained from Kerafast and cultured according to the supplier protocol. CT26 (mouse tumor cells) and L-cells (normal
mouse fibroblasts) were obtained from ATCC and are cultured as indicated by the provider.

All regular ATCC cultures have been authenticated by STR profiling.

All samples have been checked for Mycoplasma contamination before the start of the experiments.

No commonly misidentified lines were used

In this study we used Mus musculus ColVIcre+IL1R1fl/fl and ColVIcre-IL1R1fl/fl on the C57Bl/6J background. Additionally wild-type
BALB/cwere used. ColVIcre+ mice were a kind gift from Dr. George Kollias35 and IL1R1fl/fl mice were obtained from The Jackson
Laboratory.

Animals were aged 8-12 weeks and maintained under standard habitat conditions (humidity: 40–70%, temperature: 22 °C) with a
12:12 light cycle.

No use of wild animals.




