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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 Research 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 list of figures that have associated raw data
- A description of any restrictions on data availability

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.
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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.

HOMER v4.11 Heinz et al, 2010 http://homer.ucsd.edu/homer/

LAS-X Leica Microsystems https://www.leica-microsystems.com/products/microscope-software/

Image J Fiji Schindelin et al, 2012 https://imagej.net/Fiji/

inForm Cell Analysis Perkin Elmer https://www.perkinelmer.com/lab-solutions/resources/docs/BRO_010576_01_PRD_inForm.pdf

FlowJo v10.6.2 (Becton Dickinson & Company)

Data generated in this study are deposited in GEO with the accession numbers:

- bulkRNASeq: GSE148941 https://www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc=GSE148941

- single cell RNASeq: GSE148942 https://www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc=GSE148942

- ATACSeq: GSE148940 https://www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc=GSE148940

The remaining data are available within the Article, Supplementary Information or available from the authors upon request. Source data are provided with this
paper. Source data are provided in the Source Data File.

For GSEA, gene sets within Molecular Signature Database were used (Liberzon, A. et al. The Molecular Signatures Database Hallmark Gene Set Collection. Cell Syst.
(2015) doi:10.1016/j.cels.2015.12.004.)

In accordance with the 3Rs, the smallest sample size was chosen that could give a significant difference. Given the robustness of the
phenotypes across all methods used (on chromatin, transcriptome and protein level), the minimum sample size assuming no overlap in
control versus experimental is three animals per experiment.

Animals were excluded if recombination of the conditional floxed beta-catenin allele was not confirmed by PCR post mortem (pre-established
criterium). This resulted in experimental groups with only 2 animals for experiments shown in Fig 1d, 4e-g, Supplementary Fig. 6b. In these
cases, independent validation on additional animals was carried out, for example by QRT-PCR.

Data was combined from at least 3 independent mice, induced on different days and analyzed together. All attempts of replication were
successful.

Randomly chosen animals of particular genotype were used. All animals were age (8-12 weeks) and sex matched (both males and females
were used).

The researcher was blinded to the genotype during the processing and analysis.



3

n
atu

re
research

|
rep

o
rtin

g
su

m
m

ary
A

p
ril2020

Materials & experimental systems

n/a Involved in the study

Antibodies

Eukaryotic cell lines

Palaeontology and archaeology

Animals and other organisms

Human research participants

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

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

Primary antibodies for immunohistochemistry (1:100) and immunoblotting (1:1000):

mouse monoclonal anti #-catenin (C-terminus, clone 14) BD Transduction Lab 610153

rabbit polyclonal anti #-catenin (N-terminus) Novus NBP1-32239

mouse monoclonal anti-lamin A/C (3A6-4C11) eBioscience 14-9847-82

mouse monoclonal anti-#-actin (C4) Santa Cruz Biotech. sc-47778

rabbit polyclonal anti Ki67 Abcam ab15580

mouse monoclonal anti E-cadherin (clone 36) BD Transduction Lab 610181

rabbit polyclonal anti Lysozyme Dako A0099

rat monoclonal anti CD45.1 (A20) FITC Invitrogen 12-0453-82

rabbit polyclonal Sox9 Sigma Aldrich AB5535

rabbit monoclonal anti-Epcam (EPR20532-222) Abcam AB213500

rabbit monoclonal anti-Olfm4 (D6Y5A) Cell Signaling 39141

rabbit polyclonal anti-ACTIVE® JNK pAb Promega V7931

Secondary antibodies:

Alexa fluor 594 goat anti-rabbit ThermoFischer A-11037

Alexa fluor 647 goat anti-mouse ThermoFischer A-21236

Alexa fluor 594 goat anti-rat ThermoFischer A-11007

Peroxidase-AffiniPure Goat Anti-Rabbit IgG Jackson ImmunoResearch 111-035-144

Antibodies used for FACS were all from BioLegend (1:200):

anti-mouse CD16/32 (clone 93, 101302) B220 (RA3-6B2, 103246, lot B39 2975), CD11b (M1/70, 101263, lot B29 3812), CD11c
(N418, 117333, lot B275102), CD4 (RM4-5, 116012, B273144), CD45 (30-F11, 103151, B293473), F4/80 (BM8, 123116, lot B268075),
Ly6G (1A8, 127616, lot B248844), Ly6C (HK1.4, 128018, lot B247616), CD103 (2E7, 121406, B282445), CD8 (53–6.7, 100761, lot
B278295), MHC-II (M5/114.15.2, 107622, lot B303311), TCR-# (H57-597, 109222, B281521), IL-17A (TC11-18H10.1, 506916, lot
B290261), IFN-$ (XMG1.2, 505830, lot B268951) and TNF-" (MP6-XT22, 506304, lot B271488). Live dead: Fixable Viability Dye eFluor
780 (1:1000, eBioscience, 65-0865-14).

All antibodies have been previously validated by the manufacturer. Olfm4, Ki67, E-cadherin, #-catenin, Lysozyme, Sox9 anitibodies
were validated within our previous work (doi: 10.1038/s41586-018-0190-3 and doi: 10.1016/j.celrep.2016.03.088.)

Our genetic models served as positive/negative controls for some of the stains. The stainings were further supported by qRT-PCR,
single cell and bulk RNASeq data, and from chromatin data.

Male and female mice >20g mice were induced with tamoxifen from 8 to 12 weeks of age. The following transgenic lines (C57Bl/&J
background) were used:

Mus musculus_Ctnnb1-D164A, Valenta et al, 2011

Mus musculus_Ctnnb1-delC, Valenta et al, 2011

Mus musculus_Ctnnb1-dm, Valenta et al, 2011

Mus musculus_Ctnnb1-flox, Brault et al, 2001

Mus musculus_Tg(Vil1-cre/ERT2), The Jackson Laboratory

Mus musculus_ BCL9-loxP_BCL9L-loxP, Deka et al, 2010

Mice were housed in individually ventilated cages, under the standard room temperature (20°-25°C) and humidity, 12/12 light/
dark cycle.

No wild animals were used in this study.

No field-collected samples were used in this study.

Mouse experiments were performed in accordance with Swiss guidelines and approved by the Veterinarian Office of the Kanton of




