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Antibodies
Antibodies used

www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc=GSE182019]. Large raw image/micrograph files that support the findings in this study are not provided with the
source data and are available from the corresponding authors upon request. pT1 clinicopathological information are provided in Supplementary Table1, and raw
and processed transcriptional data is available on GEO under accession number GSE162667 [https://www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc=GSE162667].
Raw and processed transcriptional data from FOCUS cohort data are available on GEO under accession number GSE156915 [https://www.ncbi.nlm.nih.gov/geo/
query/acc.cgi?acc=GSE156915]. The CRC cohort was comprised of 282 stage II patients and was previously described in Oncotarget. 2020 Feb 25; 11(8): 813–824;
doi: 10.18632/oncotarget.27491. Source data are provided with this paper.

For all in vivo experiments, power analyses were carried out to determine cohort sizes based upon effect size and SD derived from

unpublished experiments in similar GA models previously carried out within the lab, and from early pilot studies which were carried out within

experimental and control cohorts. Power analyses were carried out using the G* power software package 3.1.9.4 (HHU Dusseldorf), typically

defining alpha=0.05 and beta=0.2. For animal studies this also respected the limited use of animals in line with the 3R system: Replacement,
Reduction, Refinement.

No data were excluded, unless mentioned otherwise.

For all organoid-related experiments, treatments were repeated twice on a minimum of 3 separate batches of organoids (n=3 mice) to verify
reproducibility of the experimental findings. Tissue sections from 4 individual animals per genotype (n=4) were stained for all
immunohistochemistry, immunofluorescence and in-situ hybridisation. All other experiments were performed on biological replicates of >3
mice to confirm reproducibility of experimental findings.

To minimise genetic variability, all experimental and control animals were either generated on a pure, inbred genetic background, or where

that was not possible, were generated from individual breeding colonies. Control and experimental animals were co-housed independent of

genotype and cohorts were comprised of a balance of both male and female animals. In order to reduce the impact of covariates such as

gender or housing, animals were recruited to treatment groups in a partially randomised manner while taking these factors into account. For
all organoid experiments, organoid cultures of the same genetic background were treated in parallel ie. Apc-mutant line #1 + vehicle, Apc-
mutant line #1 + drug.

For animal welfare reasons, researchers were not blinded to genotype during study and data collection. The investigator(s) were blinded to

genotype or treatment during data analysis. For organoid experiments, researchers were blinded to genotype during study and data
collection, but not blinded to treatment or genotype during data analysis.

Antibody, catalog number and dilutions used for immunohistochemistry included in the manuscript.

!-catenin (1:100; BD Biosciences, #610154)

Lysozyme (1:500; Agilent, #A0099)

Ly6G (1:60,000, BioxCell, #BE0075-1)




