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paper. The transcriptomic datasets generated during and analysed the current study are available in the European Nucleotide Archive (ENA) repository (https://
www.ebi.ac.uk/ena/browser/home), under the accession numbers ERP008531 (STDY 3371 - Mouse and Trichuris muris transcriptome time course, https://
www.ebi.ac.uk/ena/browser/view/PRJEB7610?show=reads), ERP126662 (STDY 4023 - Investigating the transcriptome of early infective larvae stage of Trichuris
muris, https://www.ebi.ac.uk/ena/browser/view/PRJEB42759?show=reads) and ERP021944 (STDY 4672 - Investigating early host intestinal epithelial cells -
whipworm interactions, https://www.ebi.ac.uk/ena/browser/view/PRJEB19877?show=reads). Databases used for the analysis are : Ensembl (https://
www.ensembl.org/index.html), the molecular signatures database (http://www.gsea-msigdb.org/gsea/msigdb/) and WormBase Parasite (https://
parasite.wormbase.org/index.html).

Sample size for bulk and single-cell RNAseq experiment was determined by performing power calculations.

Imaging experiments were qualitative, therefore no power calculations were done to estimate the sample size, which reflect the number of
whipworm larvae found in the caecum of mice (after extensive sectioning) or caecaloids. However, to account for biological variance, in in vivo
experiments three mice per group were evaluated, and in vitro experiments were performed using caecaloid lines from 3 different mice,
repeated at least 2 independent times and including each time a minimum of 3 technical replicates per line per condition (time point and
infection status) to ensure reproducibility. In these studies, the experimental unit is not the mouse or the caecaloid line but either the
whipworm larvae, cell types or desmosomes for which we have included sample sizes higher than 10.

No data were excluded from the results presented in this manuscript.

At least two independent experiments using 2-3 caecaloid lines derived from independent mice were carried out to ensure reproducibility for
in vitro experiments. For in vivo experiments, at least two independent experiments were carried out. All attempts of replication were
successful.

For in vitro experiments, caecaloids are grown in 6-well transwell plates, which were randomly allocated into uninfected and infected groups
at the moment of infection in order to have 3 replicates per condition. For in vivo experiments, mice were randomly allocated into uninfected
and infected groups using the Graph Pad Prism randomization tool.

In vitro experiments were not carried out with blinding as for the majority of the experiments the same researcher was performing the
infection and measuring the readouts, but at least two independent repeats were performed. For in vivo experiments, blinding at the point of
measurement was achieved using barcodes. During sample collection, group membership could be seen, however this stage was completed
by technician staff with no knowledge of the experiment objectives. For SEM and TEM imaging experiments, blinding is not possible as the
researcher performing them is looking for microscopic larvae infecting less than 1% of the caecal epithelia and therefore needs to screen
hundreds of sections.

rabbit !-p43 primary antibody (Cambridge Research Biochemicals - not commercially available, 1:400); !-villin (Abcam, ab130751,
clone SP145, 1:100); !-Ki-67 (Abcam, ab16667, clone SP6, 1:250); !-chromogranin A (Abcam, ab15160, 1:50); !-Dcamlk-1 (Abcam,
ab31704, 1:200); !-zona occludens-1 (ZO-1) protein (Invitrogen, 61-7300, 1:200); donkey anti-rabbit IgG Alexa Fluor 555 (Molecular




