Extended Data Fig. 1. Overview of the human cohort and omics workflow
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Extended Data Fig. 2. Relative expression of heat-stress genes




Extended Data Fig. 3. Transcription factors differentially active within the

human health colorectum
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Extended Data Fig. 4. Stemness potential index inferred by CytoTRACE 2
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Extended Data Fig. 5. Spot-level deconvolution of epithelial cell populations
in the healthy human rectum

a b c d

Stem cell AbC-progenitor EEC-progenitor GC-immature

Celltype proportions.
08

Celltype proportions
05

I“

Celltype proportions Celltype proportions.
s 03

04
03

0z
01

AbC-immature L-EEC

Gelliype proportions Celltype proportions Gelitype proportions Celype proportions
s a1

04

010

Im

03

0z
01

ECC

Geltype proportions Celltype proportions

Celltype propartions.
03 025
o020

015

010
o5

CA1* AbC

Celltype proportions Celltype proportions
05

020
015

010
005

04
03

0z
o1

Tuft Cell

Crypt axis

Celtype proportions

02

Celtype proportions
03

Celltype proportions
02

Bottom




Extended Data Fig. 6. Colorectal expression of intestinal barrier and solute
carrier genes
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Extended Data Fig. 7. Overview of cell-cell interactions in the healthy
colorectal epithelium
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Extended Data Fig. 8. MHC Class Il Gene Enrichment in Rectal Epithelial Cells

from IBS-D
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Extended Data Fig. 9. Xenium in situ integration of rectal tissue samples
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Extended Data Fig. 10. Expression of barrier and transporter genes in IBS
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Extended Data Fig. 11. Frequency and signature of aberrant cell types in CD
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Extended Data Fig. 12. Xenium in situ integration of colonic tissue samples
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Extended Data Fig. 13. Expression of genes associated with diarrhea in CD
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Extended Data Fig. 14. Expression of barrier and transporter genes in CD
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