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Fig S1. Gating strategy for the sorting of CD161Va24Jal8 CD8CD4" T cells from
matched inflamed and non-inflamed biopsies of 3 CD patients. Sorted cells were used to
prepare single cell RNA-Seq libraries of 5,902 CD4 T cells.
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Fig S2. A non-linear regression model was fit to the number of new peaks obtained
sequentially over all samples for 1,000 permutations of sample orders and stratified into
whether they derived from (A) inflamed or (B) non-inflamed biopsies, as well as (C) IBD
or (D) healthy blood. Individual points show the mean number of new peaks per sample
added and associated standard error of the mean fitted blue line shows fitted model with
saturation line (red) marked as well as estimated number of samples needed to identify
95, 97 and 99% of peaks (grey lines).
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Fig S3. (A) Boxplots showing the number and distribution of peaks (in thousands) for the
inflamed (orange) and non-inflamed (blue) biopsy ATAC-Seq samples, as well as the
IBD Blood (purple) and healthy blood (green) ATAC-Seq samples. Whiskers indicate the
upper and lower quartiles. (B) The first 2 dimensions of a principal component analysis
between all ATAC-Seq samples for the quantile normalized maximum signal over
background for each peak in the catalogue of called peaks.
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Fig S4. Boxplots indicate the distribution of difference between predicted proportion
generated via CIBERSORT and the proportion to which that population contributed to
the synthetic mixture. Whiskers indicate the upper and lower quartiles. Synthetic mixtures
were generated as per Corces et al, 2016 (ref. 38 in the main text).



SUPPLEMENTARY FIGURE 5

Genomic Context of Losses Genomic Context of Gains

60% 40% 20% 0% 0% 20% 40% 60%
L 1 1 1 1 J L L L 1 1 J

iTh17 iTh17

(— - 11 d
™ g mC_==m
Th2 &9 Th2

TReg TReg
[__JiTh17 iTh17[__]

N Th17 & Th17
Cm 5 mizT/3
| I— A

[1iTh7  iTh7[]
C_Jrh17

Tt §  Thi[]
[ 1Th2 @ Th2[]
[ ] TReg TReg[ ]
[ |iTh17 iTh17| ]
[ Th17 g (Th17| ]
[ Tht £ Thi| ]
[ Th2 £ Th2| \
[ TReg TReg| ]

Clith17 iTh17[]

Lrth17 e rmhi70
Omt 5 m™iQ
Om2 ® Th2[J
[1TReg TReg[]
|iTh17 iTh17]
[ [FTh17 8 (Th17| ]
[ J]Tht & Thi| ]
[ JTh2 8 Th2| ]
[ 1TReg < TReg| ]

Fig S5. Genomic context of regions gained or lost across all CD4 T cell subpopulations
relative to effector CD4 T cells distributed according to their genomic location into
promoters, 5’ UTR, exons, introns, 3° UTR or intergenic. Sites were called as present in
each T cell subpopulation detected in at least 2/3 of samples.
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Fig S6. Other examples of ATAC-Seq signal profile from regions that are more accessible
in CDA4 T cells from inflamed biopsies relative to CD4 T cells from non-inflamed biopsies
and where IBD-risk SNPs fall within (indicated by rectangles).



