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Figure S1. Microbiota alpha diversity differs between animal facilities but not consistently between
genotypes. Shannon diversity index is shown for (A); NOD/Lt and NOD/Mrk mice from either ABR,
ARC, JCU or BRF facilities (B); B6 from ARC or BRF. (C) NOD/Lt control mice and NOD/Lt co-
housed with B6. (D); NOD, Idd3, 15, Idd3/5. (E); NOD and NOD.H-2b. (F); NOD treated with either IL-

2c or PBS. Mean and SD are shown.
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Figure S2. Significant differences in microbial taxa observed between NOD and B6 strains.
Mean and SEM are shown for each group along with FDR adjusted p values.
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Figure S3. A core microbiome identified in NOD mice differs to B6 and /dd3/5 strains. A: The mean
abundance of genera present in >80% of mice in each strain. B: sPLS-DA of the core microbiome genera. C:
Component 1 contribution loadings from B. FDR indicates the adjusted P value of each genera between
strains following permANOVA testing.



Figure S4

g__Adlercreutzia
FDRp=0.001

Abundance (%)

NOD Idd3

g__Lactobacillus

_
Idd5 Idd3/5

FDR=0.002
100
9 °
£ 80 o*° N
8 g0 “e®
E —E LI » [ ]
T 40 O T ege®
2 D el
2 20 ° . cr
o % 0
ol o eo W
NOD /dd3 [dd5 Idd3/5
g__Coprobacillus
FDR=0.01
0.8
[ ]
3 L ]
< 0.6
3
2
K 0.4 c.o
.§ 0.2 o
< =
0.0l = -
NOD /dd3 [Idd5 Idd3/5
f_s247
FDR=0.03
80
2 60 ° o
§ °® o 0gq0
g 40 ° O
5 ;; .¥} —+—
[ ]
2 20 ° o.:o .5
)
" NOD Idd3 Idd5 Idd3/5

o__Bacteroidales

FDR=0.001
25
2.0
1.5 °

[ ]
bt

= T
oo
NOD /dd3

g__Coprococcus

FDR=0.002
5
4 °
3
2 o..
(X ]
1 o
[ ]
0 .
NOD /dd3 Idd5 Idd3/5
g__Akkermansia
FDR=0.01
5
4 °
3
[ ]
2 ....:
1
. T ot
0 fo—
NOD /dd3 Idd5 Idd3/5
Enterobacteriaceae;g__
FDR=0.04
0.3
°
0.2
0.1 T haaand
o0 - 0ee
1 *x
0.0 Cy o ———
NOD /dd3 Idd5 Idd3/5

v —ll—
Idd5  Idd3/5

g__Parabacteroides
FDRp=0.001

NOD /dd3 Idd5 Idd3/5

f__Parabacteroides;g__Prevotella

FDR=0.009
6

L — =
NOD /dd3 Idd5 Idd3/5

g__Bacteroides

FDRp=0.01
15 P
[ ]
10 °
[ ]
° T e
5] %e® ..o
=T R
G® A
0 * . :
NOD Idd3 Idd5 [dd3/5

g__Prevotella
FDRp=0.001

1

o N & O ©

NOD /dd3 Idd5 Idd3/5

g__Sutterella
FDR=0.01

NOD /dd3

IddS  I1dd3/5

f__Erysipelotrichaceae;_ g

FDR=0.02
2.0
[ ]
15
1.0
0.5 i
o, L)
0.0
NOD /Idd3 Idd5 Idd3/5

Figure S4. Significant differences in microbial taxa observed between NOD and /dd3/5 strains. Mean

and SEM are shown.
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Figure S5. Microbial taxa contributing to variance between NOD.H-2 and NOD mice.
Individual taxa contributing to component 1 loadings for the SPLS-DA analysis shown in Figure 2E. Mean
and SEM are shown. FDR adjusted p values are shown.
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Figure S6. IL-2c treatment increases intestinal IL-10 production and alters the microbiota of NOD mice.
NOD mice were treated with PBS or IL-2c weekly for 6 weeks. (A) IL-10 and IL-22 gene expression relative
to Hprt in the ileum. (B) Representative images of H&E stained sections of ileum crypt termini showing
Paneth cell morphology. (C) sPLS-DA multivariate analysis of fecal samples collected before treatment at 4-
weeks of age (PBS Pre and IL2 Pre) and after treatment at 12 weeks of age (PBS Post and IL2 Post).



