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glLC3 with a decreased dependence on glycolysis
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S5: Tox2 deficiency leads to reduced protein translation and

decreased dependence on glucose in both ILC3 subsets in gut
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Fig 6: Bypassing and overexpression of hexokinase 2 rescued

survival of Tox2+- gut ILC3
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Fig 7: Hypoxia and IL-17 upregulated Tox2 in gut ILC3



A Hifta B 600 -

2 — _
- ‘ < 400- S
o 3 3 .
2 M o A
g T 200 & °°
> o

:

0
0 WT Tox2* WT Tox2”
miLC3 glLC3

WT Tox2”- WT Tox2"

miLC3 giLC3

C 600 CD4
] CD4 - —-mLNWT *
J f — — — mLN Tox2" T °
o X qut WT 54007 o .
9 gut Tox2"* “:TS o | 0 .
2 w . . .
@ T 200 |
.
0
g ) . ; . WT Tox2” WT Tox2”
HIF-1a PE mLN Gut

|chr2 (qH2) - 228 HECENECE Co TN 20 I EEEN 20F1 F2 20F3 By
Scale 1 kbl I mm10
chr:  163,202,000] 163,202,500| 163,203,000| 163,203,500| 163,204,000]
| JASPAR CORE 2022 - Predicted Transcription Factor Binding Sites (8260 items filtered out)
HIF1A || SiteA HIF1A§ Site B
HIF1A | Site C
GENCODE VM23 Comprehensive Transcript Set (only Basic displayed by default)
HIF1A binding motif ,ACGTGC Tox2
Site Strand Genomic position P-value Respect to TSS TSS
A + Chr2:163201840-163201849 10 -1324 0 -1315
- Chr2:163203394-163203403 10 +230 to +239
© + Chr2:163203396-163203405 104 +232 to +241
2000
] - —— WT Normoxia =
E . miLC3 glcs —— Tox2-Normoxia T 15004 s
] 1 - -- WT Hypoxia u ns ns
@ 2 - - - Tox2’- Hypoxia < 10004 ns
G ] g ] T —_ s ey .y [
i iT] = L .
[\ ! 3 500+ .
{
] “\ ] 0
74 ! Tox2-  WT Tox2-  WT Tox2*  WT Tox2*
"HIF-Aa PE L mic3 glca | | miLc3 glcs |
21% 0, 5% O,
F Lin-CD45* G H
RorcCre Hifta** RorcCreHif1a 8 10
miLC3 4 ] s . o
§5 67 . sE 87
2@ 28 *
g 84 67
g2 44 3 ) .
[} x °
N2 2 4
3T 5 ﬁ' NE
= g 4 '9 E 2_, L)
L]
glLC3 1 . 0 £ s ete oo [*1
RorcCe RorcCe  RorcCe  RorcCre A -
3 R e Hifta™ Hiftam WT 7a*  WT Il17a”
S mILC3 glLC3
E miLC3 glLC3
< 1.0
4 e 6
g . N _E 0.8- . =
CD127-APC —————————» o3 5§35
23 0.6- 28 4 "
g2 Se .
32 04 e 3o
R d YE o
T2 024 lﬁ Tg e
it L]
. S
Rorctre Rorcce  Rorc®  Rorc®® o-8-0o-tus r*
Hif1a** Hifta"  Hifla** Hifla"" WT II117a” WT I117a*
miLC3 glLC3 miLC3 gILC3

S7: HIF-1a and IL-17A upregulated Tox2 in gut ILC3



