Supplementary Tables and Figures

Supplementary Table 1. H3K27ac ChIP-seq metadata. Abbreviations: NN: Normoxia - No
Bacteria, NF: Normoxia - infection with Fnn, NE: Normoxia - infection with E. coli , HN: Hypoxia
- No Bacteria, HF: Hypoxia - infection with Fnn, and HE: Hypoxia - infection with E. coli.

Experimental | Repli- Total Trimmed Aligned % duplicate | Peaks FRip
group cate reads reads reads reads

NN 1 13425098 12270795 11890069 70.9443 17833 | 7.50%
2 18071088 17329893 16907358 74.3666 22160 | 10.03%

NE 1 25000000 24898398 23618097 28.8138 28590 | 16.99%
2 14974664 14919732 14246577 39.684 32849 | 19.35%

NF 1 17655910 17592292 15767488 43.4656 18455 | 9.54%
2 25000000 24792337 21937958 42.898 19219 | 11.97%

HN 1 17293043 17020373 12757427 62.063 37446 | 22.49%
2 23185060 22736499 19140035 50.8794 33606 | 15.72%

HE 1 18319962 18210613 17070244 42.3342 44723 | 22.93%
2 25000000 24922168 23309318 35.3334 47621 | 23.55%

HF 1 25000000 24624744 20366483 50.8853 34301 | 19.15%
2 19375219 18943094 15188467 53.3603 29804 | 17.94%




Supplementary Table 2. RNA-seq metadata. Abbreviations: NN: Normoxia - No Bacteria, NF:
Normoxia - infection with Fnn, NE: Normoxia - infection with E. coli , HN: Hypoxia - No Bacteria,
HF: Hypoxia - infection with Fnn, and HE: Hypoxia - infection with E. coli.

Experimental Replicate Total reads Aligned reads % Aligned reads
group
NN 1 9002005 8920009 99.09
2 13399894 13282658 99.13
NE 1 14727006 14529738 98.66
2 15474426 15254993 98.58
NF 1 13549539 13408193 98.96
2 17936962 17761651 99.02
HN 1 13668761 13495696 98.73
2 15085986 14883882 98.66
HE 1 14751367 14240998 96.54
2 16620283 16008288 96.32
HF 1 14961090 14794994 98.89
2 10913784 10783782 98.81




Supplementary Table 3. Differentially regulated transcription factors in Fnn infection of
HCT116 cells subjected to hypoxia conditioning. Abbreviations: NN: Normoxia - No Bacteria,
NF: Normoxia - infection with Fnn, HN: Hypoxia - No Bacteria, and HF: Hypoxia - infection with
Fnn.

NN-HN-specific NN-HF-specific Common fo RN -HiN and
PU.1:IRF8 MYB77 VRN1
Six2 NLP7 ZNF467
ATHB24 Zfp281 AT2G15740
WRKY75 At1g75490 HIF-1b
AT3G25990 ATHB25 GRHL2
AP-2alpha Hoxc9 NF1-halfsite
WRKY6 NFkB-p65 KLF10
WRKY33 Foxa3 Pdx1
Hnf1 NFkB-p65-Rel FOXK2
WRKY18 FoxD3 Tbx5
COUP-TFII ANACO079 CTCF
Egr2 Six1 ATHB33
Foxh1 Unknown-ESC-element ASHRA1
OBP3 CRC p73
bZIP52 LIN-39 ANACO038
WRKY15 Cdx2 Npas4
AT2G28810 PAX3:FKHR-fusion p63
GBF6 MYB62 En1
LBD2 Hoxa13 HuR
Unknown(Homeobox) AT5G02460 FoxL2
Mef2b Mef2c MYB65
ZNF652/HepG2-ZNF652.Flag Reverb
MafF bZIP:IRF
WRKY26 p53
CDX4 LHX9
WRKY31 Hoxd13
WRKY28 ANACO046
WRKY55 MYB101
LBD19 Stat3
Initiator/Drosophila CDF3
WRKY20 Egr1
BORIS TATA-Box
EAR2 MYB81
Replumless Mef2a
AT5G66940 HOXB13
AT3G12130 MYB70
PPARa ETS:RUNX
WRKY25 Hoxd11
WRKY27 Hoxa11
HOXD13(Homeobox)/Chicken Otx2
Nanog ANACO047
PPARE dof42
ZNF416
WRKY40
AT5G63260
Sox17
WRKY65




Supplementary Figure 1. Additional images from immunofluorescence confocal microscopy of
Fnn infected HCT116 cells at 24 hours after initial infection. (Staining: Host membrane red:
Membrite 568, Host nucleus blue: NucBlue, Fnn green: FM 1-43FX). Scale bar 10um.
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Supplementary Figure 2. H3K27ac and RNA-seq data under various conditions. a Pearson
correlation of normalized H3K27ac signal around promoter regions (TSS +/- 2 kb). b Distribution
of normalized H3K27ac signal at peaks. Each data point represents the normalized H3K27ac
signal at a peak. The central line of the boxplot represents the median. The upper and lower
boundaries of the box delineate the 75th and 25th percentiles, respectively. Each whisker
extends to a distance of 1.5 times the interquartile range from the box's edges. ¢ Pearson
correlation of normalized RNA-seq counts at genes. d Boxplots of RNA-seq counts at genes.
Each data point represents the normalized read counts at a gene. The central line of the boxplot
represents the median. The upper and lower boundaries of the box delineate the 75th and 25th
percentiles, respectively. Each whisker extends to a distance of 1.5 times the interquartile range
from the box's edges. Abbreviations: NN: Normoxia - No Bacteria, NF: Normoxia - infection with
Fnn, NE: Normoxia - infection with E. coli , HN: Hypoxia - No Bacteria, HF: Hypoxia - infection
with Fnn, and HE: Hypoxia - infection with E. coli. ns (not significant), **** p<0.0001.
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Supplementary Figure 3. Enhancer GO Term enrichment analysis of E. coli data. a NN-NE. b

NN-HE. Abbreviations: NN: Normoxia - No Bacteria, NE: Normoxia - infection with E. coli, and
HE: Hypoxia - infection with E. coli.
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Supplementary Figure 4. Pairwise comparisons of GSVA analysis of RNA-seq data for Fnn
and E. coli infection in normoxia and hypoxia. a NN-HN. b NN-HF. ¢ NN-NF. d NN-HE. e NN-
NE. Abbreviations: NN: Normoxia - No Bacteria, NF: Normoxia - infection with Fnn, NE:
Normoxia - infection with E. coli , HN: Hypoxia - No Bacteria, HF: Hypoxia - infection with Fnn,
and HE: Hypoxia - infection with E. coli.



Hypoxia conditioning
(NN-HN)

Top upregulated Top downregulated

HLA-V PSMC1P1
RPL3P4 H3P6
MUC12 SPCS2P4
FAMB83A TMEM183B
CA9 ABCF2-H2BE1
RPS6KB2-AS1 ABCA11P
GAST ZNF286B
SRIP3 CYP3A5
RFX7 FAM72C
HIF1A-AS3 LONRF2
CD68 RBBP4P1
C6orf47-AS1 MIR3654
PTGER1 FOXO3B
KRT86 LINC01106
LYNX1-SLURP2 SNORAG61
TMCC1 P2RX7
LINC02029 TCAF1P1
WFDC21P MSANTD3-TMEFF1
HRAT92 TAS2R14
ANGPTL4 PCDHAC1
C17o0rf114 ADAM32
IGFL2 KLRK1
NDRG1 LINC00243
DNASE1L1 LIMS3
PRDM1 ZNF117
GRPR LRRC37A3
LSP1P4 ULK4P2
H4C11 TDRD6
INPP5D MIR4721
HMCN2 RCN1P2
GTF2IRD2B SMG1P4
SHD LINC00680
KRT7 CYP19A1
LSMEM2 PPIL6
SARM1 CDK14
ACAP1 KLRG1
7SK PTGER2 log2(FoldChange)
MECP2 CCBE1 Downregulation
LINC01271 ANK2
TAGLN BHLHB9
NR5A2 ZNF862
CXCR4 TNFSF18
PAG1 TRPV6
HOMER2 HNRNPA1P16
C5AR1 GPR157
PPFIA4 PPIAP22
LINC02043 GPR158
PARP11 CCDC15-DT
RIN1 SMG1P1
RNF223 LINC00652

Upregulation

Supplementary Figure 5. Differentially expressed genes in hypoxia conditioned cells. Top 50
upregulated and downregulated DEGs in uninfected hypoxia conditioned cells. Abbreviations:
NN: Normoxia - No Bacteria, and HN: Hypoxia - No Bacteria.



Fnn infection of normoxia conditioned cells
(NN-NF)

Top upregulated

TNFRSF9
DNASE1L1
HLA-V
CD68
NOS1
WNT7A
CA9
SHD
SPRR1B
C6orf223
FBX032
NDRG1
RNF223
RFX7
GTF2IRD2B
ADAMTS16
NFE2L1-DT
WFDC21P
KRT86
PRDM1
HOMER?2
PLCH2
LINC00887
MYLK
ARRDC4
FAM83A —
TICAM2 —
FA2H —
LINC02352 —
DLGAP4 —|
SPRR2D —
BST2 —
DDIT4 —
KRT13 —
EBF4—
CCR10 —
LCN2 —
SHROOM1 —|
R3HDM4 —
GJB4 —|
ANGPTL4 —
BBC3 —
PRR20G —|
MACC1 —|
SULT1A3 —
KRT6A —
ANKRD37 —|
KRT7 —
LINC01564 —

TTYH1—

Top downregulated

BLOC1S5-TXNDC5
LONRF2
EAF1-AS1
ATP2A1
TRPV6
SPRY3
RPL23P4
P2RX7
CCNT2-AS1
BCL2L15
LINC00680
GUSBP2
RCBTB2
TCAF1P1
P2RX5-TAX1BP3
ZNF670-ZNF695
K14
MT-TV
MT-TF
ZNF587B —
GIGYF1—
CPLANE1—
ZEB1—
BCLAF3 —
MBD2 —
STATS5B —
DDX12P —
PIH1D2 —
TBL1XR1—
KLHL13 —
GAB1—
TNS2—
SRSF2—
MCM4 —
GPAM —
ZNF587 —
PDS5B —
MAT2A —
VSNL1—
EXOG —
SNHG10—
HSPH1 —
SLC38A7 —
KBTBD6 —
THUMPD2 —
MSH2 —
ZBTB26 —
CHORDC1 —
ZNF35 —
LRRC37A3 —

Fnn infection of hypoxia conditioned cells
(NN-HF)

Top upregulated

RPL3P4
AFDN-DT
CA9
FAM106A
WFDC21P
RFX7
TNFRSF9
SAMD11
PTGER1
FAR2P1
FAMB83A
C6orf223
Y_RNA
ALA-V
GAST
SHD
LSMEM2
PLA2G4B
AGAP5
RPS6KB2-AS1
LINCO01271
IL11
GTF2IRD2B
TMEM262
HIF1A-AS3
SIRPB1
7SK
ZMYND15
RNF223
PRDMH1
GOLGA8N
RPL10P6
NDRGH1
GAPDHP28
LINC02574
PAG1

log2(FoldChange) c1QL4
Downregulation TMCC1
MUC16

10 LY6K
PPFIA4

5 LSP1P4
MIR663A

PLD4

0 USP3-AS1

LINC02356

5 GRPR
CXCR4
L ANGPTL4

PLXNA3
Upregulation

Top downregulated

PSMC1P1

H3P6

TMEM183B
BLOC1S5-TXNDC5
GCSHP5
ABCF2-H2BE1
TRPV6
ST20-MTHFS
FAM72C
NEDD8-MDP1
LONRF2
RMDN2
MIR3654
FRY
PPIAP22
SLC26A4
CNTNAP3C
SLC4A8
SNORAG1
SPCS2P4
COMMD3-BMI1
GOT2P3
P2RX7
CASC2
STAT4
SNORA70
MLXP1
LINC00243
IFIT2

ASNSP1

STON1
FAM47E-STBD1
BCL2L15
ZBTB45P2
TSPAN7
TDRD6
CCDC71L
ZSCAN12P1
ALG14

RCN1P2
TNFSF18
ZRANB2-AS2
SELL

CDH8
LINC00680
OPN3
IFIT1
SHOC1
GPR157
BMS1P10

Supplementary Figure 6. Differentially expressed genes in normoxia and hypoxia conditioned
cells upon infection with F. nucleatum. Top 50 upregulated and downregulated DEGs in
normoxia and hypoxia conditioned cells infected with Fnn. Abbreviations: NN: Normoxia - No
Bacteria, NF: Normoxia - infection with Fnn, HN: Hypoxia - No Bacteria, and HF: Hypoxia -

infection with Fnn.



E.coli infection of normoxia conditioned cells E.coli infection of hypoxia conditioned cells
(NN-NE) (NN-HE)

Top upregulated Top downregulated Top upregulated Top downregulated

DNAAF1 TCAF1P1 POU2F2 PSMC1P1
RPL3P4 CCDC144A STKLD1 TIGD2
HLA-V POC1B-GALNT4 RBFOX3 BLOC1S5-TXNDC5
PMS2P3 BHLHB9 RYR3 LRRC8D
FGF11 KRT20 MTRNR2L5 STBD1
MTRNR2L5 MCTS2P PLD4 NIPSNAP3A
MIR663A FRY RPL3P4 LINC00680
EPHB3 MSTO2P URAHP KLHL13
GTF2IRD2B ZNF772 FGF11 ABCF2-H2BE1
RNF223 IFIT3 PKD1L1 LSM12P1
DDIT4 BCL2L15 RN7SL608P LINC00460
H4C11 ATP8B4 PMS2P3 SLC1A1
LINC02029 ZNF624 MUC16 ZFY
RFX7 TNFSF18 PRCD C20rf69
GOLGA8N TRPV6 OR7E122P ASAH2
ZNF710 CCDC103 UBE2R2-AS1 BBS12
LINC02043 TARID ALPK3 METTL7B
NRTN NAMPTP1 GOLGA7B VDAC1P8
DIP2C-AS1 MT-TF ACVRL1 RSC1A1
NUTM2A ZNF181 TNNT2 TNFSF18
AGAP5 CIP2A FMN1 TCAF1P1
PRDM1 SEC22B3P RAD51AP2 SYT13
TICAM2 MT-TV KCNK12 ZBED6
GRPR GPR158 GAST THAP2
HIF1A-AS3 GPR157 TBC1D29P MIR3652
TIGD3 ZNF708 LINC02484 cCcDC121
c1QL4 — ZFY DIP2C-AS1 MDH1B
FAM229A — ZFP37 ZNF710 DET1
C5AR1— SMG8 RFX7 ISL1
OXCT2— HSPA2 —| NUTM2A ILDR1
MPND — ZNF283 — IL16 PTGES3L-AARSD1
CD37 — PNRC2—| RPL12P37 ARMCX5-GPRASP2
CCL20 — TMEM135 — LINC02352 GPRASP2
LINC00887 — RCBTB2— GPR68 KRT222
CASTOR3 — Xg%gl — ANKRD24 RBBP4P1
INCA1 — — HRNR ASB9
NFATC4 — UTP15— E’g@gﬁg’dﬁ:ﬁfe) ODAPH SERBP1P1
WFDC21P — TMEM168 — 9 OXCT2 P2RY1
S HSPABP1 10 ATAD3C IL18R1
ANKRD37 — TRAF6 — ADGRL1-AS1 PPP3CB-AS1
7SK — ZNF550 — PRAM1 MARS2
RBFOX3 — DKK1 — 5 WFIKKN1 NAT1
BBC3 — ENPEP —| AOX1 LINC02562
ATPBVOCP4 — MTFMT — 0 CTAGE9 SERPINBS
ANKRD9 — GYG1— APOE MBLAC2
FBX032 — CDK14 — SERHL EPB41L4A
YPEL2 — PDE12— -5 MAPRE3-AS1 MAGEB1
DNASE1L1 — PTPRB — C7orf61 ADAM21
TCEA2 — EXOG — 10 C120rf77 ST6GALNACS
BLOC1S3 — RINT1— AMZ1 MGAT2

Upregulation

Supplementary Figure 7. Differentially expressed genes in normoxia and hypoxia conditioned
cells upon infection with E. coli. Top 50 upregulated and downregulated DEGs in normoxia and
hypoxia conditioned cells infected with E. coli. Abbreviations: NN: Normoxia - No Bacteria, NE:
Normoxia - infection with E. coli , HN: Hypoxia - No Bacteria, , and HE: Hypoxia - infection with
E. coli.
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