Supplementary Data

Table S1 Primers used in this study

Primer

ChlIP assay

DTDST GCT GGG ATT ACA AGC GTG AG
STeGalNAc6 CCA CGAAAAATG CTG GCT CC
BGN exon 1 binding site CAA ACT GCC CAG GAG TGAGT
BGN p65 binding site GGC CCT CTT TTT AAG GGA AG

EZH2 p65 binding site AGC ATA AAG CCA GAC CAG GC
SUZ12 p65 binding site GGT CCT TCT CTC CCC ACA AT

EED p65 binding site AGG GGG AAG CAG GTT ACT GT

Gene expression

EZH2 TCATGC AAC ACC CAACACTT
sSuZ12 GCA AGAATC TCATAG CTT GTC AGC
EED AGC CAAATG TACAAC ACTGAC T
STeGalNAc6 GAC GCC GGA GAG AAATGA GT
DTDST CAG ATG CCT TGC TGAGTG GA

BGN AAC TAG TCAGCC TGC GCC T

TLR2 TGC TGC CAT TCT CAT TCT TCT G
TLR4 CAG AGT TGC TTT CAATGG CAT C

TTC CCC ATC AAA GAT TCC AG
CTG CTG TAG TGG TCT TGG CA
AGG CGC AGG CTG ACT AGT TG
GGT GGT TTC TCC AGG ATC AG
TAG CTTCGC CTC TGACGT TT

AGG GAA GGA GGG AGG AAA A

GGA CAGCGC TTC CTGACT AT

TTG GTG GGG TCT TTATCC GC

GCAGGACTT CCA GGG TAACA
CAG CGC CAAATACTG GCATC
GGG AGC CGT AAT GGAAGA CC
CCC ACACCATTAGTC CGA GG
CTC CCAGAAGCC TCTCTG CT

AGG TCT TGG TGT TCATTATCT TCC
AGA CTG TAATCA AGA ACC TGG AGG

Table S1. Primers used in this study.
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Tissues SToGalNAcd | SLC20A2 |BGV | HSPDI | HMGEI | SI00AZ | ST INC __|HYALI \HYALZ |SDCZ |HSPGZ |HASI |HASZ |HASI |SFTPAI
All 0.%8 0197 0.41 0.405 0.275 0.758 1.213 0537 s 0.455 0316 0309 0.126 0351 0.254
Adipose ns ns ns 0.364 ns ns ns ns ns ns ns ns ns ns ns ns
Advens]_Gland 0.72 ns ns ne ns ns ns 0841 | 0772 ns ns ns ns 098 ns
Bladdex ns ns 1.01 0808 0659 ns ns ns 0714 ns 1069 ns s 0983 ns
Elood s .26 0.715 0.444 0.383 0.425 0515 0.864 0.26 0971 1471 029 0552 0794 0255
Br.me s ns ns ns s s ns ns s s ns ns s s s s
Bisin -1.15 1.257 0831 051 0.167 0.541 107 D74 | 0813 s 1648 | 0182 | 0513
Bieast 0.648 0.146 1528 0284 | D081 1048 1049 ns 0256 | 0539 ns ns 0331 | 1063 ns
Cervix s ns ns 0.715 s ns ns ns ns ns ns ns s s s s
Colon 0.208 0.416 1195 | 0481 | 0.729 0469 0.734 0.385 0.147 ns ns
Endometdum ns 078 0.434 ns ns ns 0364 | 082 ns ns 0.803 1 0.879
Ecophagus ns ns ns ns ns ns ns ns 03% ns ns s ns
Eye s nE nE nE s s nE nE s s s s s hE s nE
Gallbladdex ns ns ns ns ns ns ns ns ns ns ns ns ns s s ns
Head and Neck ns 1.001 ns ns ns ns ns ns 1 HEE 1.139 ns 1.16 ns
Kidney 0.435 0.1% 0347 0364 | 0117 067 0868 ns 0.152 1.136 039 0349 s 0.537
Livex 0.366 1.101 -1.155 ns 0.142 | 0818 ns 0312 | -1362 | 0302 ns ns ns ns ns ns
Lug 0691 0553 | 0631 | 0421 | 0181 | 0821 | s | 0554 07% | 0217 | 058 | 0421 | s | 0707 h
Lyrrrph Node s 15 RS ns s ns ns s ns s ns s ns s s
DMuscle ne ns ns ne ns ns ns ns ns ns ns ns ns s ns
Ol ns 099 0711 ns ns ns ns ns ns ns ns ns ns
Ovaxy ns 0.605 1.489 ns 0.2 1.062 1277 -1.02% 1.282 | 0477 0.745 052 s
Ponciease s 034 0.901 ns 0229 | 128 ns ns ns ns 0751 | 083%™ ns ns ns ns
Fhaxyme ne ns ns ne 0.732 ne ne ns ne ne ne ne ns ne ne s
Flacents ns ns ns ne ns ns s ns ns ns ns ns s ns ns ns
Frostate ns ns ns ns ns ns ns ns 0456 ns ns ns ns 1414 s
Sldn 0658 ns 04 0.635 s s ns 094 | 117 ns ns ns 036 ns 0441 0366
Srnall_Intestine 1 ns ns ns s ns s ns ns 1 ns ns ns ns 1 s
Spleen ne ns ns ne ns ns ns ns ne ns ns ns ns e e s
Stormech ns ns 1.07 0.74 0.864 ns ns 0.815 ns 0657 062 0316 ns 047 ns -1.09%9
Teeth ns ns ns ns ns ns ns ns ns ns ns s s s s
Testis ns ns ns ns ns s ns ns 1 ns s ns ns 1 ns
Thyuoid, 0541 037 0838 ns ns 0687 1.067 0713 0424 | 1126 | 0295 ns 1341 | 0514 131
Tongue ns ns ns 0.832 ns ns ns ns 0718 -1.089 ns s
Thenus ns ns ns ns ns ns ns ns ns 0,752 ns ns 1.171 132 s
Vagina ns ns ns ns ns ns ns ns ns ns ns ns ns ns s s
Fudva ns ns ns ns ns ns ns 1.19 ns s ns s ns s | x| ome

Table S2. TLR4 ligand expression level in cancers. The data were retrieved
from the GENT2 database (GPL570 platform), and are only shown according
to significant test results by t-test (p < 0.001). ns, not significant.
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Figure S1. Large-scale RNA-Seq transcriptome analysis of TLR4 potential
ligands—BGN, DEFB1, HMGB1, HSPD1, S100A8, S100A9, SFTPA1, TNC,
hyaluronan synthase (HAS1, HAS2, and HAS3), and heparan sulfate
proteoglycan responsive enzymes (SDC2 also called HSPG1, and HSPG2) in
normal colorectal tissues and tissues from colorectal cancer from the TCGA
database. n, number of patients; ***, p < 0.001.
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Figure S2. ST6GalNAc6 and DTDST mRNA levels were inversely correlated
with BGN. Large-scale RNA-Seq transcriptome analysis of the relationship
between ST6GalNAc6 and DTDST and BGN in healthy control colonic and
rectal tissues and in colorectal cancer samples (stage 1) from the TCGA
database. ST6GalNAc6 and DTDST each showed a significant inverse
correlation with BGN mRNAs.
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Figure S3. Relative NF-kB activity in normal intestinal cells and some colon
cancer cells. Promoter analysis of NF-kB activity in normal intestinal cells—
FHC—and colon cancer cells—DLD1, HT-29, LS174T, LS180, SW480, SW620,
LOVO, and WiDr cells. Cells were transfected with 0.2 pg/well of the pGL4.32
(luc2P/NF-kB-RE/Hygro) vector (Promega Corporation, Madison, WI, USA),
and incubated for 24 h for the subsequent dual luciferase reporter assay. Firefly
luciferase activity was normalized to Renilla luciferase activity. Data are
presented as the relative fold increase compared with FHC. *** p < 0.001; (n =
3 with mean £ SD shown).



UCSC Genome Browser on Human Feb. 2009 (GRCh37IhF19) Assembly

move| <<<| <<| < | > [>> [>>> |zoomin| 1.5x | 3x | 10x | base | zoom out [ 1.5x | 3x | 10x | 100x
chr7:148,580,257-148,581,456 1,200 bp. | chr7:148,580,021-148,561,220 | [o0]

[ene? case.s> CHCD

EZH2 & TVT
et 140,880, 500] 148,881, 00e|
\ GACHIT Reference Seausnce

P o Sequence
NCBI RefSea Oenes. CUrated SUDZet (MMw, NE_m. Ml YP_8) - AOTAT ion Release GCF_ 080081408, 25 ORCNIT.013 (2017-84-19)

Exon1

e
p65 Trangcr DT 100 FACTOr CRIP-50a (161 FACTOrS) from ENCOOE With FACTOFDOOK MOt ifS
LR ss————— Uiy

chr17:30,263,686-30,264,885 1,200 bp. | chr17:30.263,606.30,264.804 - |[ge]

[enr17 cans.2) ESTSEEND

SUZ12 ;::;7 u,u:t:ul ( 30,064,500

HAD 10TUDes O GRCNIT Reference Seauence
PATCHOS TO GRONST Meference Seauence
MBI MefSeq Qenes, CUraTed SUDSeT (MLE, N, and YP_a) - jon kel

468, 25_CRONST. DI (2017-04-19)

D65 rer Tranatr (gt tom Pactor CniP-sen (161 ferrors) from EHCOOE & i FoCtoToo0N Ot 173 e
Exon1
chr11:85,955,327-85,956,526 1,200 bp. | chr11:85,955,114-85,956,313 }
[enr s cara.2> T TS TR 0> T FRREE O e R s S s |
EED ~ 2SY|[| e[| I T T il et oL 11 pp—

€
PATOWS TO OACHIT Rederen
. P

e Jeauence
NCDT ReFSen 0enes. CUrated FLOSet (MLw, M ) = ANPOTAT Ion Re 1ease OCF_990801495, 25 _ORCH;

p65 - . T T T O T PR XL AT A e A
Exon1

Figure S4. Identification of p65 binding regions in EZH2, SUZ12, and EED
through multi-omics data analysis. Locations of p65 show gray blocker in EZH2,
SUZ12, and EED. The genomic positions in this figure are based on the UCSC
Genome Browser, Assembly GRCh37/hg19.
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Figure S5. NFKBIA and TNFAIP3 differential plots for colorectal cancer in the
TCGA database.



