Supplementary figure legends

Fig. S1 Related to Fig. 1, canonical NF-kB signalling specifically activates global methylation of
H3K27 in glioblastoma. a Cells were co-transfected with pGL4.32[luc2P/NF-kB-RE/Hygro], using
pRL-TK-Renilla as an internal control in LN229 and U251 cells. After 24 hours of LPS
(0.1/1/10pg/mL) or TNF-0(1/10/50ng/mL) treatment. The luciferase activity was measured and
standardized to Renilla luciferase. b Cells were co-transfected with pGL4.32[luc2P/NF-kB-
RE/Hygro], using pRL-TK-Renilla as an internal control in LN229 and U251 cells. After 24 hours
of BAY11 (1/2/5uM) or CAPE (1/2/5uM) treatment. The luciferase activity was measured and
normalized to Renilla luciferase. ¢ After 24 hours of LPS (1pg/mL) or TNF-o(10ng/mL) treatment,
levels of histone lysine methylation were detected by western blotting. d The expression levels of
histone lysine methylation upon overexpression p65 in LN229 and U251 cells. e, f The expression
levels of H3K27me1/2/3 upon overexpression p65 or NF-kB activators in LN229 and U251 cells.
g, h the EC50 curves of two NF-kB inhibitors. Values are expressed as the means=SD from three
experiments, and the asterisk indicates the statistical significance compared to the controls (*, p <
0.05, **, p<0.01, *** p<0.001, **** p<0.0001).

Fig. S2 Related to Fig. 2, NF-xB selectively triggers the expression of EZH2 to promote H3K27
methylation in glioblastoma. a Volcano plots illustrated differentially regulated genes expression
from RNA-seq analysis between WT and p65 KO LN229 cells and identified by RNA-seq. The
same assay was performed in LN229 treated with DMSO or CAPE. Values are presented as the log,
of foldchange. b Heatmaps of H3K27 specific methyltransferase and demethylase differentially
expressed between DMSO and CAPE or WT and p65 KO in LN229 cells identified by RNA-seq. d
To activate the NF-kB pathway by treating with 1ug/ml LPS or 10ng/ml TNFo and then detect the
protein expression levels of EZH2 in LN229 and U251 cells. e Pearson correlation coefficient (r)
and p-value (p) between EZH2 and NF-kB subunits expression (in logy). f IP analysis of the
interaction between EZH2 and p65 in LN229 and U251 cells g Expression levels of EZH2 in LN229
and U251 cells after overexpression of p65. h Enrichment of p65 in the EZH2 promoter region was
detected by ChIP-seq data from GEO. i p65 motif in EZH2 promoter prediction from ALGGEN. j
The expression levels of H3K27me3 in LN229 and U251 cells after knockdown of EZH2. k, 1 CCK-
8 and colony formation assays were performed in LN229 and U251 cells after knockdown of EZH2.
m The expression levels of H3K27me3 in LN229 and U251 cells after knockdown of KDM6A and
KDMG6B. n, 0 CCK-8 and colony formation assays were performed in LN229 and U251 cells after
knockdown of KDM6A and KDM6B. Values are expressed as the means+SD from three
experiments, and the asterisk indicates the statistical significance compared to the controls (*, p <
0.05, **, p<0.01, *** p<0.001, **** p<0.0001).

Fig. S3 Related to Fig. 3, NF-kB inhibition triggers profound epigenetic reprogramming in
glioblastoma. a GO pathway analysis of differential genes by overlapping EZH2 and H3K27me3
enrichment foldchange. b-¢ Heatmap representation of regions with either loss or gain (logio likely-
hood ratio > 3) of EZH2 in p65 KO LN229 cells compared with WT. The logx(IP/Input) signal is
plotted for each replicate, centered on the differential peak + 5 kb. Each column is representative of
an individual donor. The same assay was performed in LN229 treated with DMSO or CAPE. d-e
GO pathway analysis of differential genes from CHIP-seq analysis between WT and p65 KO LN229



cells. The same assay was performed in LN229 treated with DMSO or CAPE. f The pie chart shows
the percentage of each type of differential enrichment region in LN229 cells treated with DMSO or
CAPE. g Venn diagrams showing the overlapping between ChIP-seq and RNA-seq. Values are
expressed as the means£=SD from three experiments.

Fig. S4 Related to Fig. 4, NF-xB signalling which promotes the proliferation and migration of
glioblastoma is partly dependent on EZH2. a GO pathway analysis illustrates differentially
regulated genes expression between WT and p65/EZH2 KO LN229 cells identified by RNA-seq. b
Venn diagram shows the overlapping pathway about differential genes with EZH2 KO and p65 KO.
¢ GO pathway analysis of genes both regulated by NF-xB and EZH2. d-f CCK-8, colony formation,
transwell assays in the U251 cell line of WT, p65 KO, p65 KO with p65 ectopic overexpression and
p65 KO with EZH2 ectopic overexpression group or WT, EZH2 KO, EZH2 KO with EZH2 ectopic
overexpression and EZH2 KO with p65 ectopic overexpression group. g-i CCK-8, colony formation,
transwell assays in WT, EZH2 KO and EZH2 KO with EZH2 ectopic overexpression U251 cells
treated with PBS or LPS. Values are expressed as the means+SD from three experiments, and the
asterisk indicates the statistical significance compared to the controls (*, p < 0.05, ** p <0.01, ***,
p <0.001, **** p<0.0001).

Fig. S5 Related to Fig. 5, NF-«B signalling promoting the apoptosis and cell cycle of glioblastoma
is mostly independent of EZH2. a GO pathway analysis of genes only regulated by NF-xB or EZH2.
b, ¢ Cell cycle and apoptosis assays in the U251 cell line of WT, p65 KO, p65 KO with p65 ectopic
overexpression and p65 KO with EZH2 ectopic overexpression groups or WT, EZH2 KO, EZH2
KO with EZH2 ectopic overexpression and EZH2 KO with p65 ectopic overexpression groups. d,
e Cell cycle and apoptosis assays in WT, EZH2 KO and EZH2 KO with EZH2 ectopic
overexpression U251 cells treated with PBS or LPS. f A schematic map of the vector cassette. g A
procedure of selection and identification of knockout clones. h Detection of indels in p65 and EZH2
knockout cells. i DNA sequences for each of the PCR products from p65 and EZH2 clones. Cut
sequences are shown in brackets and loxP sequences are in red. j Western blot detected the effect of
p65 and EZH2 KO. k, 1 Statistics of the cell cycle in Fig. 5 and Fig. S5. m, n apoptosis assays in
WT, EZH2 KO and EZH2 KO with EZH?2 ectopic overexpression LN229 and U251 cells transfected
with PCDH-p65 or PCDH vector. Values are expressed as the mean+SD from three experiments.
Values are expressed as the means+SD from three experiments, and the asterisk indicates the
statistical significance compared to the controls (*, p < 0.05, ** p <0.01, *** p <0.001, **** p
<0.0001).

Fig. S6 Related to Fig. 6 glioblastoma can be molecularly stratified for risk using NF-kB and EZH?2.
a,b Kaplan—Meier survival analysis of p65 and EZH2 in CGGA database. ¢ Pearson correlation
coefficient (r) and p-value (p) between EZH2 and p65 mRNA expression (in logy). d-k Kaplan—
Meier survival analysis of age, gender, EGFR expression, WHO grades. 1 The differential expression
of p65 between glioblastoma and normal tissues. m The differential expression of EZH2 between
glioblastoma and normal tissues. Values were expressed as the means£SD from three experiments,
and the asterisk indicates the statistical significance compared to the controls (*, p < 0.05, **, p <
0.01, *** p <0.001, **** p<0.0001).



Fig. S7 Related to Fig. 7 Synergistic effect induced by inhibition of EZH2 and NF-xB in
glioblastoma. a LN229 and U251 cell lines were treated with increasing doses of EPZ-6438 in
combination with increasing doses of CAPE for 24 hours, and proliferation was monitored by
CCK&8-kit. Combenefit calculated cell availability and heatmaps. b Semi Log dose-response curves
and calculated EC50 values of EPZ-6438 and CAPE. c~e NF-kB inhibitor CAPE combined with
EPZ-6438. Colony formation, cell cycle and apoptosis assay were performed in LN229 and U251
cell lines. f Subcutaneously implanted mice were treated with EPZ-6438, CAPE or combination.
Images of representative tumors for every group at day 28. Scale bar, 1 cm. Values are expressed as
the means+SD from three experiments, and the asterisk indicates the statistical significance
compared to the controls (¥, p < 0.05, **, p <0.01, *** p < 0.001, **** p <0.0001).

Fig. S8 Schematic of the proposed mechanism.



Supplementary figures

Fig. S1

LN229

e

400

300

200

100

Flucrescence value

O & DD
S & &
S
RIS ‘&Q «&

LN229

p-p65 [ == ==]

p65s [= = =]
H3K4me3 == =]
H3KIme3 [ =]
H3K27me3 [E=—==]
H3K36me3 [= == a=]
H3 [E==]

ACTB [=====]

LN229

H3K27me1 === |
H3K27me2 [ |
H3K27me3 [ wm—|

HY [ ——]

LN229

Abs ECs0=3.18uM

% Change

10

1
bay11-7082 [uM]

N
gl

U251

400

300

2004 =3

100

Fluorescence value

Q Q&
& @
.\Qﬁ,\&}

S D QD
QE &
&Q\@\ﬁ

oL &
S (P BB

DA
&
s®
N LS

O &
et LR

p-pe5s ==]

pes [
H3K4me3 ———==]
H3K9Ime3 [=== =]
H3K27me3 [==—==1]
H3K36me3 [===]
H3 [===]

ACTB [===1]

H3K27mel [= ====]
H3K27me2 [= ====]

H3K27me3 | == == s
H3 | == o= -

U251

Abs ECs0=3.02uM

=
8

% Change

bay11-7082 [uM]

100

80

60

40

Fluorescence value

p-p65

p65
H3K4me3
H3K9me3
H3K27me3
H3K36me3
H3

ACTB

WML

-
z
N
N
[{e]

~,
Cp, %
q
Oy,
B

H3K27me1

=]
H3K27me2 [= =]
==]
[==]

H3K27me3
H3

LN229

Abs EC 5,=2.63uM

U251

Flucrescence value

H3K4me3 ===]
H3Kgme3 =—=1
H3K27me3 [==]

H3K36me3 [==]
H3 [==]
ACTB [==I

H3K27me1 [wmw=]
H3K27me2 [ ]
H3K27me3 [ ]

H3 (=]

U251

Abs EC5o=2.94uM

CAPE [uM]

1 w0
CAPE [uM]



Fig. S2

A B
DMSO vs CAPE  WT vs p65 KO § &S &G AR
& & P
vs p FF IS e @@
25- : ; 150+ : Significant oromts |17
| I = Down SUV3gH2 085
0 . * Unchanged o
- . e KDM4A I,1
) 100y KDM4A "
g 5. NSD2
=1
2 SUVAgH1
- 50. PHF8
5. EZH2
[ pl EZH2 SUV3gH2
0. pLL
-2 0 2 o 5 0 5 10
log2FoldChange log2FoldChange
C
© p-value = 8e-08 %G p-value = 5.d4e-1 . EE p-value = 0.0045 -+ g p-value =7.9e-12 — p-value = 0 0
S | r=04 L <{R=051 o[ B S{R=022 -+ * £ |r=0s . SolR=08 .
o -2 oo [l 2
5 &3 2 £ 5°
o - & . = o
3 - ER 23 3 3+
W e . 2o 2o [ r
5 S = 1 I g5 & 3
8 N 8. 8< N 2.
i 5 8 3 4 5 6 i 4 5 6 3 4 5 6 T 5 &
log2(p65 TPM) log2(p65 TPM) log2(p65 TPM) log2(p65 TPM) log2(p65 TPM)
D F
LN229 U251 LN229 U251
P IP
4 & v 5 &
9 o & o o & So o & T oL R
FIE gL 8L SEY
EzH e EzH? [Eamw] pes [ _wm ] pos B e ]
AcTE ACTE ] Ezvz [wm] S —
E G
8- R=0.4682 ,_ R=0.3690 LN229 U251
P<0.0001 P<0.0001 o i
2] e kS ¢’g < ﬁ
Bel it § 8 58
2 . . ¢ < Q
ST EzH2 [===] EzH2 =]
EEE A pes (=] pes =]
P65 ACTB [mmam] ACTE =]
o R=0.2446 R=0.3293
P=0.0002 P<0.0001 - PCOH . . PCOH
e 24 = PCDH-p&5 » = PCDH-p65
& 2 34
NS gs %3
24 ¥z EZ
2 @
21 21
, 2o L
6 65 EZH2 0 065 EZH2
H |
p65 ChiIP-seq
2 p65 [T00594]
M Sequence GGGGAAACGA CGGGAACTCT CGGGAACAAC
0 . ‘ 1 -583 574 -488 479 +50 +50
' ' Dissimilarity 13.44% 14.36% 13.82%
RE equally 0.06830 0.11786 0.08471
5 il EZH2 RE query 0.04979 0.10020 0.06438




LN229 uz251 LN229
< Sefrza
N? r\:\/ r\';‘ g 20 < ShEzHoz
555 &5 8“’
H3K27me3 H3K27me3 [mma—=—=] 80%
Yo
H3 H3 0 % 4 72
Hour (h)
° T
E’ 1.5 = E 15 2.0 U251 e EpEgH21
~ 15 = ~ c? as -
A 10 & 10 31s i
w w > HaH
g 05 © 03 g 1.0 I|
o 0.0 T 00 3 05
7] <} Nooa 7]
x &g o i LYY~
& (Jg\ Q:D?‘ Don 24 48 72
& F Hour (h}
N
LN229 U251
& &
R <
& )
= =
& )
FEE FEF
ods & ods s
FEEE FEEL
555§ 5 5 5 &
H3K27Tme3 [(E=—===] H3K27me3 [ e wm|
HE [m——— H3 [
) » uz251
g = :mgmaa 2 = ses = :EEBMEA
215 = shKDVGB D15, e T = shKDM6B
< shKDMBAKDMGB < i shKDMBA/KDMEB
Z10 Z10
o o
_g 05 é 05 i |
S 00 500
¥  KDMGA  KDMEB 4 KDMBA  KDMGB
LN229 LN229 U251

Number of clones

4500D valum

4500D valum

Number of clones
o
3

U251 U251
r"{- Wi\z $ 200y
o -
AT
& & & 5
~ > [
T LT
.} z Sg
NG - 4 S
LN229
28 * SSven
20 ﬂ * SBMERover
s iifi = sl
10
05
0.0
0 24 48 72
Heur (h)

Number of clones




Fig. S3
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Fig. S5

A
NF-kb regulated only EZH2 regulated only
GO.Pathway ~log10(P Value) GO Pathway ~log10(P Value)
regulation of cell cycle = . positive regulation af neuroblast prolfaraticn * @
s 25
roguiation of apoy . posiive reguiation ofosll prolferatica ®
4 20
i . posive reulstion of o i . B
ngalve reguistien of apostolc process = ] * T . i
ot ool yce + ¢
Gene counts gl oot mgraton + 8
coll protseration = Y =] Gene counts
o v | ° ® = ol prolifer: [ ] o
J— ° 0= <ot ien . o
I I | ® | | | ®=
1 H 3 a 1 2 B
Gena Ratio% ®- Gene Ratio%
B Cc
U251 U251 U251
o
WT p65 KO-1 p65 KO-2 p65 KO+OE  pb5 KO+EZH2 OE 52?‘ WT P65 KO-1 pB5 KO-2  pB5 KO+OE pB5 KO+EZH2 OE 2n
= S
. 2 . £ §
“ -5 3 H 8 : ! L | 2 &
| : . : £ =1 | = 50
=l X ; E] 3| - E 1 - =
. : e | g . z 3| - \ A k - H | Jl FREl o
Ed il S & < AN Ll | M R J\J\-m o
AV " P >
WI EZH2KO-1 EZH2 KO-2 EZH2 KO*OE EZH2 KO4+p65 OF wr EZH2KO-1 EZH2KO-2 EZH2 KO+OE EZH2 KO+p85 OF
i = £ 2 g, =
p— - -]
g kL 3
v S
A% 4 -
g
> E
i
E QS
S
D E
U251 U251 U251 U251
EZHIKO  EZH2 KO+OE EZHZ KO EZH2 KO+OE
= s
§ - Ps
_ M
o B
8
g2
]
£
2
<
F H

1]

2kt ler

EFS

FLAG

Pura

SpCase Lentiviral production

‘ W:’RE N O O:\ O'q’
lentiCRISPRV2 . o O =
i Transfection ‘3{_ 4';& \eﬂr Qﬂ/
BsmBl  BsmBl P24 Q‘b QQ Q:L Q:l/
l Puromycin selection
EFS SpCas9  FLAG Puro  WPRE
700bp —|
lentiCRISPRV2 Clonal expansion 500bp —;
400bp =|
51 CACCONIUNNNNARSRRNRHRA -3 Experiment validation
o ARG 5
e e
ne s Knockout cell line
s eane
| J
W GCTTCCGCTACAAGTGCGAGCGG
fou ~ .Sl’a &
Jg o o N~ voe
p65 KO Allele 1 GCTTCCGCTACAAGTGCCGAGGGG W-\' qj: W* s @' £
L
p65 KO Allele 2 GCTTCCGCTACAAGTGCCGAGGGG Sy < é? ,gg’ gé’»’
S — e —
WT CCATTGCTAGGTTAATTGGGACC ACTE [ ACTE [ ———

EZH2 KO Allele 1
EZH2 KO Allele 2

Tcul

CCATTGTATGTT(AJATTGGGACC
CCATTG(C)TAGGTTAATTGGGACC



Pl

LN229 U251
£ -wT 2 -wT
9 w65 KO-1 @ e pe5 KO-1
s . p65 KO-2 = m p65KO-2
3 p65 KO+OE g P65 KO+OE
) W p65 KO+EZH2 OE © mm p65 KO+EZH2 OE
3 &
] ©
o [¢]
GO/G1 s G2/M
LN229
-
=
= 80 - f
8 - T k) - wWT
] 6 - e W EZH2 KO- o = EZHZ KO
s = " W EZH2KO-2 = . E7H2 KO-2
3 0 E EZH2 KO+OE : EZH2 KO4OE
ko] ) W EZH2 KO+p65 OF ] W= EZH2 KO+pB5 O
> =
E 20 E
] ©
6] Q
GOIG1 s G2/
N
LN229 LN229 U251 U251
wr EZH2KO EZH2 KO+OE wT EZH2KO  EZH2 KO+OE
4

—~ 407 =3 ol =

8 == 65 OF - —_

@ 30 ctrl 8

S L8 P

g ® g, B .o 3

B L = = o

g pBEOE  §

g g

< Q

<

AV




Fig. S6
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Fig. S7
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Supplementary tables

Table S1: Clinicopathologic characteristics in 173 glioma patients

Characteristics Number
Sex

male 108 (62.4%)

female 65 (37.6%)
Age

<4ly 78 (45.1%)

>4ly 95 (54.9%)
WHO grades

I 24 (13.9%)

1 78 (45.1%)

111 49 (28.3%)

I\% 22 (12.7%)
EGFR expression

High 23 (13.3%)

low 150(86.7%)
p65 expression

High 94 (54.3%)

low 79 (45.7%)
EZH2 expression

High 40(23.1%)

low 133 (76.9%)




Table S2: Relations between the level of p65 or EZH2 expression and clinicopathologic
characteristics in 173 glioma patients

p65/EZH2 expression

Characteristics High/High High/Low  Low/Low P-value
(%) (%) (%)

Overall 31(17.9%)  72(41.6%)  70(40.5%)

Sex 0.495
male 22(71.0%)  45(62.5%)  41(58.6%)
female 9(29.0%) 27(37.5%)  29(41.4%)

Age <0.0001
<4ly 6(19.4%) 26(36.1%)  46(65.7%)
>4ly 25(80.6%)  46(63.9%)  24(34.3%)

WHO grades <0.0001
I 1(3.2%) 3(42%)  20(28.6%)
1l 1032.3%)  37(51.4%)  31(44.3%)
111 11(35.5%)  23(31.9%)  15(21.4%)
v 9(29%) 9(12.5%) 4(5.7%)

EGFR expression <0.0001
High 1032.3%)  11(15.3%)  2(2.9%)

low 21(67.7%)  61(84.7%)  68(97.1%)




Table S3: Univariate analysis of five-year overall survival and five-year disease-free survival
on different clinicopathological factors by Kaplan—Meier method.

Variable 5-08S Log-rank test 5-DFS  Log-rank test
(%) (P-value) (%) (P-value)

Sex 0.159 0.124
male 66.7% 48.1%
female 78.4% 63.1%

Age <0.0001 <0.0001
<41y 84.6% 73.1%
>41y 60.0% 37.9%

WHO grades <0.0001 <0.0001
I 100% 100%

II 92.3% 69.2%
I 53.1% 30.6%
v 4.5% 0%

EGFR expression 0.698 0.007
High 69.6% 26.1%
low 71.3% 58.0%

Risk group 0.029 <0.0001
High-risk group 58.1% 25.8%
Intermediate-risk group 68.1% 48.6%

Low-risk group 80.0% 71.4%
Note:

Abbreviations: 5-0S, five-year overall survival; 5-DFS, five-year disease-free survival,



Table S4: RT-PCR and qPCR primers

Primers

sequence (5°—3’)

ACTB-F

ACTB-R
P65-F

P65-R
EZH2-F
EZH2-R
Phf8-F
Phf8-R
NSD2-F
NSD2-R
Prdm16-F
Prdm16-R
Kdm4a-F
Kdm4a-R
SUV39H1-F
SUV39H1-R
SUV39H2-F
SUV39H2-R
CHIP-BSI1-F
CHIP-BS1-R
CHIP-BS2-F
CHIP-BS2-R
CHIP-BS3-F
CHIP-BS3-R

ATGTGGCCGAGGACTTTGATT

AGTGGGGTGGCTTTTAGGATG
CTATAGAAGAGCAGCGTGGGG
TCACTCGGCAGATCTTGAGC
GCAGCCTTGTGACAGTTCGT
GCGGCTCCACAAGTAAGACA
AAGGTTCAACGTCCCTGCTC
GATAGGCTGGGCTCTTTCCC
CCTATTGCTGCACGTCAGGT
CTCTGATGGGTTGCGGTCAT
ATGCCGACTTTTGGGAAGGG
GTGGAGAGGAGTGTCTTCGG
GGCTTTGGGCTGTAGATTCCT
CGATGAGCTCCTTGGGATTCA
TGATGAGGGGCGGATTGAAC
CCCCACCATTGGTCAAGTCA
GTGCCTTGCCTAGTTTCACT
AGAATCTGGCCATCCTTTCCA
CTCCCCGGGCACCACTA
AGTTCAAAACTCGGGGGTGG
TAAAACCGTTACCACCCCCG
CCTCTCAGGAAGGCGGTGT
GGGGCCAAATAAAAGCGATG
GCGTTACCTTCGTCCCG




Table S5: plasmid primers

Primers sequence (5°—3’)

Nhel-p65-PCDH-F CTAGCTAGCATGGACGAACTGTTCCCCCT
BamHI-p65-PCDH-R CGCGGATCCTTAGGAGCTGATCTGACTCAG
Nhel-EZH2-PCDH-F CTAGCTAGCATGGGCCAGACTGGGAAGAA
BamHI-EZH2-PCDH-R CGCGGATCCTCAAGGGATTTCCATTTCTCTT
EZH2-promoter-F1 CTCCCCGGGCACCACTA

EZH2-promoter-F2 TACCACCCCCGAGTTTTGAA
EZH2-promoter-F3 CCGGTGGGACTCAGAAGGCA
EZH2-promoter-F4 TTTGTAGGCGTGCGGGGG

EZH2-promoter-R CCGAAGCTCACAGCTCCTTC

EZH2-BS2-F1 ctggectaactggecggtaccCTCCCCGGGCACCACTAG
EZH2-BS2-R1 ttggegggaaccggegecgcGGCGGGGGAGGGGCGG
EZH2-BS2-F2 GCGGCGCCGGTTCCCG

EZH2-BS2-R2 ccagatcttgatatcctcgagCCGAAGCTCACAGCTCCTTC
p65-sgl F CACCGCTTCCGCTACAAGTGCGAG

p65-sgl R AAACCTCGCACTTGTAGCGGAAGC

p65-sg2 F CACCGAAGGCACAGCAATGCGTCG

p65-sg2 R AAACCGACGCATTGCTGTGCCTTC

EZH2-sgl F CACCGCCGGAGCTCAGGGGGATTT
EZH2-sgl R AAACAAATCCCCCTGAGCTCCGGC
EZH2-sg2 F CACCGGTCCCAATTAACCTAGCAA

EZH2-sg2 R AAACTTGCTAGGTTAATTGGGACC




Abbreviations

NF-kB: Nuclear factor kappa B; EZH2: Enhancer of zeste 2; SPF: Specific pathogen free; CAPE:
Caffeic acid phenethyl ester; ATCC: American Type Culture Collection; STR: Short tandem repeat;
GO: gene ontology.



