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ovarian cancer (OC) cells.[Methods] The expression of the NR2F1 molecule in OC patients and its relationship with the
overall survival of patients were analyzed using the GEPIA database. Nuclear receptor subfamily 2 group F member 1
(NR2F1) overexpressed OC cell and control cell were constructed by lentivirus in vitro transfection. The proliferation of
OC cells was analyzed by CCK-8 method. Real-time fluorescent quantitative PCR (qRT-PCR) was used to analyze the
mRNA expression of dormancy-related molecular genes in OC cells. Western blot was performed to analyze the protein
expression levels of related molecules. The viability of OC cells treated with different chemotherapy drugs was analyzed by
trypan blue exclusion method. Annexin V-FITC/PI double-staining assay was used to detect the apoptosis of OC cells
treated by different chemotherapy drugs. Transcriptome sequencing technology was used to analyze the differentially
expressed genes in NR2F1 overexpressed SKOV3 cell line, and the relevant signaling pathways were screened through
KEGG enrichment analysis. qRT-PCR was performed to verified the mRNA expression level of drug resistance-related
molecules in OC cells. The GEPIA database was used to further verify the correlation between the expression of NR2F1 and
the drug resistance—related genes.[Results] The NR2F1 expression is low in the tumor tissues and the high expression of
NR2F correlates with poor overall survival in the OC patients. Compared with the control group, the proliferation ability of
the NR2F1 overexpressed OC cell lines was significantly reduced. The expression of dormancy-related molecules, cyclin—
dependent kinase inhibitor 1B(p27), differentiated embryonic cartilage gene—2(DEC2) and transforming growth factor—32
(TGF-PB2) , increased significantly in the NR2FI overexpressed OC cell lines, and anti-apoptotic molecule B—cell
lymphoma gene—2 (BCL-2) also increased. In contrast, the expression of the proliferation—related molecule KI67 was
decreased. In addition, the NR2FI overexpressed OC cell lines significantly enhanced the resistance to chemotherapy
drugs. Transcriptome sequencing and KEGG enrichment analysis showed that the upregulated genes in NR2FI
overexpressed OC cells were enriched in phosphatidylinositol-3—kinase—protein kinase (PI3K—Akt) signaling pathway,
focal adhesion pathway, extracellular matrix—receptor interactions and signaling pathways regulating pluripotency of stem
cells, and the downregulated genes in NR2F1 overexpressed OC cells were mainly enriched in cell cycle pathway. The
results of qRT-PCR verification showed that drug resistance—related molecules kinesin family member 26B (KIF26B) ,
secreted protein acidic and rich in cysteine (SPARC) , collagen type VI alpha 1(COL6A1), collagen type V alpha 2 chain
(COL5A2) , frizzled homolog 1 (FZDI1) and inhibin subunit beta A gene (INHBA) were up-regulated in NR2FI
overexpressed OC cells. GEPIA database analysis showed that the expression of NR2F1 in OC tumor tissues was positively
correlated with the expression of drug resistance—related genes KIF26B, SPARC, COL6A1, COL5A2, FZDI and INHBA.
[ Conclusions ] This study shows that upregulation of NR2FI may induce dormancy in OC cells and enhance
their resistance to chemo—drugs. The NR2FI-mediated drug resistance of dormant OC cells might be associated with the
PI3K-Akt signaling pathway and signaling pathways regulating pluripotency of stem cells, and closely related to the
upregulation of KIF26B, SPARC, COL6AI, COL5A2, FZD1 and INHBA.
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1.1 ##GEH 5 ER

LI A H A BF S 40 M Bk SKOV3 Al
OVCAR3 Ity [ 7 [E B} 2 B 40 J 72 5 pSLenti—-CM V-
MCS-3xFLAG-PGK-Puro—-WPRE #1 pSLenti—-CMV -
NR2F1-3xFLAG-PGK-Puro-WPRE #% 14 Il [
FoTHY .

1.1.2 K A RPMI-1640 X5 3% K Wy g 3£
Corning; fifi 4 IfiL 3 (fetal bovine serum, FBS) W [
KA Sigma—aldrich; 75 % R ~#E % R | L-4 &k
i \DMSO [ 11 g4 I AL TR (5% 2.5 o/LJREE 1
ity ) | £ W 3 €0, 4t H A7 3% S A0 ) & RIPA 4
it 4§ WX . Bradford 2 1 ¥ JB£ I 2 3R] & L SDS-
PAGE %8It e i 105 & . SDS-PAGE & I F#f
ZE ML (5%) . BeyoColorT™M 4 il Y 2 1 431 & b
. SDS-PAGE Hi K #i (Tris—Gly, Powder) . Western

PR % B W . Quick BlockTM Western 3 4] ¥ .
Western — P B . TBSTw (10x) \HRP #ric 1l 2F
Pt 1gG(H+L) FF M ECL AL & 6 & .S TR
PRWEE (5-Fu) 41 (Cisplatin) 3 58 % CCK-8 1%
T F [ Beyotime ; 25 B #1571 (cOmplete,
Mini, EDTA-free) Il - Jii 1- Roche; Rabbit anti-
GAPDH mAb ,Rabbit anti-NR2F1 mAb , Rabbit anti—
p27 mAb . Rabbit anti-BCL-2 mAb I T 3¢ [& CST,
Rabbit anti—-KI67 mAb 1§ T ¥ [E Abcam . %5 #2 BE
(Paclitaxel) 4 T 3% & Abmole ; Trizol RNA $2& B 5]
%) T 3% [ Thermo Fisher Scientific ; Annexin V-FITC/
PLAH L5 T a0 & L3 i s a5 &5 HiSeript 1
RT SuperMix ( +gDNA wiper) . SYBR Green Master

Mix 5 B H [E Vazyme.
113 A & S 3Ok E i PCR AL (78 [

Analytik—Jena) 5 f £L B 73 ' O BE A (36 [ BioTek
Epoch) ; 3 =04 fe 4% (€ E BD Calibur) ; fb27 & 6/
BN MARAL (15 [ Analytik—Jena) ; CO, 15 32464 Gorfn
P ESCO) 5 A% 7k =5 3 2500 HL (7 ] SIGMA ) 5 A i =X
TR AL (P Scilogex ) 5 A2 9 2 446 (5] 95 14 %
%) 5 WA (T2 Leica) o
1.2 MERF Mk

# SKOV3 Hl OVCAR3 4 il Bk £ F 2] 12 L A
F U RASEG pg/mL Polybrene B 1 mL 7 fef
56 4 55 I R 4 o AR O AR R R L 2 B MOI
(Multiplicity of infection ) 73 A A £ 12 5 59 55
B 7 (pSLenti—-CMV-NR2F1-3xFLAG-PGK~-Puro—
WPRE) #1185 2 (pSLenti—-CMV-MCS-3xFLAG—
PGK-Puro-WPRE) , 37 ‘CHF & 48 h, 5 5 £ 1% 5%
F A8 pe/mL TAEWR FE B IS5 R K (Puromycin)
37 “CH; 3% 48 h, £ R Puromyein, 7 ¥ 1} 4 5 %63k
NR2F1 {40 ¥k : SKOV3-CMV-NR2F1, OVCAR3-
CMV-NR2F1, X} B& 28 Jfl . SKOV3-CMV-CON,
OVCAR3-CMV-CON,
1.3 ZHAmiEsEEE -1 lE

K CCK-8 35 2 OC 40 fu 3 7t fig 1 o
NR2F1 34 323559 SKOV3 A1 OVCAR3 F 4 it 5 % iR
4 [ B 122 A 21 96 FLAR r , 4 i H2 Fh i 2 B AL 1
10°4~/100 L, [ 0L DU A 100 . Z2 47 PBS,
WD 2R AR B AN [ B () 8 ) B Lo
A 10 pL CCK-8 %1% ,37 'C A 1 hi , i kAL
B A3 G RE ARG I 450 nm 40 I GAE (OD 18 , 18
1F OD {8 F ) W i7% 248 it et RN 20 B S G g 7, OD
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RS, 20 BEL TG M e
1.4 EM%AEEZPCR

i FH Trizol I $2 BUR RNA L I A 20 WL DEPC
K FRARTS BV RNA . RAH B RNA Ji5 , >R FH 0 i 5%
& 7] 4 HiScript I RT SuperMix (+gDNA wiper) Xif

ik RNA JEAT 3005 54K 1% cDNA , & 1 SYBR Green
Master Mix s B8 1270 &5 156 B 45 I 1] 52 i) 26 S
PCR (Quantitative Real-time PCR, qRT-PCR) JZ [\
TR ZR 5 AT S I S i R Tl S o o BT
YIFF s LT3 1,

&1 qRT-PCR3|#FFI
Tablel Primers used in qQRT-PCR

Gene human Forward primer (5°-3")

Reverse primer (5°-3")

NR2F1 GACCACATCCGCATCTTCCAG
p27 CAAGAGGTGGAGAAGGGCAG
DEC2 CTCAGCTGAAAGATTTACTGCC
TGF-B2 ACTTTCTACAGACCCTACTT
Ki67 ACGCCTGGTTACTATCAAAAGG
BCL-2 CGCCCCTGGTGGACAACATC
KIF26B GCGTCGGTGGAACCTTTAGA
FzZDI TACAGCACGCTGAAGACGCCAA
COL5A2 CCGGGTCTAGCTGGTGAAAG
SPARC CGAAGAGGAGGTGGTGGCGGAAA
COL6AI TCAAGAGCCTGCAGTGGAT
INHBA AAGTCGGGGAGAACGGGTATG
B-actin TCACCCTGAAGTACCCCATC

GCTCCTCACGTACTCCTCCAG
AAGAATCGTCGGTTGCAGGT
AGGCGGTTAAAGCTTTTAAGTG
GCCATCAATACCTGCAAATC
CAGACCCATTTACTTGTGTTGGA
GCATCCCAGCCTCCGTTATCC
TCACCCCGTATTTCTTGCCC
CACTGACCAAATGCCAATCC
TCTCCTCTAGGTCCTAACGGG
GGTTGTTGTCCTCATCCCTCTCATAC
TGGACACTTCTTGTCTATGC AG
TCTTCCTGGCTGTTCCTGAC
ATAGCACAGCCTGGATAGCA

1.5 ZHR%RNITRE

TVe 11 PBS PE A 3 YR 1) R~ 40 i 85 5=
LN A 500 WL B A 2 A 5 B RIPA 248 i 24
fif W, UK b SN 20 min, WAR 24 7 ) 2 EP A
7E 14 000 Xg B T 4 ‘CES.0 30 min, B &E 1 LT
W% 20 EPAE , 52 R UTE . A& Tk 8T
T B A YRR Y I PR L I FE IR L IXTBST
HIIXTBST At & /4 50 /L LR W5y . Bradford ¥5
FE R VR B TS R 8 ARG vl (5x) 4% L] 5
20 wg HEARESIES), 100 C4 B S min, & T UK |
7 25 B A b A SRR AL . S H s 80V-SDS-
PAGE Hi 3k 30 min, /5 & JH 120 V 8 K 58 50K .
M A BAE VKR S5 F R JAE T 400 mA |, 5 15 20~
25 min, 31 KA EE 103 XY 1 % St ] .
3 A1 5% B 58 B AY NC B FE =5 35T 3141 30 min;
B NC RS A #% BR3E Y L ) A B o i — B,
GAPDH(1:1000),KI67(1:1000),BCL-2(1:1000),
BTHIR4CRE AR H5% DU 1: 1 000
T B 00 B NC TR B i —hirh, B THE IR

FE IR E 40 min, #% MREGR S U0 B ECL
T AF R CIR R G0 5 IR A 55 RIS
1.6 ZHBEE HME

{5 FH 5 B W HEBR I 2 72 0 AT 4 LG 0 o Ak
T ECA KA NR2F 1 332 %3k SKOV3 FTOVCAR3
FIVZ LR 55 0% AT e R 2 1) 2 21 96 FLAR T, 4
Ji03% 1 EBTE 98% LA I, 40 ff 42 A i 24 1AL 2x10° 4/
100 pL, W& A AT : 5-Fu (20 pg/mlL) £
A2 (5 pmol/L) A (10 pmol/L) o 435l #E 24 h .,
48 h .72 hAF T[] s AT 5 W R O £, T 1k 250 i
A5 200 R, AR R 6 15 B 13 BG4 B
FE W Y R (2x) F5 IR 12 1 He R iR A0, et
3~5 mino F1E R I 200 At 3 Sob % G £ 20 At
P8 A AR RE 5 2= A 50500 > 40 it T A
B, THECAR R S BORN (o R (L RS A LA R
= (240 S5 0 o 20 B 0 /4t L 55 < 100%
1.7 ¢AREATNE

Annexin V-FITC/PI BU4e vk K AL TT 259175 5
U B AN T B4 T XU K WA NR2F 1 5
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35 SKOV3 T OVCAR3 41 ffd bk 5 X3 B8 41 B A 4351
FEANE] 24 FLAR b, 4 M EE R i 29 2x10° /AL s 4T
) A B ;R A0 i 34 15 I R 6 R (DMSO) |, 24
Yy kb B S 9 A 5-Fu (20 we/mL) | %842 fiE
(5 wmol/L) JFI%A1(10 wmol/L),37 ‘CHF 7 48 h; i1k
2 M, K 4 A R TR AR T U T, 1 800 xg B
L5 min, 3+ G, PBS Uk U 40 I PR YK 5 AR BiE 20 i 9
TR 3R] & R A5, 44 A 100 WL 1xbinding
buffer T2 4l , i1 A 5 wL Annexin V-FITC £l
5 L PI staining solution, BA, ZRBLEEET
10 min, 52 J5 B4 A 400 pl. 1xbinding buffer,
A7 U A0 B SRS R T A B, O T A0
Annexin V-FITC 4% % &¢ (% 5 6 , [ B H. 4% Annexin
V-FITC B4k 02 6 A PTG 2L (05 Y6 i 2 IRAE 41 il
BAL T T M A A . (] Flowjo 3K 43 B
1.8 SEENFMEBREESH

XF NR2F1 i 3235 B9 SKOV3 i g A % B8 25 40
JRURREA T A SR 2L K0, 3000 & S 2ok e R 3 PR
HEKHE R4 (KEGG) &8 443 Hr MK i 5L A
B A R U Hh 2 5 PR 7R AR A B A 0
o R AR R S SR e R Dk
L5 . 28 3Rk L s AR i i i PiEAT 2
B R 50 AL OE , 38 o 72 1§ FDR (false discovery
rate) R PR AE P Y EIE , BIE S 1 PRI g, g<<0.05 11
PR BA G R
1.9 GEPIA#iERE

GEPIA 48 8 & 35 T TCGA Mg #E A Fl GTEx
1E B FEAS ) RNA-seq £ 85 76 2k 36 [ 3R 35 0 A T
H A& SE R Gk 22 5 a8 EAE AT AH DG AT
ST RE o B FH GEPIA BUHE & 43 M OC & &
NR2F1 57 F B3R S5 B H BAAE IR C 2 5 F
FH GEPIA %4l w22 S 3 iR B R kA 7 i — 2D B0k
R A8 AIF 53 PN 25 306 S v g 28 18 Ok B 98, o NR2F 1
G343 35 1 SCRIF SR I 2 1R 1) 25 S e R S VR AH
543 BT, AR S TR BE R IR b A 58 & #L (Pearson
correlation coefficient) 1A o
1.10  Zeitarth

FH SPSS 25.0 A # TSt b . BE 3
UM B T S A A IE A 04T JOr 2255 10 58 k)
PLSEIH+HRUEZE (Mean + SD) 7R, W 24H 8] Fe 4 fifi
FH o K36, 200 6 158 5 R 40 76 ) ) e 2 o
PR 2 80 5 25 50 B (ANOVA) . *P<

0.05 . %% P<0.01 ,*%* P<0.001 . **** P<0.000 1 2
INESFEAGIFE L., ns fUFEP>0.05, 5%
Gt L,

2 # R

2.1 NREFIZGFHIRESMNEEREZETHS
r

GEPIA $45 243 1 NR2F 1 533238 K H 5
B B BAETAI R VAR ER 5 IE WA
FHLE, J5% OC I 4123 NR2F 1 1 RIKBAR (P <
0.05; 81 1A) , Tl OC W93 L 4L rf NR2F 1 43 3k
f B B A ) R (HR=1.4, P=0.006 8;
K1B).

2.2 NR2F145FidRIiEFHE S U0 L =M RER

Ko I NR2F1 3 3% 3K 19 B 88 9 SKOV3 Al
OVCAR3 ZH itk 55 % HR A0 Mg pk p B4 FE 1 0, B2 0
WM BoR , NR2F 1 5 335 OC 40 i 1 5
AE 77 %00 R 20 W] B [ IR (SKOV3: F=225.812, P<
0.000 1; OVCAR3: F=26.762, P=0.002 1; & 2A) .
HE— 22k H] qRT-PCR YL A M 25 2R W7, Jiv e 4
PRBIRAH 5C J3 24 L J] 300 28 10 A4 1 ol 0 o 2 1
1B (cyclin—dependent kinase inhibitor 1B, p27) | 43
16 7R G 4K H € A -2 (differentiated embryonic
cartilage gene—2, DEC2) Fl % {4 K H + - B2
(transforming growth factor—B2, TGF-B2)7E NR2F1
IR OC 4R bk 2k W . 198 (SKOV3, p27:
t=3.837, P=0.018 5, DEC2: t=8.563, P=0.001 1,
TGF- B2: t=4.464, P=0.011 1; OVCAR3, p27: t=
8.215,P=0.001 2,DEC2:1=14.234,P=0.000 1, TGF-
B2:1=4.603, P=0.01) , BT I T4 F B Itk [ 41 He g -2
3L A (B—cell lymphoma gene-2, BCL-2) 7£ NR2F1
i 2 3K 19 OC 40 M bk vh 9 3% 1K T 5 (SKOV3: 1=
6.196, P=0.003 5; OVCAR3:1=14.837, P=0.000 1),
1M 38 8 b 35 4 M 9 18 58 B0 ) (proliferation—
related molecule antigen K167, KI67) ikl . [
(SKOV3:1=4.122, P=0.014 6; OVCAR3::=3.646, P=
0.021 9;%12B).

B T S22 BN 56 (Western blot) 36 31E OC 41
it bk F R G T 5 U NR2F 143 T 3478 (SKOV3 2 1=
6.515,P=0.002 9; OVCAR3::=8.896, P=0.000 9) , It
4, Western blot 525045 5 /R NR2F 1 33 #2351 OC
20 M PR ORI AR 23 F p27 B 1R IA T (SKOV3 =
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NR2F1
8 7 2 Overall survival
:; 1.0 . —— LoW NR2FI TPM
: —— High NR2F1 TPM
— iy 5 Logrank p=0.006 8
— 67 o : 084 A HR(high)=1.4
+ k4 T ' B % P(HR)=0.007 2
= i . = n(high)=212
[a_; f’ é oG : n(low)=212
8 S 04
172}
72} Q
3 -
&
o 2 0.2
% 0.0
:" ’ T T T B
0 - A 0 50 100 150
T
oV t/months

n(tumor)=426; n(normal)=88
A: The expression of NR2F1 was low in primary OC tumor tissues. B: Patients with high expression of NR2FI molecule in OC tumor tissues had a

shorter overall survival. * P <0.05.
E1 SEEMBEAARNNRIFI S FRIEURSNERBEEFRN S
Fig.1 The expression of NR2F1 in ovarian cancer tissues and the correlation between NR2F1 expression and the overall

survival in ovarian cancer patients

6.417, P=0.003; OVCAR3:1=16.79, P<0.000 1) , 3% 24 KEGGE&EHH
B AR A K167 2 1 3R 18 N R (SKOV3:1=11.02, KEGG it # & S/t i, 22 5 b A 1 i ik
P=0.000 4; OVCAR3:1=10.59, P=0.000 5) , §L 5 1= 7 W N5 6 UL 3 80 — 25 (1 I8 B (phosphati-
4y F BCL-2 & 1 # ik FF & (SKOV3 : 1=5.086 , dylinositol-3-kinase—protein kinase, PI3K-Akt) {F
P=0.007;0VCAR3:1=14.94,P=0.000 1;¥2C). 530 % | A A A1 R BT - 32 AR AH ELAE T (extracellular
2.3 NR2F1id &R 90 LAk T 254 matrix—receptor interactions) . % & BE (focal adhe-
HI8E 711558 sion, FA) 415 1 40 il 2 RE 1 7 5 3 % (signaling
B W HEBR s S W I 40 f 3% 7, A I Ty pathways regulating pluripotency of stem cells) | £ [
ZATEE R BN , NR2F 135k 3635 B9 20 bR A7 35 2 0 J5 T A6 AN I (protein digestion and absorption) | &
7 T B4 (SKOV3, 5-Fu: F=25.501, P=0.001, 3} (nitrogen metabolism ) i i & 4 (1 4A) . 22
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Fig.2 Overexpression of NR2F1 induces dormancy in ovarian cancer cells
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A: NR2F1 overexpressed SKOV3 and OVCAR3 cells and control cells were cultured with 5—Fu (20 pg/mL), paclitaxel (5 pmol/L), cisplatin (10
wmol/L), respectively, and the viability of NR2FI—-overexpressing ovarian cancer cells was analyzed by trypan blue exclusion assay. n=5, ** P <0.01,
ik P <0.001. B: NR2F1 overexpressed SKOV3 and OVCAR3 cell lines were treated with 5-Fu (20 wg/mL), paclitaxel (5 pmol/L), cisplatin (10 wmol/
L) or solvent control DMSO for 48 h, and the apoptotic cells was analyzed by Annexin V=FITC/PI dual-labeled assay. n=3, * P <0.05, ** P <0.01,
P <0.001 and ns=not significant.
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Fig.3 Upregulation of NR2F1 induces increased resistance of dormant ovarian cancer cells to chemotherapeutic drugs
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Fig. 4 KEGG pathway enrichment analysis of differential genes in NR2F I-mediated dormant ovarian cancer cells

3 it

i 98 AR B RN 7% 52 T 2 B I I AR T i 1) LK
P Ak, PRI 11 fieb 732 40 D R 6% 2k 3 I 7 RN G 08 i
FEAR T TSI 7K S (17 0 T A735 |, RIS RE 6% R4 3
FATE 1 BUAEZ G O IR E A K . A R
NR2F I B7K 3805 76 B R P g rh IS (H AR R IR
B R T A L SRR Ay, 24 g 240 A PR
TR FEITIE W R M sl RS PR R ), NR2F 1 36 1
B 7K R R B2 AR AT 38 , NR2F 1 53 ¥ R
S L PRRIR (4 25 b i ), 38 o 2 448 0 9 4 L
AR R, DT A0 o ke 40 R L R X B9 R
YRR I BFIE R, AR GEPIA Bda PEWE 5 /0 bt
UESE : 5IEH AU L, Ji & B0 S A 4
NR2F1 53 F3RINAR . FATAIBF 5T UESE NR2F 1
Ik A (14 DI SR 200 A s 2 B B S P AR AE

AT RE ) T B, BB AH O KI67 FRikWI B T
K, [Nt , p27 \DEC-2 Fl TGF-B2 AR IR A 5431
FIRTHE PUET T BCL-2 Fak W Tb . k3430
FY b 4 B S5 4 b 09 NR2F 14y T RE %175 S H ik
ARBRARZS o IE4h , GEPIA B 2 A A7 A B 45 51 b
7 B S R 41 20 NR2F 1 3635 3 B H 3 A A 40)
B o RHIR 1) e 400 i £ R 3 A2 B4 o] L (E DRI
B SR | g% A0 B T A 5 TR 1138 IV g
77 S R DI ik s 240 A % AT 2 ) EL A AR A
FIHEPTRE S BRI, FRATTHEM , s % O 5L 98 firb
9o 2 20 v Ko i 98 A0 T A RIS L £ A
NR2F 1 33 AR 35 K-, 1 NR2F 1 363K 7K - 42 8 1
b AR DR P 20 B A T DA 3 B N RN
PLhe )y, B T 300 SR B E SRR
AT RIR , NR2F 1 335 Tt 55 il 1 i B9 5 9 241
JL X T ) HE BT RE F11 . FRATTA B 9E K B NR2F 1



554 F T A LR NR2F L1755 01 5595 240 B AR -4 58 X A7 254 i KT ) 803
SKOV3 OVCAR3
8- 10=
g O CMV-CON g o CMV-CON
‘7 B CMV-NR2F1 o B CMV-NR2F1
8 *kk 3 8- kKK
5 o1 3
g i g
= " = o Z
e = —3 e
=} £
) )
Z 2 Z
£ z
iy )
& o & A
&
6 p-value = 4.4e-16
R=0.38
s S 3
=
4 2 z
as} 9 >
S 34 = g
= & 3
¥ 2 <2 O
S S 4 &
< 14 = 9] 2 29
O 2 01, L N —
0o 1 2 3 4 5 6 o 1 2 3 4 5 6 0o 1 2 3 4 5 6
log2(NR2F1 TPM) log2(NR2F1 TPM) log2(NR2F1 TPM)
8 p-value = 9.9e-09 54 p-value =0 6 - p-value = 1.8e-05 :
R=027 - R=0.44 ol R=021
Z 6 S 4- S 54 .
= & )
(9] = = 4 4
< = 37 <
w4 a m
= N T 31
o = 24 Z
) S g 5,
N 21 kS b
9) 1 S ]
-~ 1
Oty 1 L oty — = = .l
0o 1 2 3 4 5 6 0o 1 2 3 4 5 6 0o 1 2 3 4 5 6

log2(NR2F1 TPM)

log2(NR2F1 TPM)

log2(NR2F1 TPM)
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