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High expression of NOX4 in gastric cancer is associated with the infiltration of M2 macrophages and
poor prognosis
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[Abstract] Objective To identify immune—related genes (IRGs) in gastric cancer (GC) and analyze
their prognostic value. Methods  First, through the R software, gene expression datasets of GC from the The
Cancer Genome Atlas (TCGA) database were analyzed to obtain differentially expressed IRGs. Then the IRGs
related to the prognosis were screened out. The RNA —sequencing data of GC tissue were analyzed to obtain
differentially expressed IRGs. The key IRGs were the intersection of prognosis—related IRGs from TCGA and
IRGs from transcriptome —sequencing. Difference analysis, survival analysis and correlation analysis were
conducted via R software. CIBERSORT computational method was applied for estimating the immune
infiltration profile. Correlation analysis between key IRGs and immune infiltration was performed. Next,
Tumor Immune Estimation Resource (TIMER) database was used to predict the survival rate of GC patient
with different immune infiltration level. Finally, Gene Expression Profiling Interactive Analysis (GEPIA)
online tool was applied to explore the correlation between IRGs and macrophage —related chemokines.
Results There were 32 prognosis—related IRGs from TCGA and 46 IRGs from transcriptome —sequencing.
MSR1 and NOX4 were overlapping from the above data. Expression of MSR1 (macrophage scavenger receptor
1) and NOX4 (NADPH oxidase 4) in the tumor samples were significantly higher than that in the normal
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samples. GC patients with NOX4 high expression had shorter survival than that of NOX4 low expression while

MSR1 expression was not significantly correlated with patient survival. Additionally, NOX4 expression was

positively correlated with stage and T classification while there was not significant correlation between NOX4

expression and N or M classification. Analysis of immune infiltration profile indicated that NOX4 was

positively correlated with infiltration of M2 macrophages but negatively correlated with infiltration of plasma

cells and memory B cells. Moreover, proportion of macrophages had negative correlation with GC patient

survival. Finally, NOX4 was positively correlated with M2 macrophage-related chemokines. Conclusion  Based

on bioinformatics analysis, the key gene for immune infiltration of gastric cancer was screened out. The high

expression of NOX4 in GC is associated with the infiltration of M2 macrophages and poor prognosis.

[Key words)

BB R IR LA R W LB E , s
JEEAE A AL TR AR DU R E R RN H AR ST E
I i) 2T BOA TR By i A Y | SR
1097 HAB G Y T B IEAE G IR Gl o 2
T T e L4 bR AN A | S e AN L B A el 4 i
PR A A B b A A IR R DK B
2 WA B8 IR T ROR Sl PRESJR 20 il 98 A B0 B2
WEA 431k T 40 A SRR dn i M1 A
200 i A5 L A R AN A T T AR R
20 M2 R I AR A R TR A S 5 A
240 0 L b 88 T B 05 A R B IR T 2 AR R IR R
14 G 28 L5 R 0 2 PR S TR DAL Ik 5 R AH 5% Y
B A A 928 O T A S R S B E 5 7
[ 30, ASBE 5 T AW 05 B o0 b, VAl B i 4 2R
G2 15 17 LT i e S e AR DGR I LI O
LR TT b TG W 4 A B

1 ME5RFE

1.1 5 0 A D 3 08 00 4R AR S TN 22 S 3k 0k
-8 AN TCGA EX 4l P2 (https://cancergenome.nih.
gov/) AR 375 Bl H R H 2R I 32 B E W HEA [\
ISR O R B I PR B, (T R BRPF “limma” L
PEAT 22 5 53 B Wilcoxon K55, 155 22 7 3R 15 W
TR O A U L AN IR R BR (false discovery
rate, FDR)<0.05 H. log,IFCI>1,

1.2 R 2H SR S 2y B i TR 2% S R AR 3 A
G330 B R R 2 2 R 55 E A
FEAS 3 X REA K O A Ll R B B — B B
B ARG B B8 W TR B A
Terizol iR 7 &, M 3 XF 2021 #E B RNA |, #4 2 3 (A
SCPE 00k e DR SC P R A7 lE 6 I R | A5 3 22 S R0k
2 E 1A (FDR<0.05 H. log,lFCI>2) .

1.3 M CERENMHEE N ImmPort £
J# (https://www.immport.org/shared/home ) 3 15 %t 2%

Gastric cancer; Immune infiltration; Macrophage; NADPH oxidase 4

LR 5 TCCA Bl P S i sk 20 I ¥ B
322 S B U ROSS B  45 B AH N 28 S 4 3K 1Y 2 AH
*F A (immune-related genes ,IRGs) , Jf 1 R At
“pheatmap ™ £ 2 il #4 &

1.4 AAF0 M M R KM “survival” £
“survminer” L HFATHHFE Cox MIH 4 Hr . 22l
Kaplan—Meier 2 77 il & &2 Log-rank % % , P<0.05
HNESFAGIFE L,

1.5 e 8 CIBERSORT J& 4 F 2k 1 52
TR 1] 5 0] U A9 5 36 N S A 5 A0 D IV B ) R R
MEib 47 K8 B T BB A CIBERSORT 11507
2 T BT A bR AR A T S s IR I S AL . TIMER
(https://cistrome.shinyapps.io/timer/ ) J& & &t P fli A
[Fi] 87 9 25 78 B0 58 3= 0 19 I L T L TS0 AT TIMER
Bl PE oy b H R A R S B E AR AR L P<
0.05 W ZEFAGIFEL,

1.6 MMM GEPIA (http://gepia.cancer—pku.
en) s — AT TCGA Hudk 7 T ¥4k 23 Hr (9 4 3¢
THT il GEPIA BEAT IRGs A W 200 Jifd 4 5C
AP B A SCPE 2 A, A R MR 23 T IRGs A4
925 20 O 95 9 1 AH OGP | G 3% J7 5 O Spearman B AH
KRR P<0.05 A2 A Gt 2R L,

2 &R

2.1 TCGA ¥ Fg 22 5 %35 IRGs 15 3@ i 4
Br TCGA E 45 % vh 3Rk L 375 i) 1 9 240 21 & 32 44
IE AL F B M LA FDR<0.05 H log,lFCI> 1
R AR AE | RN 22 S KGR FE D IS ImmPort %%
P IRGs US4, A5 22 7 % 3k IRGs 3t 345
A Hob E i (log,FC>1)198 A4, T (log,FC<—1)
147 41~ (K 1),

2.2 HHEZE Cox HIHSHT N ifiBE 5 s M
KW 2 5 %3k IRGs, HEATHHEEK Cox M HT,
PL P<0.05 M bR fE L3R4S 32 AT 5 A oG SRR 3L



T Ak IR 2% 55 (T M) 92021 AF 9 A28 13 % %5 3 ] ] Dig Oncol (Electronic Version), September 2021, Vol 13, No.3 171

HhoE KUBS: (HR>1) 35 F 29 A IR (HR< 1) 3 A
3 (E2),

2.3 HIEHAEFRKIKL IRGs LOKCHE IRGs it
3 b 3 % AL SV S A R, LA FDR<0.05 H
log,| FC1 >2 Ay i B o, AR ML 22 S SRR KL OF:
5 ImmPort 2H FE 19 IRGs BUsE 5, kg 22 7 %A
IRGs 4t 46 4>, Hrp Bl (log,FC>2)33 4>, T
(logoFC< =2)13 4>, il it 5 TCGA s Fil )5 AH ¢
IRGs HUAZ 5 | FRATTARTE T JCHE TR Gs ; L WGt &4 it 375 1
REZ M 1 (macrophage scavenger receptor 1, MSRI)
1 NADPH & 1L iff 4 (NADPH oxidase 4, NOX4)
(K 3), ME2 "%, MRS 1 NOX4 ¥ kv KU
S (HR>1) .

2.4 MRSI1 Fl NOX4 7£ H i H 2By KRB 1E O S B
i o T3 —25 5 UE MRS1 A1 NOX4 1F R ¢
M IRGs MR IR O, ARBFFE 01 T TCGA K3
o' MRS1 A1 NOX4 1Rk 1E N, i o B AL 22

53 B R B TR E X 22 S 4 A &2 B, MRST Al NOX4
EB ALY B RIE (P<0.001) , 8 5t 2 il
Kaplan ~Meier 4= £7 Ml 2 & Log —rank i %0 & B
NOX4 Y R385 B E AR A A7 34 5¢ (P<0.05) ,
MAKI MRSI RIS BEEAFAEEXLR
(P>0.05) (Kl 4),

2.5 NOX4 Fik/KF 5 B35 Ik K e BELRRE 1Y ¢ R
h T3k NOX4 5 Bm it R E R, AW
FE BT T N TG PR 43 3R TNM 43 3 19 NOX4 %
RO, ARG IR b T30S T3 I | IV 3 i
NOX4 Fik 25 A G112 8 X (P<0.05) , 1 [T #15
I, IVIARL R 5 IV I A NOX4 ik 2 7T
Gt E L (P>0.05), 7 TNM -84 T, 5 T,
T, T, L T, 5 T, T, B NOX4 Rk 2R A 5112
B (P<0.05) 1 T; 5 T, B NOX4 £k 2= R4
T2 X (P>0.05), N FI M 5815 NOX4 #ik 2%
RIS FE L (P>0.05) (Kl 5),

15 Y
't

1000 EH
7 4t

5 Jif 41
a1

-5

Bl 1 TCGA Bu¥liE B A4l 25 % IRGs Rk TH i



172 T Ak bR 2= AR (T M) 92021 AF 9 A 2B 13 8 %5 3 ] Dig Oncol (Electronic Version), September 2021, Vol 13, No.3

Pl HR (95%CI) Ny
HAMP 0.006 1.446(1.110~1.884) ' ——
CXCL3 0.046 0.991(0.982~1.000) *
NOX4 <0.001 1.795(1.322~2.438) } = {
CTSG 0.036 1.024(1.002~1.046) ]
AEN 0.043 0.938(0.882~0.998) ]
F2R 0.018 1.014(1.002~1.026) u
MSR1 0.044 1.056(1.002~1.113) )
RNASE3 0.047 1.034(1.001~1.069) ™
CCL15 0.035 1.038(1.003~1.075) =]
CCL14 0.019 1.492(1.068~2.083) i | = i
ccL21 0.022 1.001(1.000~1.001)
FAM19A5 0.009 1.073(1.018~1.132)
FAM19A4 0.023 1.158(1.020~1.314)
RNASE2 0.008 1.020(1.005~1.035)
IGHD2-15 0.004 1.073(1.023~1.125)
IGHD3-16 0.014 1.034(1.007~1.062) ]
IGKV2-28 0.024 1.017(1.002~1.032) "
CMA1 0.049 1.129(1.000~1.273) =
EDN2 0.029 1.084(1.008~1.166) =
CYSLTR1 0.014 1.344(1.063~1.699) 1 p—a—i
PLAUR 0.039 1.014(1.001~1.027) [
PLXNC1 0.036 1.079(1.005~1.159) FA
CGB5 0.015 1.009(1.002~1.016)
NMB 0.031 1.026(1.002~1.051) ‘
RETN 0.001 1.118(1.044~1.196) (-
TNFSF18 0.020 1.257(1.037~1.523) ——
C3AR1 0.016 1.032(1.006~1.058) P
GHR 0.019 1.212(1.031~1.423) ——
GLP2R 0.036 1.343(1.019~1.770) | m—
NPR3 0.010 1.083(1.019~1.151) PP
PTH1R 0.011 1.571(1.107~2.228) (i = l
TRAJ19 0.046 0.858(0.737~0.997) [ I

I 1 I 1
0 0.5 1.0 1.5 2.0 2.5
HR

B 2 25 IRGs H &K Cox [FIIH T

2 23

9 95 1E 3 41 4
1 i 4 41

e @)

B 3 HRA425 IRGs Rk
WA N B AT 22 5 IRGs A BB B B4 8V SEALT 22 5 IRGs (46 1) 5 TCGA #UH 2 31 J5 A G 2
SEIRGs (32 1) I3 4E Venn Hl

n<
i

ALLSY

el



AR R 2% A (R AR 2021 4F 9 A% 13 4 %5 3 1 ] Dig Oncol (Electronic Version) , September 2021, Vol 13, No.3 173

MSR1= i it
30+ P <0.001 i P=1e-06
x.
5 o
% 204 L X
K - ﬁ|
15 - i %
=) 'x &
=
g“." oy g, ¥ 1 3 § © ¢ & 7 & & o
. B (4F)
19 W ¥ W W o& & F 3 2 0
u_* o §-1m|anu|ns::;;a
v 1 2 3 LI | 10
8 95 1T 4L mas @ GESELE RS AR @ B (4) @
NOX4 = i = {it
5 P<0.001 sy
100
4 B
b g b
"2! 3 3 078
;*% #®
N ; .50
3 S
= - 025
"ls_am'zw "o TR T
2 a a-_isnlauuanullzz_:i
" T 7 4 % & 7 4 T
wrrwan  mas O WFERAA AL @ W (%) (F]

4 MSRI 1 NOX4 ¢ 5 %z 2000 35 K 1 1 i
W A~C 0 MSRI AN H ik xRk BTG, D~F b NOX4 B3 Rk X R AFML,

7 T == TR R == (G TS ST SN BT
085 043
" p 0.4 : 51 0031
B . y
B e % =
___boot7 e-06
%4 —0poo12 4 0,00016 ‘
ga " -~ .- . gz o : :
AL e, il
z L o ‘:\. 2 z -.‘0- "1
£ | -‘vrl i s v - ':!.-._

UL T, T T, Te
7% ] A T (8]

N BN, BN, BN, BN MBI M, M

e

o . e ;

% I S o e = ,
B i
o4 o A s J 0
Nh N| N? -ﬁ\

N () M ®

5 NOX4 Fik 5 W 906 RM B ARE 1) ¢ &
H A NOX4 76 A R PR 43 110 3236 165 00 ; B~D 400 NOX4 £ AR T N M 19 Rk Wi,

e

NOX4 FAKF
) } 2
NOX4 ek F




174

TH AR 2% 35 (T AR ) 92021 4F 9 H AR 13 & 45 3

J Dig Oncol (Electronic Version), September 2021, Vol 13, No.3

2.6 NOX4 RikKFHEZEREM LR S
CIBERSORT J7 #5115 TCGA 4l P v 5 s 41 41 %
RER RGO, 0T 25 5 R B NOX4 Rk il
B 20 ffd 2% 40 A K M2 BEE 0 LA S5 (P<0.05) ;
T A OGS BT & B NOX4 5 M2 #F B4 i (P=
2.2e-07,r=0.33) Zh#E B 40} (P=0.023,r=-0.15) . 7%
4 (P=0.0051,r=—0.18) .ic4Z B 41l (P=0.000 31,

r=—0.24) H 2R (P=0.024,r=0.15)F K, W
TH M EINN NOX4 TTRES M2 BEE AN Y
AL A2 B ML OC, BAARCRUL NOX4 Rik 5
M2 B A0 i 52 1 AH O TS 2R 40 i R ie 2 B 4l
Ji 52 AR G (81 6)

27 BERERHESBEEEFNXLR RITT
fiff 52 e 5 i AR AR A S A AN ML 2R A | AR SY

F=0.001
05 )
P=0.256 s
P=0.639
b4 [
el P=0.332
= 03 M
3
0.2
Ptg_.‘ftﬂ 40
0. |
.91 A
. AL IR

B.

W

P=0821
n N Noxafsk
P NOXefEdRE
P<0.001
B P=0.273
P=0.265
e P=0.318
p=0083 | PP
P=0.708
-&45?1 P=0.589
l P=0.1 1

&)

XTI I IIITIIIXIXITTE.
s %ﬁ%@é £3 *‘?@'ﬁ» aﬁ-%@@

« @
. )

031 * .
=033, P=2.2¢-07

r=:0.15,P=0.023

- . g
37 r =018 P=0.0051

0.15 - v
r=:0.24 P=0.000 31
04+
&= . #0104 *
= ] ¢
o2 s = e g
-7 : B & : A
m ‘:-.. 1 005 4%+ as"

® ®

6 NOX4 ik 5 H U 2 i 1Y ¢ R
I Jf 2f CIBERSORT Jr i i+ 5% S 2 2 1 15 00 , A 25 NOX4 15 A [7) 28 54 G 8 Al Ml 1) 22 53 3 07 5 B~F 2 NOX4 5 A [7] 36 Y 4 98
240 1 B9 AR DG TE 23 BT (P<0.05 ) 5 G R 28 53 43 B AR SCPE 23 47 B9 22 5 Venn



T Ak IR 2% 55 (T M) 92021 AF 9 A28 13 % %5 3 ] ] Dig Oncol (Electronic Version), September 2021, Vol 13, No.3 175

1 TIMER 48 122 73 A S 2 12 31 5 88 3 A8 A7 1 5%
% ., TIMER %t# 2L F 6 A Gy 40 o 25 A | &
Log—rank #i%, HATE VR RIS 8 E LR
A MK (P<0.05) , HL I 40 i 12 8 7K S |
BE R EfAEE (K T),

2.8 NOX4 ik /K5 F W4 AH 5 4k K7 1)
KR NOX4 1l g4 itk N 52 w5 g 4 2L E Wi
AR, BkiE s GEPIA T H2r 8 NOX4 5 5
W 201 Jif AH G R A TR R A A OGP (B ), 25 R
KB NOX4 5 M1 FEE WE 240 M A9 A 56 &tk 7
IL-120(P=0.48,r=0.035) .IL-12B (P=0.56,r=0.029) .
TNF (P=0.067,r=0.091) IL-23a (P=0.26,r=-0.056) .
IL-23v(P=0.43,r=—0.039) &% IFNG (P=0.14,r=0.073)
Y T0 3 A O L M2 BE I A0 % A OG s Ak R
T ,NOX4 5 IL-4(P=0.36,r=-0.045) .IL -10( P=
0.49,r=-0.034) ¥ JC W FH AH X HE M5 1L-13 (P=
0035,r=0.1) .TGF-B1(P<0.0001 ,r=0.4) ' TGF-B2
(P=0.0029,r=0.15) } TGF-B3 (P<0.0001,r=0.34)
EIEFSE, Ml WL NOX4 5 M2 A F g 41 i Y

B AL N B A 3R SCHK
3 it

B g0 A 4 ROV R R ) A b O O IR K
I R R E AH DG A6 IR 43 501 90 55 = AR ) A
PEIRYT & B IR YT R 244, H AT S e TR T AR
FMEZ Y PD-1 BT E B A 1 T 0 ) R
YEIT o TR R BT v e 2 AN IR R L 5 T ML
TR G e N2, S FRBE 6% 0 e g 12 T K T T S
(14§ 057 S E R R S 2 B B 5T 5 1, Al 0 A3 B
TCGA $H5 122 T 98 % 55 41 00 5 50080 2 B0, U Al
KM 2 5+ F 3K IRGs: MSR1 Al NOX4, i id 22 5% 4
ME B0 AT, AT R NOX4 MRk 5
HAREAE R, 3 — 2551 NOX4 5 I IR 9 22
FRAFE MR 3R & B NOX4 5l K40 9 & T 43 W 2 A
FHOEHE, B2, AT M NOX4 Rk 5 B iz
TSR IR NOX4 £k 5 M2 FE B 41 g
e N =V S P SNTTRE 4 i DR ITRR vl i1 A !
KA 56 i 3 40 7 TIMER 50088 22 & 3R e

B4 CD8*T4ii CD4+ T4 KF
- Log-rank P=0.786| '* Log-rank P=0.554 '} Log-rank P=0.23 — &
0.8 084 0.8 4 ._ - -ﬁ
ﬁ 089 D&+ 064 g\%
il _
B
D44 D44 [EE
] 40 80 120 0 40 120 0 40 80 120
HE () @ HE () @ HE () @
R HIORAHE
= Log-rank P=0.436| '° Log-rank P=0.12

0:8+

0.6

044

120 a

40 80
HE ) @)

120 ] 120

40 80
/E) WE () @

7 RS EEEE AR
W, L TIMER Z0CHE 22 43 B S [6] 2 50 4 28 200 6033 i K OSF- 00 B i iR AE A MR8 A~F 20 B o AN TRHZ T 7K SF B 41 i . CD8*T
i CDAT 40 B W40 b Mok 40 i A 2 IR 40 i 0 i R AR AR i £



176 T Ak bR 2= AR (T M) 92021 AF 9 A 2B 13 8 %5 3 ] Dig Oncol (Electronic Version), September 2021, Vol 13, No.3

2

30| P=048 1.0 P=0.56 P=006T .
r=0.035 r=0.029 r=0.091
2% e Sos s . .
F20 ° e W E = =
] g e L0 H - d =
‘E'] " ‘.‘"-. ?.-,-' . -_ v f—n_d. B -" é
o0 | LT Sl gER (] &
o o WP N M Y, e =2l o 1
o T Laeleere s 2 <) ‘
o ZUNEATAR LN S T K<
081 il Wi .
A .°_:: &";;":-" [ ot * . i
0 1 2 3 A 1 2 3 (C]
log2(NOX4 TPM) log2(NOX4 TPM)
p=026 P=043 5( p=0.14
r=-0.056 25 r=-0.039 r=0.073
5 | .. - ‘l g
— oe 20 ==
= i S20 3
o Xaan N ” . o {
= 7" »1.5 = 3 - :
o 3| . 2. et . 5 0 : e " )
ﬁ gethy - 3 b &I . =
i L Y = =10 . -
22| il Y S| . w 5 .
e O e W, 2 . . .t n o i
g’ A e 'fi:;f‘-..ﬁ':{“" T E’.O.ﬁ o ita "_a_‘.:.‘-: o iFat ]
= 1| TeyTaassh L . O A TR T .
b0 el A R . e A A S :
.- ebaviyte ot e A 3. .'g’c iy~ e, e I !
2 0 1 2 3 0 1 2 3 @
log2(NOX4 TPM) log2(NOX4 TPM) log2(NOX4 TPM)
29 =0.36 ° p=049 Yy p=10.035
r=-0.045 8 r =-0.034 r=0.1
—15 = = ’
= = 8 = :
o - &
= 3 : = 0.8
Y e T4 <
= =t . = . .
I I =1 . & .
m - . - . " .. > = .
205 2 t_t:,l, 2 JNE < B T Bl g ,\ o .o, o
o Al e '*-| e AR 2 —02 v o ERtS e L
hy! “: .-- “ " -. " 1 - .""'.o'.l'-' '\‘" .:“ 5 .'
NN Vean e e it Pt L
- - semi wn o0 | . - ‘f’mon‘nuc.‘_o - o
0 ® o 1 0 1 2 3
log2(NOX4 TPM) log2(NOX4 TPM)
P=0.0029 P<0.0001
& e r=0:15 * . = r=0.34
s = 2 : s .
. o o6 . -
e 8 F 4 = .
- 2 o (]
(+0
ml_ 5 ?' 3 I & .
L w é
S . e 154
o~ g 2 i S
o
s o o 2
S 4| -
0 3 0 0 1 2 3 0 o

1 2
log2(NOX4 TPM)

log2(NOX4 TPM)

log2(NOX4 TPM)

B 8 NOX4 5 F Mk A 5k b K+ /1 ¢ R
I il i GEPIA T2 43 87 1 i 21 41 NOX4 5 0 W 200 g A DG Ak [+ 3R 38 B9 A G M A~F S M1 AE I 20 i A o6 ik I 5
G~L N M2 #EE W4 A b b7



T Ak IR 2% 55 (T M) 92021 AF 9 A28 13 % %5 3 ] ] Dig Oncol (Electronic Version), September 2021, Vol 13, No.3 177

iR E = K 5B A MM A FREME K, Eid
GEPIA T.H.43#7 NOX4 5 E Wi 4 i A5 3¢ 1k [+
O PE & B NOX4 5 M2 ¥ E Wi 40 fg A1 ¢ R 7
IL-13 . TGF-B1 . TGF-B2 M TGF-PB3 S IEA X,
BT NOX4 = 2235 1T g 1o AH 5 1k R 7 3 in
M2 B W 40 A B g R DT 5] R R
MHERE, M e EmiRLEERARTG,
NOX4 /& NADPH % fk B X J% i 51 . NADPH
ABEREA 6 MFEY, 4 NOXI NOX3,
NOX4 NOX5 .DUOXI1 . DUOX2, NADPH % 1k fi§ nJ
DI AR 2B BT 1 4R (reactive oxygen species, ROS) ,
J& 4 LA B B AR 0, NADPH A1k i 19 A= 3
DIae AL 46 1 B . 4 s 5 i 5 R R 2 a5
FEAEP B C A VR HGE NOX4 K H: [FIE ) 78
0 48 B K i 9 S e v A VR TE — 0 R S A
Ak /1N 28 B i 5 /S BRAJE 58 o NOX4 75 A549 i 8 4
Ji v g gk e AR AR BT MR g AR D0 I BR ROS
S P NOX4 I 14 X5 o] 3 Bioeg A= 1, I [ B
AT A MR A M2 AR B A AR T
Ty — WUHEGE & B NOX4 78 N FRLAZ 4N A R 24
FE I 48 b e 3k | 60 T PN T I R 4 A N T
Pt RNA #BR NOX4 A4l OxLDL (% A6 AR % 2 IR
HEE) SR ROS A= 1R B 05 20 M % 48 i
BAEM, Mok # ik NOX4 ml {2 i OxLDL il # 19
ROS JE WL A B AE T, 7 4 AE I, NOX4
W R ME A2 LPS BIWUS , 1296 5 shRNA il bR
NOX4 W] 8 25 W 5% B 40 M A8 0 S 0 | 1T 488 s 25
F Ik NOX4 AT I FL A RE K2 N, AF 85 1A B ok TR
MY A% A M b LPS/IFN 3¢ 1L4/1L13 40 35 |, 46
M43 A AR M1 Bk M2 A BEAR A NOX4 1Y
B BEAR T M2 M A JF R R T M1 E W4 i X
H5ARMRE %, F£—-BFENHR T, 6§57
14 H i NOXT @B/ NOX4 R /N NOX T
1 NOX4 WA m 5 /N BUAT WT (B 4= 74 ) C57BL/6
/N U IR R = 4 SR A B (DEN) 9 > H JE 47
JF P98 K s . NOX 4 wi Bk /N BRI WT /I BRUFE 1 3
DEN J& 9 ™~ H W& B, 10 NOXT # B /s B
Jibgeg A AR WT /) BRI 80% , Wi dRd b WT /Iy B
/N S0% M, A — Tz 9 R 9Y & B NOX4 X T
ot By bR R oG RN £F 4E 40 2 (cancer associated
fibroblasts, CAF) FH Z CHZ | 25416l NOX4
i 5 R CAF A 519 CDS*T 4H i Tiif 32 177 Jin 4 G
PEIRYT IS A — T B s i oE OBk NOX4 FT s

/B ROS B9 724 FF N V8 EGFR, 6 988 21 it X 2% 5 04
TR i 3k NOX4 W 1 ROS F1 EGFR 7K
- A g A0 A R SO T HR T L 53 Ak NOX 4 1 kR
P T S A LRE ER R R AN, IR T kb
R A H R A DG B HA NOX4 #FFE T NOX4 2
BRI B R R A | R T MR 2R AR AR i ) g
O, T LR F 10 5 R R’ S D7

M2 ONOX4 5 B iR K AR OG, Hon)
A 23 52 M A G R Ak R A 1 M2 BRI 40
FeL AR T T R R R A B o
Ji& . NOX4 ] LLAE Sy e 836 97 (9 AH OGS g, IR AT LA
VB Ry B0 £8 5 TS (bR W, AR 9T IR R 22 Ak
el B8R TG B, BB ESiT
SR IR E
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