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View from specialist: It is creative, and of certain scientific and educational value.

[ Abstract] Objective: To explore the expression level of the fanconi anemia complementation group D2 (FANCD2) gene in
pleural mesothelioma(PM) and the effect of knockdown of the FANCDZ2 gene on the proliferation and migration of PM cells NCI-
H2052. Methods: The cancer genome atlas (TCGA) database was used to download PM gene expression data, clinicopathologi-
cal data and survival status data. R language, Perl software and other software packages were used for FANCD?2 differential analy-
sis, clinicopathological correlation analysis, COX univariate and multivariate analysis, immune infiltration analysis and gene en-
richment analysis. qRT-PCR and WB were used to detect the expression of FANCDZ2 in mesothelioma cells. The effects of knock-
down of FANCD?2 on the proliferation and migration abilities of pleural mesothelioma cells were evaluated through CCK-8 assay,
colony formation assay, scratch assay and detection of cell cycle changes. Results: The results of bioinformatics analysis and in vi-
tro cytology experiments showed that compared to normal control tissues and human normal mesothelial cells Met-5A, FANCD2
gene was significantly higher in different types of PM tissues and PM cells (P<C0.001); The expression level of FANCDZ2 was sig-
nificantly correlated with the tumor stage of PM (P<C0.05). High expression of the FANCDZ2 gene was positively correlated with
poor prognosis in patients with PM (P<C0.001) ; The high expression of FANCDZ2 was positively correlated with the infiltration
level of M2 macrophages in PM (P<C0.05), and was significantly enriched in pathways such as the cell cycle, oocyte meiosis, and
cell senescence. Knockdown of FANCD?2 gene expression by siRNA in PM cell NCI-H2052 can lead to G1/S phase arrest of the
cell cycle and significantly inhibit PM cell proliferation and migration. Conclusion: The high expression of FANCDZ2 in PM tissues
is one of the good indicators for judging the prognosis of PM, and knocking down FANCD2 gene expression can lead to G1/S

phase arrest of the cell cycle and significantly inhibit PM cell proliferation and migration.
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Fig1 Expression of FANCD?2 gene in normal tissues and tumor tissues

2.2 FANCD2 mRNA Fik/KF5 PM & # I K%
FH S H A O 1
BT TCGA $UHs B 548 3 B , PME 5 AN [m] 1Y
I A 9 B iF 72 FANCD2 F5 A5 22 35 20 1 23 A5 15 1
W2, Hi  FANCD2 %355 PM B & F i M
S 412 oy 7 5 TC B R AH 6 (P=>0.05) , 117 5 ik IR
T 40 A B A 56 P (P<<0.05) .
2.3 FANCD2#:HN mRNA %1k 5 8% )5 16 &
BT TCGA B PR B AT A A7 3 B, 45 2R R
i FANCD2 ¥ A% 3% 3k 41 /9 B A4 77 3 (overall sur-
vival, OS) 2 R B A S it % L, FANCD2 &3 ik

A A K T IR 3R 3k 4 (Logrank P=0.000
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®2 PMEE FANCD2EE mRNA RikKkFE5IGKFES BB XM [2=86, n()]
Tab 2 Correlation between FANCD2 mRNA expression and clinicopathological parameters in PM patients [#=86, n( % )]

i 95 20 5 4L n FANCD2 5%k FANCD2 & #ik e P
AR (%) 3.150 0.076
<60 33 21(63.64) 12(36.36)
=60 53 22(41.51) 31(58.49)
£ 0.080 0.782
'S 16 7(43.75) 9(56.25)
5 70 36(51.43) 34(48.57)
AJCC 439 5.100 0.164
1 10 4(40.00) 6(60.00)
11 30 16 11(68.75) 5(31.25)
1 #1 44 18(40.91) 26(59.09)
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Tab 3 Univariate and multivariate analysis of clinicopathological parameters affecting the prognosis of PM patients

R 43 B ZHE b
I P75 2 2 4
HR(95%CI) P HR (95%CI) P
I (=60 % vs. <60%)
AJCC 434 (vs. 1 40)
11 1 0.63(0.26~1.50) 0.296 0.40(0.06~2.53) 0.332
1I[: 0.79(0.38~1.67) 0.545 0.52(0.09~3.05) 0.467
A 0.70(0.30~1.67) 0.424 2.47(0.11~54.8) 0.568
T 43 (vs. T1)
T2 ) 0.98(0.47~2.04) 0.955 1.94(0.39~9.61) 0.415
T34 1.14(0.56~2.32) 0.716 1.35(0.28~6.44) 0.708
T4 4 0.77(0.33~1.83) 0.557 0.21(0.11~3.91) 0.298
TX 2.12(0.46~9.81) 0.336 2.89(0.37~22.63) 0.312
N 43 (vs. NO)
N1 0.88(0.42~1.82) 0.729 1.40(0.49~3.95) 0.529
N2 # 0.77(0.44~1.34) 0.351 0.84(0.40~1.74) 0.630
N3 1.69(1.52~5.53) 0.385 1.45(0.25~8.22) 0.677
NX 1.74(0.53~5.68) 0.632 1.60(0.35~7.34) 0.548
M 433 (vs. MO 43-31)
M1+ 1.89(0.45~7.90) 0.386 0.15(0.06~22.23) 0.928
MX 431 0.64(0.38~1.10) 0.105 0.64(0.35~1.18) 0.151
b 2 7 (vs RS AL
A 0.52(0.31~0.87) 0.014 0.38(0.20~0.71) 0.003
PR 9 3.45(0.44~26.94) 0.237 1.56(0.18~13.60) 0.688
FANCD2 3kt (7 323K vs IR 35) 2.85 (1.74~4.66) < 0.001 2.98 (1.60~5.55) < 0.001
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Fig3 Correlation between FANCD?2 expression and immune infiltration in PM
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