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[# ZE] B#  HiEHE/NIHE (NSCLC) A2 H /N RNA-605-5p (miR-605-5p) M IRIEH F o 1534
4 3(TNFAIP3) Rk /K5 BE 5 FRAEFMRR, FiE I 2014 4F2 A—2018 4F | A 7R REEMHE iR EE B
VAR X AT F AR YIS NSCLC 3% 87 il , Rrh B U NSCLC ZHZ M BEH: >3 em WS IEFHL . Syl 4L 4
DU NSCLC 2H ZURIEE 5% 1E 8 2 40 TNFAIP3 223k SCA 98 it PCR 354U NSCLC 4 2R 5% 1E F 4121 miR-605-5p .
TNFATP3 mRNA ik ; RIFREVT 5 4, 03T SRR i A A 4L FET =41 NSCLC 441 H miR-605-5p . TNFATP3 mRNA
FIRIKF- 5 23 NSCLC £H 40 miR-605-5p , TNFAIP3 mRNA %35 15 IIfs F< 95 BHLR1iF 9 ¢ &, miR-605-5p 5 TNFAIP3
mRNAZF LKA D&, , miR-605-5p ,TNFAIP3 mRNA ik 5 BEAAFI SR, M NSCLC B S AFNEFHFEK,
miR-605-5p TNFAIP3 mRNA ik /K FXf B # 5 AENAEAR TN (E, &R NSCLC 44U TNFAIP3 FHE RN
25.29% , W WART 55 15 W AU 57.47% (/P =18. 575/ <0.001) ; NSCLC Z1 21 h miR-605-5p F ik /KM BT
FE521E H ZH4Y, TNFAIP3 mRNA k7K -8 BAR T2 IEH 4H41 (/P = 16. 316/ <0. 001 ,26. 746/ <0. 001 ) ; miR-605-
Sp FEFEIAAL TNM 43391 7 T390 AT 94 B4 25 % % L 49 24 W (2 & F miR-605-5p Ik 3R ik 4 (x*/P = 21. 611/ < 0. 001 ,
6.472/ <0.001) ; TNFAIP3 mRNA {lk 3541 TNM 433 v I3 A7 96k 02 45 6 5% LE ) HH (2 75 T TNFATP3 mRNA 5 £k 4
(X*/P =15.783/ <0.001 ,13. 839/ <0.001) ; NSCLC ZHZR " miR-605-5p 5 TNFAIP3 mRNA kK2 MAHK(r/P =
-0.453/ <0.001) ;miR-605-5p (IR0 5 4F BELER N 52.38% (22/42) , B B T miR-605-5p 221k 4H 11 26. 67%
(12/45) , 2R B G H¥52 X (*/P =6.034/0.014) ; TNFAIP3 mRNA {R k4 5 4F BAETFR N 21.95% (9/41) 1A @
fIliF TNFAIP3 mRNA B 33iA 2010 54.35% (25/46) , ZF A G2 L (/P =9.557/0.002) ; SLT-4H NSCLC 4141
miR-605-5p 3 1k /K ¢ W] & % T 2k 7F 41, TNFAIP3 mRNA 3 3k /K F 0 B A% T 2 £ 4 (/P = 2. 515/0. 014,
6.678/ <0.001) ; TNM TIHA A7k 455488 miR-605-5p = #ik  TNFAIP3 mRNA fIl3R A &5 0 NSCLC B H 5 FNE
TERYFER K[ OR(95% CI) =1.998(1.326 ~3.010) 2. 845(1.577 ~5.132) .1.760(1.206 ~2.569) 2.534(1.618 ~
3.969) ] ;miR-605-5p \TNFAIP3 mRNA & —FBCA BN EE 5 4ENAEAF AUC 43051028 0.761 0. 837 .0. 910, —H B A
B AUC & T4 B B 5 5 AUC (Z/P =2.716/0. 007 .1.986/0. 047) , it NSCLC ZHZ1 ' miR-605-5p & #ik,
TNFAIP3 ik ik , & Pl RESL [E B2 NSCLC B3 5 AE N ARG, X B 5 AR N AEAF BAA B S T E
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[ Abstract] Objective To investigate micro RNA-605-5p (miR-605-5p) and tumor necrosis factor « in non-small cell
lung cancer (NSCLC) tissue and relationship between the expression level of inducible protein 3 (TNFAIP3) and the 5-year
survival of patients. Methods From February 2014 to January 2018, 87 patients with NSCLC who underwent surgical resec-
tion in Jiangbei Hospital, Affiliated Zhongda Hospital of Southeast University were selected. During the operation, NSCLC

tissue and normal tissue adjacent to the cancer were taken. Immunohistochemical method was used to detect the expression
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of TNFAIP3 in NSCLC tissue and normal tissue adjacent to cancer. Real time fluorescence quantitative PCR was used to de-
tect the expression of miR-605-5p and TNFAIP3 mRNA in NSCLC tissue and normal tissue adjacent to cancer; Follow up for
5 years after surgery and calculate the overall survival rate; Compare the expression levels of miR-605-5p and TNFAIP3 mR-
NA in NSCLC tissues between the survival group and the death group; Analyze the relationship between miR-605-5p, TN-
FAIP3 mRNA expression and clinical pathological characteristics in NSCLC tissue, the correlation between miR-605-5p and
TNFAIP3 mRNA expression levels, the relationship between miR-605-5p, TNFAIP3 mRNA expression and patient survival,
factors affecting 5-year survival of NSCLC patients, and the predictive value of miR-605-5p, TNFAIP3 mRNA expression lev-
els on S-year survival of patients. Results The positive rate of TNFAIP3 in NSCLC tissue was 2529%, significantly lower
than 5747% in normal tissues adjacent to cancer (x°/P=18.575/ <0.001); The expression level of miR-605-5p in NSCLC tis-
sue was significantly higher than that in normal tissue adjacent to cancer, while the expression level of TNFAIP3 mRNA was
significantly lower than that in normal tissue adjacent to cancer (/P =16.316/ <0.001, 26.746/ <0.001); The proportion of
stage Il and lymph node metastasis in TNM staging in the high expression group of miR-605-5p was significantly higher
than that in the low expression group of miR-605-5p (x’/P=21611/<0.001, 6472/ <0.001); The proportion of stage I and
lymph node metastasis in TNM staging was significantly higher in the low expression group of TNFAIP3 mRNA than in the
high expression group of TNFAIP3 mRNA ( x°/P=15.783/ <0.001, 13.839/ <0.001); There is a negative correlation between
miR-605-5p and TNFAIP3 mRNA expression level in NSCLC tissue (7/P= - 0453/ <0.001); The 5-year overall survival rate
of the miR-605-5p low expression group was 52.38% (22/42), significantly higher than the 26.67% (12/45) of the miR-605-5p
high expression group, and the difference was statistically significant( x°/P=6.034/0.014); The 5-year overall survival rate of
the low expression group of TNFAIP3 mRNA was 21.95% (9/41), significantly lower than 5435% (25/46) of the high expres-
sion group of TNFAIP3 mRNA, and the difference was statistically significant (x°/P=9.557/0.002); The expression level of
miR-605-5p in NSCLC tissue of the death group was significantly higher than that of the survival group, while the expres-
sion level of TNFAIP3 mRNA was significantly lower than that of the survival group (¢/P=2515/0014, 6678/ <0.001); TNM
stage III, lymph node metastasis, high expression of miR-605-5p, and low expression of TNFAIP3 mRNA are risk factors af-
fecting 5-year survival in NSCLC patients [ OR (95% CI)=1998 (1.326 —3.010), 2.845 (1.577 - 5.132), 1.760 (1.206 - 2.569),
2534 (1618 -3969)]; The AUC predicted by miR-605-5p, TNFAIP3 mRNA, and their combination for 5-year survival in pa-
tients were 0.761, 0.837, and 0910, respectively. The combined AUC of miR-605-5p and TNFAIP3 mRNA was higher than the
AUC predicted by miR-605-5p and TNFAIP3 mRNA alone (Z/P=2.716/0.007, 1.986/0.047). Conclusion High expression of
miR-605-5p and low expression of TNFAIP3 in NSCLC tissue may jointly affect the 5-year survival of NSCLC patients, which
has high predictive value for 5-year survival.
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1.2 JRBEEERAE (1) AR OFfF G NSCLC
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OF HHAbEM: IR ; @ A BT Z 5t iayT ; @™
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1.3 WS bR5 7k

1.3.1 AL LA TNFAIP3 K55 NSCLC
Y SURIIEE 55 1F B A ZIPR AR 228 FUAL B , I AR BE 1)
BBt TNFAIP3 Hiod BEhiiAk (b5 KL-18641, 1 7 I
e DUEYIRHCA R R ) AR, ¥R EE ) 1:100, H:
AAGTIN T 12 B R i3 s S e AR U — iR &
(5 YS09322B, W - i HE 5 A= W RHA R A )
Ul B A3 | JHL v B Xt BRI B A T B 331 Sy L 26 B
PEVI R BEERERZZ o, Fh 2 (450 & o BRI
Ui [R5 1) R 18 e s SRR AT R, (1) 4B e
TSR o 59 B P AR A 5E a5k
0.1.2.3%r; (2) BHPEG A MM ], <5% 5% ~
20% 21% ~50% 51% ~75% . >75% 53514 0.1.2,
3.4 55, UIMIT 3L <4 43 TNFAIP3 [,
Fe =4 4>4 TNFAIP3 B,

1.3.2  SERF2 6 & PCR K Il miR-605-5p .
TNFAIP3 mRNA ik . BOH A PR FE ) NSCLC A
S TE A ZURAS, R Trizol I & (b5 HK-6013M,
) 5 5% [# Invitrogen 23 7)) $#2 B RNA, I 4K B8 Taq-
Man miRNA % s & (41t 931047, 1 3 BTl i
VI R A BN /) BEA A R Y O vk AT R
3,135 cDNA 18 T - 80°C VKA IR FF, TEm 56t E
H PCR [ W 45 }:95C 10 min 95C 15 s,60°C
47 s 56°C 19 s, iz f7 45 NMER, 518 H RN 4
MER AR R A BR A RS B, AR 1, RO 5e s,
27 AACE B 11 miR-605-5p . TNFAIP3 mRNA 11
FHX Rk

£ 1 miR-605-5p TNFAIP3 mRNA 5| HJF5)

Tab.1 miR-605-5p, TNFAIP3 mRNA primer sequences
5k IEm 51 1514
. 5:GCGCAACTGTTTGCAG- 5 <GTGCAGGGTCCGAGGT-
miR-605-5p ) ;
AG-3 3
W% U6 5:CTCGCTTCGGCAGCAC- 5-<AACGCTTCACGAATTT-
= A3 GCGT-3"
TNFAIP3 5:CTTGTGGCGCTGAAA-  5-TTCACCTTGCAGGGCA-
mRNA ACGAA-3- TAGG-3"
5:GATTTGGTCGTATTGG- 5:GCCTTCTCCATGGTGG-
% ]
NZ GAPDH GCGC-3~ TGAA-3”

1.3.3  HGREV :NSCLC & R4 1 RIFIRFETT,
B A 2023 45 1 H 31 B, LR S5 45, BEUi R
FIE IRk T2 2 A Bl 2 N R AU T o Bl 5 45
TRV TSR,

1.4 BEib2#Jrik SR SPSS 25. 0 344k BEAHE
THECTERH R B (% ) Foom, IR LU BCR T X K
B AR A IEA TR GOR L x £ 5 $i38 2 A8 LA
KA ¢ K556 5 Pearson 43 H1 NSCLC ZH 41+ miR-
605-5p 5 TNFAIP3 mRNA ik 7KV 14H & ; Kaplan-
Meier 4= 77 i1 28 73 #7 NSCLC 4141 miR-605-5p , TN-
FAIP3 mRNA Rk 5 8 #H A X R ; Logistic [1H 43
Brstim NSCLC B35 5 AN AR N % 32140 T
YERRAE (ROC) HIZE 20 HF NSCLC 2141 miR-605-5p .
TNFAIP3 mRNA Tl & 5 AN AR E, i
HFL(AUC) lLEAT Z K, P <0.05 BERAZIT
2 % B

2.1 NSCLC IS5 1EH 4140 TNFAIP3 £kt
A TNFAIP3 %3655 T4 Mg A o (o sl i 4 (o
ki, UL 1, NSCLC 4141 TNFAIP3 FH P % h
25.29% (22/87) , B WA T 988 5% 1E H 4L 57. 47%
(50/87), ZRA G #E X (¥'/P =18. 575/ <
0.001)

E L0 R 4877 TNFAIP3 ik
Bl 1 NSCLC 4121t TNFAIP3 ik (g dlgUbE g 4, x
200)
Fig.1 TNFAIP3 expression in NSCLC tissue (immunohistochemi-
cal staining, x 200)

2.2 NSCLC #H 219 5% i % 41 2 miR-605-5p
TNFAIP3 mRNA F£ik/K - NSCLC 41419 miR-
605-5p FEik KB 2 T 55 IE R 4141(P <0.01),
TNFAIP3 mRNA 2 ik 7K V- B 1 K T 98 5% 1E ' 21 21
(P<0.01), W32,
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F2 NSCLC 4 4URE 2% 1IE F 4 20 miR-605-5p , TNFAIP3
mRNA FEAKFHE  (vxs)
Tab.2 Comparison of miR-605-5p and TNFAIP3 mRNA expres-

sion levels in NSCLC tissue and normal tissue adjacent

to cancer
A5l RS miR-605-5p TNFAIP3 mRNA
Ji 55 EH 2R 87 1.00 +0.04 1.00 0. 06
NSCLC 4141 87 1.86 +0.49 0.51 £0.16
t1H 16.316 26.746
P1{E <0.001 <0.001

2.3 miR-605-5p . TNFAIP3 mRNA & 3h 16 [ i R/
WERHE 22 5 8 20 51 LL NSCLC 4121 miR-605-
5p . TNFAIP3 mRNA Fik/KFHIME 1.86.0.51 5K
BHE TN miR-605-5p IR ILA 42 ] (miR-605-5p <
1.86) il miR-605-5p 7 # ik 41 45 fi (miR-605-5p =
1.86) ,TNFAIP3 mRNA fiiZik4H 41 4l (TNFAIP3 mR-
NA <0.51) #il TNFAIP3 mRNA & #3540 46 i ( TN-
FAIP3 mRNA =0.51) ; NSCLC Z414!F miR-605-5p , TN-
FAIP3 mRNA ik 5 ¥ AE0 W e BAR  HE
FERTH(P>0.05) ;miR-605-5p FIA4 TNM 431
LT AR S5 54 8 L W & T miR-605-5p (K%
JE#H (P <0.01) ; TNFAIP3 mRNA k23440 TNM 4338
o LI A bk B 5 56 LU 491 B X2 % T TNFAIP3 mRNA
FRIN (P <0.01) , L3,

2.4 NSCLC #4121 miR-605-5p 5 TNFAIP3 mRNA
FIRIK A e NSCLC 414U miR-605-5p 5

TNFAIP3 mRNA #ik
0.001) .
2.5 NSCLC #H#UH miR-605-5p . TNFAIP3 mRNA
NG EBE IR NSCLC BEFFEYT 5 4F, 477 34
B (AAF) ,FET 53 Bl (FET-4) s miR-605-5p fK3Rik
5 AR RN 52.38% (22/42) , ] i /& F miR-
605-5p EiFEIRLAMY 26.67% (12/45) , A BT #7E
X (x*=6.034,P =0.014) ; TNFAIP3 mRNA fiX % ik4]
54 BARTER N 21.95% (9/41) , B W AK T TNFAIP3
mRNA 5 IR4 1 54.35% (25/46) , 2R A G 1%
X (x*=9.557,P=0.002)
2.6 EFFHMIET- 4] NSCLC 4141+ miR-605-5p .
TNFAIP3 mRNA AR SET-41 NSCLC 414
i miR-605-5p FRR AW & FAEFL (P <0.05),
TNFAIP3 mRNA KK KF I BAL T A A4 (P <
0.01),0W3k4,
2.7 0 NSCLC i 5 iﬁlﬂﬂiﬁﬂ’%l?%ffﬁ u
NSCLC #8855 “FE NGO K A8 & (EAF =
T2=1),ATNM 4381 T + T =0, T ) :1)\{%5
éﬁ%@(ﬂﬁ =0,/ =1) .miR-605-5p (K Fik =0, m#
=1) .TNFAIP3 mRNA(#3Kik =0, k&KL =1) HH
EE PEAT Logistic [MIEHT, 25 & B, TNM T A
W ELZE R . miR-605-5p 1= #3i5  TNFAIP3 mRNA fik#
KRR NSCLC & S AE N AEFIER N E (P <
0.01),0% s,

KK EEFAI R (r= -0.453,P <

3 NSCLC 41219 miR-605-5p TNFATP3 mRNA ZEA [ R/ R B IE Rk 2 R LA [(1l(% ) ]
Tab.3 Comparison of miR-605-5p and TNFAIP3 mRNA expression differences in different clinical/pathological features in NSCLC tissues

miR-605-5p TNFAIP3 mRNA

e H [ G 1S mAkal XA PH 14k 4l mEkg P
(n=42) (n=45) (n=41) (n=46)

P51 ) 47 21(44.68) 26(55.32) 0.529 0.467 25(53.19) 22(46.81) 1.509  0.219
%« 40 21(52.50) 19(47.50) 16(40.00) 24(60.00)

AL <54 % 43 23(53.49) 20(46.51) 0.925 0.336 19(44.19) 24(55.81) 0.295 0.587
>54 % 44 19(43.18) 25(56.82) 22(50.00) 22(50.00)

A H 52 22(42.31) 30(57.69) 1.844 0.175 27(51.92) 25(48.08) 1.194  0.275
J 35 20(57.14) 15(42.86) 14(40.00) 21(60.00)

IR ELAR <3 cm 46 24(52.17) 22(47.83) 0.594 0.441 18(39.13) 28(60.87) 2.505 0.114
>3 em 41 18(43.90) 23(56.10) 23(56.10) 18(43.90)

HAUER i 38 17(44.74) 21(55.26) 0.338 0.561 21(55.26) 17(44.74) 1.793 0.181
98 49 25(51.02) 24(48.98) 20(40.82) 29(59.18)

TNM 433 I+ 55 37(67.27) 18(32.73)  21.611  <0.001 17(30.91) 38(69.09) 15.783  <0.001
441 32 5(15.62) 27(84.38) 24(75.00) 8(25.00)

N REL T s A <) 37 12(32.43) 25(67.57) 6.472 0.011 26(70.27) 11(29.73) 13.839  <0.001
J 50 30(60.00) 20(40.00) 15(30.00) 35(70.00)
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Tab.4 Comparison of miR-605-5p and TNFAIP3 mRNA expres-

sion levels in NSCLC tissues between survival and

miR-605-5p , TNFAIP3

death groups

A5 Bl miR-605-5p TNFAIP3 mRNA

A 34 1.70 £0.47 0.65 £0.18

BET-4H 53 1.97 £0.50 0.42+£0.14
tfE 2.515 6.678
P1E 0.014 <0.001

RS UWINSCLC /B 5 F AT Z IR Logistic [MIR 5047
Tab.5 Multivariate logistic regression analysis on the 5-year sur-

vival of NSCLC patients

EES BIE SEH Waldf§i P15 ORfH 95% CI

TNM -84 0.692 0.209 10.967 0.001 1.998 1.326 ~3.010
Atk 1.046 0.301 12.066 0.001 2.845 1.577 ~5.132
miR-605-5p Ei#ik 0.565 0.193 8.580 0.003 1.760 1.206 ~2.569
TNFAIP3 mRNA {255 0. 930 0.229 16.486<0.001 2.534 1.618 ~3.969

2.8 NSCLC £H 41" miR-605-5p , TNFAIP3 mRNA %
RACEXT R E 5 AN A TN A 224 NSCLC
AL miR-605-5p , TNFAIP3 mRNA Kz — F B4 1l
B S AENAAER ROC 2R I35 AUC, 5 R o .
miR-605-5p . TNFAIP3 mRNA & — % B4 Wil % 5
ENETER) AUC 439104 0. 761 0. 837 .0.910; — & Bk
A1) AUC & T miR-605-5p . TNFAIP3 mRNA 4% [ Hph
M) AUC(Z =2.716.1.986,P =0.007.0.047) , L
K2.34k6.

B2 NSCLC A" miR-605-5p , TNFAIP3 mRNA Fiill & 5
AEALEAFI ROC ik

Fig.2  Receiver operating characteristic of miR-605-5p and TN-

FAIP3 mRNA in NSCLC tissue predicting patients”survival

within 5 years

£ 6 NSCLC HZH ' miR-605-5p , TNFAIP3 mRNA ik /K 7%

B 5 AEN AR N (E
Tab.6 Predictive value of miR-605-5p and TNFAIP3 mRNA ex-
pression levels in NSCLC tissue for 5-year survival of pa-

tients

. . v oo
EEI N WU AUC 95% ClI  HURE fpRE R
miR-605-5p 1.75 0.761 0.650 ~0.872 0.793 0.706 0.499

TNFAIP3 mRNA 0.63 0.837 0.751 ~0.924 0.849 0.735 0.584

CHEE 0.910 0.849 ~0.971 0.774 0.941 0.715
3 9t 8

miRNA & —KBEAG T Z A6 ik i
RNA S AF A5 b 7 AR s 2 A K T KTk v Tid
24 2 0 e A EE AR 0, W S miRNA (R Ry
it 1) A 97 B AT O 1 VO AR SE A 5T R, miR-
139-5p .miR-25-3p S5 Jili i Al 55 41 40 1) A7 7
2RI Ye Y HEGE & B, miR-605 & Kk 5
NSCLC My kA K JEA K, {H NSCLC Fidi 5% 2 41
miR-605-5p MR ILERAATE 2T WA TR, &
R4S R K B, NSCLC ZHZ1H miR-605-5p ik /K-
BETHEZIEF AL, 5 Ye ZHIR 45 B0, #R
miR-605-5p ik I Al f8 5 NSCLC AW A %, #t—
SR I, miR-605-5p 3Rk #E TNM 7341 I XA
IO 8 5 B8 L 945 /5, $2 7R miR-605-5p Rk 5
NSCLC MR BEA 5, W] B K i miR-605-5p =ik
1) NSCLC 22 i 4 i B 058 (R 28 MG RS g
AT NGE NSCLC #F &, AFFE 2l L miR-605-5p ik
IKEYE R FAE B Kaplan-Meier 42 £7 i 28, 25 30 8K
5 miR-605-5p 5 #H L, miR-605-5p k&K ik #H H
FRE S AE DA $E R K miR-605-5p F ik AT
A8 A FIEAh NSCLC BBE I AEAF R B, BLAh, 38T
B NSCLC 141 miR-605-5p ik K P41k 17 5
H iR, miR-605-5p 5 ik S NSCLC B 5 M4k
FERTERE R 2, HILRT AR 0 £ 5 5 AR N A 2 R 4
br, #2785 miR-605-5p A BEAE Al NSCLC M35 4= 17
ORIV TSR = 78

TNFAIP3 XFRMEFR I A20, & 7 DR X1
C FIN A X, B Uk & BT B e ik o e 4 o7
TNFAIP3 1 Jp—F A% K F-«B 5 53 0 il 577, HoAe
RSN AR 5 1 22 ROl MR B R oA B Y
Sharif-Askari 25" #F 78 Hi%38 , FLARJE 40 41 TNFAIP3
BARER, DAzl R E iUs . B ik
B, R B 4RI LR kL S TNFAIP3 mRNA 3Rk
RO FRAAL, HARER A 5 A W I A G, A
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5% % B8, NSCLC 41 21t TNFAIP3 [H{E#  TNFAIP3
mRNA 3 ik 7K 7 #4859 55 1 4 8UIK, [\ & 3
TNFAIP3LF A7 TNM 43309 30 B2 A bk L 25 5 % L
%, #2878 TNFAIP3 A N AT GES 5 NSCLC &
K, 5 Sharif-Askari %520 f1Z2 352 U BF 9T 45 B
ARARL, AT RE DR R & TNFAIP3 A1 Ay 9 A 40 461 IR, AR
FEIR Sl NSCLC AN EAE A 2447 A3 o, DA fin ke
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