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H E.BE WERAF# D RNA miR-139-5p.miR-146b-5p K P E LM E L b P ad e RN 1E., Fix
ME2017TF1IAZ2008F 12 AEZRGEOIRBELES 11T A ARBEL,  AFR P EZ AL HILK
oM BEE TSP AU LM B, K R A5 AR BA, WREAAF miR-139-5p. miR-
146b-5p. e F M R BR(CAI153 K-Foy T, R SUIRBA R o F miR-139-5p.CAL53 K F & T 5L &F
YRR S 4 Ao B X R LR (P <T0.05) , SUAR AF 4 M /B 400 R 3 T4 B xT PR 20 (P <C0. 05) , LA /% 28 K )5 £ 3 miR-
139-5p . CA153 K -F & KA7 9 2 AR (P <C0.05) . FUME A 4 K AT f2 /& miR-146b-5p K -F 8 ZAK T UM 4F 4 I 7%
28 Fo i B A B (P <Z0. 05) , SURBR 4F 4 AR 7 40 PR AR T4 B < BRZE (P <C0. 05) , SURR & 48 K J& f2 7% miR-146b-5p
KA AR R & (P<<0.05), miR-139-5p #= miR-146b-5p Bt A 4 Ml 64 & 4K A 86. 6%, 45 F+ & 4
89.3% . W& FTEAA 0.930,80 % % F miR-139-5p. miR-146b-5p £ A m &9 ¥ & F @A (3 P<<0.05), ik
miR-139-5p . miR-146b-5p K F 5 #k & 464 | TNM 5 B fe 5L A2 B B A W 248 X M (P<C0.05), £i® miR-
139-5p.miR-146b-5p A5 T SUAR R 69 & & KR A, 3T BT SLIR R A A R S0 R AR .
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Clinical value of serum miR-139-5p and miR-146b-5p levels in the diagnosis of breast cancer
TANG Zhijin ,YU Haiwen ,SHEN Hua”

Department of General Surgery , Nanxiang Hospital of Jiading District Shanghai 201802,China

Abstract: Objective To observe the clinical value of serum microRNA miR-139-5p and miR-146b-5p lev-
els in the diagnosis of breast cancer. Methods From January 2017 to December 2018,117 cases of breast canc-
er patients in the hospital were selected as the breast cancer group,75 cases of breast fibroadenoma were se-
lected as breast fibroadenoma group.and 45 cases of healthy people were selected as healthy control group.
The serum levels of miR-139-5p, miR-146b-5p and CA153 were observed. Results The preoperatine serum
levels of miR-139-5p and CA153 in breast cancer group were significantly higher than those in breast fibroade-
noma group and healthy control group (P<C0. 05) ,and in breast fibroadenoma group were significantly higher
than those in healthy control group (P<C0. 05) ,after operation,the serum levels of miR-139-5p and CA153 in
breast cancer group were significantly lower than those before operation (P <C0. 05). The preoperatine serum
level of miR-146b-5p in breast cancer group was significantly lower than that in breast fibroadenoma group
and healthy control group (P<C0. 05) ,and that in breast fibroadenoma group was significantly lower than that
in healthy control group (P<C0. 05) ,after operation,the expression of miR-146b-5p in breast cancer group was
significantly higher than that before operation (P<Z0. 05). The sensitivity, specificity and area under the curve
of miR-139-5p combined with miR-146b-5p were 86. 6% ,89. 3% and 0. 930 respectively, which were signifi-
cantly higher than those of miR-139-5p and miR-146b-5p alone (all P<Z0. 05). The expression levels of miR-
139-5p and miR-146b-5p were significantly correlated with lymph node metastasis, TNM stage and differentia-
tion degree (P<C0. 05). Conclusion miR-139-5p and miR-146b-5p are involved in the occurrence and develop-
ment of breast cancer,and have high sensitivity and specificity in the diagnosis of breast cancer.
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N T RNA Sk E  RIBERAEREVI R, &
TRAE B2 W 25 B3R 97 A R0 5 TR B ALY P A9 miR-
NA A Fow PR P 0 DR A7 g 56 A 55 5 o5, 2 O
2 S W R v 7 AR bR G . A SRS I
1% miR-139-5p.miR-146b-5p 7F 7L M ¥ 57 25 b 1) 91 &
WK A ST 0 6 LR B E T miR-139-
5p.miR-146b-5p HEATAG I . W 2% H: 78 2L AR 9 2 40992 Wi
R I R (B B AN T

1 #EMEHFE

1.1 — %kl B 2017 4E 1 A F 2018 4F 12 A7
KBEIZIA SRR B 5 117 0] Ry LRI 4, (B A i
39~79 %, (53, 646, 17) % 3 i B L 12 v 7Y
S 61 1, = RL/INIHE 56 6 TNM 4380 T 1
32 40, 11 19 43 B, I 89 42 615 5> fe F2 B . AR 43 1k 49
B, b oyl 68 i, ik B[R] A AR AR B w2 19 2L &1
HE R R 75 ) LR AT o R A R AR IR 42~
79 % FH (54, 13+7.16) %, HEFE RN AE A B AR A
fdtFE & 45 ) O 4l BE XF BB 41, 4E % 40~79 %L1
(53.49£8.16) % . AN ANRUE  FUIR T L FL AR 2F 4 B8 18
FHH LIRS . HEBRBRE . QO oAb R (4 P R
(2) RHETEH T B ALIT 5 ) I R TR 425 () I 1k
G BEVEDNG 5 (5) 4 1 B g ok 50 M PR . 3 4L
AW ILL TR L 25 BRI R (P>
0.05), AT A Ltk Fr A Wi 5 3 35 I ) 30 48 38 A
15 A AR AP 5 A %,

1.2 Kk

1.2.1  [fEFRAS B EBCRAE AR A AR 3 A B R
FARJG 1 A4 B BUN # bk 2 mL, & T 4 0%
VU2 BRPLEERE . R O MUK I8 O 35 0 42
15 em,3 000 r/min B0 15 min, B 15 WOCE
FEREFE N, B — 70 CKA P ORAE. Mg R RE
(CA)153 7K V- R F il 166 G 92 W o 3 360 v 1 FH B+ %
IR wI A 7= 1 42 [ 3h H Ak 2% &% e 98 4 BT A E-170
Ao, ) R A S B AR B T

1.2.2 £k ZE it PCR(gPCR) i RNA 4%
B . % ] mirVana PARIS Kit(Ambion 2 # , 2 F) i
F £ 42 WA 4l Ak miRNA, 76 1l ¥ 200 pL Hom A
1000 pL B3 MRBUR L, B E T2 T 15 min, MR P50
)& Ud B 2 B 7 P A9 RNA, 3 F DEPC % i 2
RNA, #3708 RNA S5 cDNA, AR i
# £ One Step PrimeScript miRNA ¢cDNA Synthesis
Kit,# PCR 2 %% & N :37 C 60 min,85 C 5 s,
qPCR: % TaqMan® miRNA Jz #% 5 2% 7] &% 45 B
) miRNA 5% 58 cDNA |, H 48 {6 U8 B9 45 I
20 pLL 9 gPCR WK & L IF 84T PCR M9 15 . AR 4E
Wi primer express 3. 0 A il qPCR ¥ 5| 4 £
. miR-139-5p LB ¥ ¥ 41 .5-CTC TGC TCT
ACA GTG CAC GTG TC-3'; FiiFsl¥F4).5'-TAT
GGT TGT TCT CGA CTC CTT CAC-3'., miR-

146b-5p F i 51 % FF 5. 5'-CAA CCT TGA GAA
CTG AAT TCC ATA-3"; FiF 514 7 4.5 -AAA
GGT TGA TCT CGT CTC TCT GTC-3', U6 iy I
Wl F 5.5 -ATT GGA ACG ATA CAG AGA
AGA TT-3"; FH#5I# 741 :5-GGA ACG CTT CAC
GAA TTT G-3', %M Maxima SYBR Green qPCR
Kit (Thermo scientific A ], 3¢ &) . AR 45 1 7] & 15 1
B BT A5 F 95 CHEAT 15 min B AR P L A6 3
ZHE K 94 °CARPE 15 min, 7€ 55 “CiB K 30 s, Jf:
16 72 CHEMR 30 s, B IL R 40 A6 BR L 43 95 15 i th
LLBEIOGES. U6 ARS8 1L 2 %
AR R IKAE, Hot AACt = (Ctypy H B HE K —
Ctygpy U6) — (Ctyppg HHIZEN — Ctygpa UB) o
1.2.3 WEHEHr WA A M {E miR-139-5p. miR-
146b-5p CA153 /K1 AE 1k K 12 Wi 3L RE .
1.3 Seit2gabst SR SPSS15. 0 48343 By # 4k xf
BT T, RIES A IR TR, 2 £ R,
ZA 0] LR 7 2 0 b, i — 20 I L BRI
LSD-¢ k3,2 4 AR A Sr FEAS ¢ # 36 , ¥A3 97 1
Jo R A ¢ K3 . SR Logistic |5 4347 75 2]
miR-139-5p . miR-146b-5p BE-A K I A4 [21 15 5 2 , 1L 35
miR-139-5p . miR-146b-5p F1 CA153 /KR Z i &
TAERRAE fif 26 53 B7 12 W 2L 0 0 10 R B R S
TR B URER,RH O KR, KB KRE =
0.05,L0 P<<0.05 MESASIT¥E L,
2 % e
2.1 341 miR-139-5p, miR-146b-5p Fl CA153
AE A ZLMR I8 R T I3 miR-139-5p . CA153
KR TRMR LT R IE 4 (¢ =11, 997.6. 534, P<<
0.001) FI{dt BE X M8 4H (r = 14. 848, 18. 362, # P<<
0. 001) . 7L £F 2 Ji7 983 21 0 & 5 T it B X HE 4 (¢ =
3.406.32. 505, ¥ P <C0. 001) ., FL I 98 41 R J5 1 37
miR-139-5p, CA153 7K F #& A #if B W B (% (¢ =
15.667.17. 540, P<C0. 001), 3L Mg %5 41 09 A 1 i
% miR-146b-5p /K B W K T FL IR £F 4 B 83 41 (¢ =
10. 937, P<C0. 001) FI{g B X B4 (¢ = 7. 637, P <C0.
001) . 7L MR £F 4 i3 9 20 W S I T fa e st R4 (¢ =
3.285,P=0.002), FL I ¥ 41 R J5 M7 miR-146b-5p
K L TR RT (1 =17, 540, P<<0.001), W1,
*x1 3 A 1M iE miR-139-5p.miR-146b-5p 0
CA153 KR (x£5)

] ] CAl153
215 n miR-139-5p miR-146b-5p
(U/mL)

felt e o HE 20 45 0.9840.52 4.61+£2.16 4.65+1.09
FLIREF4ENRIE A 75 1.3740.73 3.4741.12  28.117%6.09
LA g A

PN 117 3.224+1.40 2.0940.78  42.20420.05

VN 117 1.094+0.45 4.47+2.08 6.344+1.68
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2.2 M7 miR-139-5p. miR-146b-5p 1 CA153 /KF
R E P IS WREE 5 CA153 A, L7 miR-
139-5p(P =0. 001) Fl miR-146b-5p(P =0. 007) X} #,
P 2 AT T S 2 W AL RE . A X miR-139-5p il
miR-146b-5p F8#1R Y Logistic M T4 #r 5 2] Y =
1.325X w505y — 1. 334X ik rasnsp, + 1. 281, miR-139-5p
H1 miR-146b-5p WA A8 1) 2 f5%E K 86. 6 %6 , 5 &
989, 3% . £k F i AL CAUC) 2h 0. 930, B i &5 T
miR-139-5p(P =0. 006) Fl miR-146b-5p(P =0.001)

FEARAUAIEPE 1% miR-139-5p A1 miR-146b-5p 7K
FHIME R TNM 40 89 F 10 2 5 B A B WA ¢
PE(P<0. 05) , 5AE# | b B A2 M 3 2R 32 7K (ERD |
ZEMEZ (PR AR AERKHF 21k 2(HER-2)
I 2 TG B A G M (P =>0.05) . L 3.,
*x2 3% miR-139-5p. miR-146b-5p 1 CA153
7K T 3 2L B 9B B 5 B R

RIBUE Fr5
AUC

fabr W %

95%CI

PAIFAS I, 1 miR-139-5p 5 miR-146b-5p L £ 7 miR-139-5p >2.22 89.3 76.1 0.873 0.818~0.917
TG %m L (P=0.415), WF* 2, miR-146b-5p <3.19 923 65.3 0.812 0.783~0.891
2.3 FLARJE MW miR-139-5p Al miR-146b-5p 7K°F  cA153(U/mL) >37.41 55.6 97.3 0.717  0.648~0,780
A E SR FLIRE VE miR-139-5p /KF 5 miR-  Lirisospt mR146b5p —  86.6 893 0.930  0.884~0, 962
146b-5p /KPR FAHK (r=—0.765,P<0.05)., e
2.4 Ifi7 miR-139-5p 1 miR-146b-5p /K 5ilfi K
*3 1% miR-139-5p.miR-146b-5p 7k E 5K igtRHIHE X &
miR-139-5p miR-146b-5p
i PR 48 n
FikIKF t P RXAKF t P
ESHIED) 1. 469 0. 145 1.452 0. 149
<50 62 3.40+1.42 1.994+0. 79
=50 55 3.0241.37 2.2040.77
Ji 988 B A% (em) 1. 225 0.223 1.236 0.219
<5 67 3.361. 44 2.01+0. 80
=5 50 3.0471.34 2.1940.75
i o2 11. 424 <0. 001 12.710 <0. 001
A 36 4.75+0. 80 1.19+0. 39
o5 81 2.5471.03 2.48%0. 55
ER 1. 260 0.210 1. 304 0.195
FH P 68 3.36+1.43 2.0140.79
5 49 3.03+1.35 2.2040.76
PR 1.026 0.307 1.023 0.308
FH P4 69 3.33+1.44 2.0240. 80
IS 48 3.06+1. 34 2.17+0.75
HER-2 0.238 0.812 0.122 0.903
FF P4 31 3.27+1.47 2.0740.82
5 86 3.204+1.38 2.0940.77
gL S 1.586 0.116 1.532 0.128
B S 61 3.4241.43 1.9840.79
e E NG R 56 3.01%1. 36 2.2020.76
TNM 433 12.165 <<0. 001 13.432 <<0.001
I~ 14 75 2.4440.99 2.547+0.53
[11:4] 42 4.6240.81 1.27+0. 41
AR R 13.220 <0. 001 13. 839 <0.001
ik 534k 49 4,50+0. 81 1.3640. 44
s sk 68 2.3040. 94 2.6140.51
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Wi % Xt L IR g A AT TR ORI 2
miRNA 3R A 7E 40 i A o i B 5 5 % S = B
FEEPEAE R TS5 A0 1G5 | A R A A A
A gt B . miRNA FE L % 2 F R wh B R
[ F2 B 2R 58, H R IR HIXT AR 2, 2 IR VR A & 45 40 i
AT LUK AR A7 ) i LA DU AR 0T (D) 81
PE R A 42 B R R 9 miRNA, 7] LAAE g 3 — 20 i
IOEEEAE SR Y T/ R AR S o e N i 1 N 2 e
) ELA A [R]85 & AH LAY miRNA JF 51 ;5 (3) i 28 45 7
PR EE BB A A miRNA ik (D A7
—E WA YRE ) A A A s B B AT — R R

AW 5T & I, FLMR R B R AT I % miR-139-5p
7KV B 5 1R LR 24 iR g 2L R fgt B ) R A i FL AR
2 4 Ji7 98 2 S W ik vy T gt R G A L L B e 4R S i
5 miR-139-5p 7K F- 3R Aif H B8 8 B AIG L U0 P miR-
139-5p 25 T MM & 4E &K, miR-139-5p
TE 7L R TP B T A A0 i A A B 5 G 45 i o
B S AN IR R R A S SRR AR 4 T R
W5 & B . miR-139-5p 7E 9 2H U AE IE 5 4 1585k
WY 5 R, HL55 e Y o 0 AE O, b R RE A% 2 0
45 1 9 10 e A% VS e RN 24 W KT, 02 0 e A i 1) O
To. T —TUAT S B9 1 F 58 & B, miR-139-5p 78 T
PR U AR R IR AR S AL 24U 2R Rk, fE T
B0 988 T AIF S v R g R DI A A A B T
FEO L H A AR R & A M T miR-139-5p 7K S B I
TARERH, Z R B A M miR-139-5p KF 5
Jifred 23 3 L Gleason 143 Il 37 i 51 I 5 S Bt 5 7K OF
HA B WA M, IR A M I 7 miR-139-5p 7K F- X 7
Wi 5 B B ok MR BA EE IR M E . A
¥, miR-139-5p 7€ FL Mg g 22 30 R o 3 D A VE
If HH k00 B 5 0k L L TNM 43 1R {2
A I AR G I 5 AF % L MR 42 \ER.PR,HER-2
FUG BRI R T B 8 AH OGP . ARWFR A R B, Y I E
miR-139-5p>>2. 22, L R K 89. 3% . 4F R JE N
76. 1%, AUC K 0. 873, AUC B & & T CA153 ¥
0. 717, ¥t miR-139-5p X} i2 Wi 7L AR 4 H AT o & il R
T RS .

AW 5T 45 F 0 os . FLOME AL 0 R BT I 7E miR-
146b-5p 7K F B @ AIK 1 2L AR £ 2 J 98 20 (gt B % AR
4, FLRR LT 4 B A% T R R AL, FLR I AL AR R
M miR-146b-5p 7K F B & & F R A7, ¥ B miR-
146b-5p J&FL AR (PR P 2L [N, 5 L08R A R R
BA M XN, miR-146b-5p & T Ytk 10924~
26, FE N ] i 2 2R R AN [, il | AL IO R e e o 522 v
5 AE AR /N A M9 L 25 W e RN R e b 2K 3R
SR G WFSEAE S, miR-146 W] LASE 15 9 1 20
S 2 IR TR BE DR S5 4 o) R AR e e R . R —

T Ji 98 A BIF 9 H R B miR-146b-5p 1E 6k JE I i
I Bk AR R kL T 7 IE W BRI A 4 B R
KU AR ST 4 SR SE L LT miR-146b-5p /K 5 ik
ELEE R  TNM 43R 43 (0 A2 B2 A B 8 A0 6 1k L i 5 4F
% JhE B 42 ER. PR HER-2 H1%% B 25 7 6 B & AH
KE DL MV miR-146b-5p 23k /K 2 T 5 Y 5
W, AL R BRI miR-146b-5p<3. 19,
H RN 92, 3%, ¥ % N 65. 3%, AUC K
0.842,AUC ] 8 & T CA153 A9 0. 717, 136 B H et 3L,
B g 14 12 W 2% hE B W P F CA153., miR-139-5p #1
miR-146b-5p B4 5 I GE i B 2. 4 =5 L g8 1912 W 2
e, LR B 86. 620, R R h 89. 3%, AUC Ry
0.930, AWFF LR E/R, ME miR-139-5p 5 miR-
146b-5p F 740 %, YL B miR-139-5p Ml miR-146b-5p
W25 7212 B FL AR O T B A — 2 9 B AME . miR-139-
5p BT 2 B, miR-146b-5p 2L T #l J8 AL B, H:
BRI 2t — 2B W oE

M2 ,miR-139-5p Al miR-146b-5p &5 T FL g &
W) & A kR AR 0 2L MR 12 W B B i R
BE R S

S % ik
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