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The value of detecting plasma microRNA-125a-3p,IGF-2 on monitoring invasion and metastasis in NSCLC"
Zhang Hongchuan s Xu Yanmei s Zhou Pu ,Sun Jianguo ,Chen Zhengtang”

(Institute of Cancer , Xingiao Hospital sthe Third Military Medical University ,Chongqing 400037 ,China)
Abstract; Objective To investigate the value of detecting plasma microRNA-125a-3p(miRNA-125a-3p) , IGF-2 on monitoring
invasion and metastasis in NSCLC,and to study the correlation between miR-125a-3p and IGF-2. Methods miR-125a-3p transcripts
of 20 controls.73 NSCLC were performed in plasma by quantitative reverse transcription-polymerase chain reaction(qRT-PCR) and
PCR data was analyzed by the 22" method. The expression of IGF-2 in plasma was detected by ELISA. Results

of miR -125a-3p in stage [l /IV was lower than stage [ /Il and the controls(P=0.001,P=0.005). There was no statistical differ-

The expression

ence between the stage [ /Il patients and the controls(P=0. 776). The expression of miR-125a-3p was related with lymph node
metastas,lower expression in positive lymph node metastasis (P=0. 003). The expression of IGF-2 in stage [ /Il .stage [l /I was
higher than the controls(P=0.036,P=0.011). There was no statistical difference between the stage 1/Il and stage [[[/IV (P=0. 451).
The expression of IGF-2 was related with lymph node metastas, higher expression in positive lymph node metastasis(P=0. 037). The re-
sults showed a negative correlation between miR-125a-3p expression and IGF-2 in plasma(r= —0. 280, P=0. 007). Conclusion Low ex-
pression of miR -125a-3p and high expression of IGF-2 in plasma may play a role in invasion and metastasis of NSCLC. miR-125a-3p may
play a negative regulatory role on IGF-2.
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125a-3p Fik 5 IGF-2 £k B XK (r=—0.280,P=0.007),
3 i e

miRNA P55 55 J5 ACF W1 BE B e ik . TR i e 38 2o 47 180
REIATHE AL, LRI AERT T E — RS E
A T T bR kL R A0 T Y 3 3 S AT A R B RN 32 A
EANMI IG5 . REBFHBHEEN — RIS R RF 25 R &
BT . T miRNA B4 B IESEA JLA miRNA B A7
AR 2 A ) g e B P TR BE . U0 miRINA-183 mJ L3 7 i 98 4
L 1) 3T 7% R 22 6 0 vl RE O — Fh iR 5 B i 5 . miR-
221 . miR-222 i+ i 46 AKT 5 % 42 3fF 40 i i 322200, H A,
Xf miR-125a (Y HF5 3 Z 4L 1 #E miR-125a-5p, K ik i F 58 &
miR-125a-5p 7 ifi 9 IR 3R 35 I B W] 400 1 40 B 12 28 % B 1 1
F A RIE R mir-125a 19 55 — BUAR miR-125a-3p 76 b5
R B AR Z ™ B A BFSEE 58 miR-125a-5p., miR-
125a-3p #8 5 NSCLC {228 % % % Y 4 ¢ . miR-125a-3p 1y %
K5 I PR 43 W1 Bk B 5 A8 5L 60 A 56, miR-125a-3p 7 43 1]
B 7 bR L 65 5 A % i 9 AL ORI . 4 9 400 B Ak o 1 R A
JE48 7% miR-125a-3p A4 40 (2 28 5 %™ . miR-125a-3p 7E
AL B R A 2R BE, 5B DR B MC, FikE
B RS Tt A B AL 1 T 9 A SV IR B A 1 9 41 2 miR-125a-
3p BB, 2 HA G258 L (P<C0.05), {KAMNIFFTUESE
miR-125a-3p HA M il 9 47 28 55 & 00 4 AT o 5 i i
R . miR-125-3p @ 1 ¥ 15] Fyn A 40 Ml 4~ 3% FMEH . miR-
125a-3p 1 FIEFEAK T FAK  paxillin A Akt 3% ¥4 , B8 T 48
Ji R 30T B3R T A A AR AR AR RS AR T . miR-125a-3p fE
K A% NI R A g 240 LR L9981 Hh i) 3R 3k 7K T B AR T AEAIR
FE A% A R 2 0 6 4 A bk NL9980, #2 78 miR-125a-3p ] fig A
AR R A T . B Ok AR 2 I B R P miR-
125a-3p ELA 00l Mo 42 28 5% 75 1) B

AR miR-125a-3p B B 78 (1 #E L R 7= ) IGF-2 19 3%
EHFHER . miR-125a-3p £ NSCLC #h & IfiL H il 2 1 fidt e i
WA T /1WA ZER LS55 L (P>0.05), KW miR-
125a-3p ANBEAE 5 NSCLC f) 5 01 i 25 48 45 s (H ZE TMN 43 ]
WMESEEER P LT S %% . XA §E5 miR-125a-3p
)T REAH € . miR-125a-3p 5 22 90 il 40 M (% 35 B RE 1 . 30 461 b
P 1R 22 55 7%, 1 3K miR-125a-3p AT LU 20 g 14 1= 22 4L 7%
A 1 IR IK 1) miR-125a-3p AT B o il i 1= 28 37 B8 11 — A8
TEFREY . AU CIESE IGF-2 & 3k 5 105 I B o 45
Z IR 1 A R R 9 V) AH O L IGF-2 #E NSCLC 414 rp i &
KL E S E ST, i IGF-2 48 NSCLC K /M
it il A o A f B Xk R A R T AR B & B IGF-2 7E
NSCLC &3 I 3 vh 5 2 35, 1 H 5 W B 45 7% & R 00 A 26
miR-125a-3p AJ AE 7 P #5 IGF-2 (W ik , HARMLHI A A B , 4
WS R T 3X — A et T I 0 1 400 i 52 46 26 il — B 50 i

SE

[1] LiY.Jiang Q. Xia N, et al. Decreased expression of mi-
croRNA-375 in nonsmall cell lung cancer and its clinical
significance[ J]. ] Int Med Res,2012,40(5):1662-1669.

[2] Lin Q,Mao W, Shu Y,et al. A cluster of specified mi-
croRNAs in peripheral blood as biomarkers for metastatic
non-small-cell lung cancer by stem-loop RT-PCR[]]. J Canc-
er Res Clin Oncol,2012,138(1):85-93. (R4 1706 5)



1706

[4]

(5]

[6]

[7]

[8]

[9]

enhance the specificity and positive predictive value of
NMP22 and BTA stat[J]. Urology,1999,162(1) :53-57.
Lydersen BK, Pettijohn DE. Human-specific nuclear pro-
tein that associates with the polar region of the mitotic
apparatus; distribution in a human/hamster hybrid cell
[J]. Cell,1980,22(2 Pt 2) :489-499.

Lotan Y,Capitanio U, Shariat SF,et al. Impact of clinical
factors,including a point-of-care nuclear matrix protein-22
assay and cytology,on bladder cancer detection[]J]. BJU
Int,2009,103(10):1368-1374.

Kundal VK, Pandith AA.Hamid A.et al. Role of NMP22
bladder check test in early detection of bladder cancer
with recurrence[ J]. Asian Pac ] Cancer Prev, 2010, 11
(5):1279-1282.

Kehinde EO, Al-Mulla F, Kapila K, et al. Comparison of
the sensitivity and specificity of urine cytology, urinary
nuclear matrix protein-22 and multitarget fluorescence in
situ hybridization assay in the detection of bladder Cancer
[J]. Scand J Urol Nephrol,2011,45(2):113-121.

Kibar Y, Goktas S, Kilic S, et al. Prognostic value of cy-
tology . nuclear matrix protein 22 (NMP22) test,and uri-
nary bladder Cancer [[ (UBC ][ ) test in early recurrent
transitional cell carcinoma of the bladder[J]. Ann Clin
Lab Sci,2006,36(1):31-38.

Smrkolj T, Mihelic M, Sedlar A, et al. Performance of nu-
clear matrix protein 22 urine marker and voided urine cy-
tology in the detection of urinary bladder tumors[J]. Clin
Chem Lab Med,2011.49(2):311-316.

[10]

[11]

[12]

[13]

[14]

[15]

[16]

ETREF 201455 A% 43455 14

Shariat SF,Savage C,Chromecki TF,et al. Assessing the
clinical benefit of nuclear matrix protein 22 in the surveil-
lance of patients with nonmuscle-invasive bladder cancer
and negative cytology:a decision-curve analysis[ J]. Canc-
er,2011,117(13):2892-2897.

Saint F, Quintens H,Roupret M, et al. Diagnostic test for
bladder Cancer; the NMP22 []J]. Prog Urol, 2011, 21
(4):245-249.

Keesee SK,Briggman JV, Thill G,et al. Utilization of nu-
clear matrix proteins for Cancer diagnosis[J]. Crit Rev
Eukaryot Gene Expr,1996,6(2/3):189-214.

Ribal MJ, Mengual L., Marin M. et al. Molecular staging
of bladder cancer with RT-PCR assay for CK20 in periph-
eral blood, bone marrow and lymph nodes: comparison
with standard histological staging [ J]. Anticancer Res,
2006,26(1A) :411-419.

Eissa S.Zohny SF,Swellam M, et al. Comparison of CD44
and cytokeratin 20 mRNA in voided urine samples as di-
agnostic tools for bladder cancer[J]. Clin Biochem, 2008,
41(16/17):1335-1341.

Eissa S,Swellam M, Amin A,et al. The clinical relevance
of urine-based markers for diagnosis of bladder cancer
[J]. Med Oncol,2011,28(2) :513-518.

Bryan RT, Zeegers MP, James ND, et al. Biomarkers in
bladder Cancer[ ] ]. BJU Int,2010,105(5) :608-613.

s H 1 :2013-11-07 &8 H 1 :2014-02-13)

CEH55 1702 TO

[3]

[4]

(5]

(6]

[7]

(8]

(9]

Ulivi P, Foschi G, Mengozzi M, et al. Peripheral blood
miR-328 expression as a potential biomarker for the early
diagnosis of NSCLC[J]. Int J] Mol Sci, 2013, 14 (5):
10332-10342.

Roth C, Kasimir-Bauer S, Pantel K, et al. Screening for
circulating nucleic acids and caspase activity in the pe-
ripheral blood as potential diagnostic tools in lung cancer
[J]. Mol Oncol,2011,5(3) :281-291.

Jiang LL, Huang Q, Zhang SY, et al. Hsa-miR-125a-3p
and hsa-miR-125a-5p are downregulated in non-small cell
lung cancer and have inverse effects on invasion and mi-
gration of lung cancer cells[J]. BMC Cancer, 2010, 10
(1):1-13.

BWZELL, R AN IGE-2 Fl H19 15 i 5C & 09 WF 50 Bt Jie
[J]. dbBE25,2011,18(18) :2836-2839.

Du L, Pertsemlidis A. microRNAs and lung cancer: tumors
and 22-mers [ J]. Cancer Metastasis Rev, 2010, 29 (1)
109-122.

Wang G, Mao W, Zheng S. MicroRNA-183 regulates Ezrin
expression in lung Cancer cells[]J]. FEBS Lett, 2008, 582
(25/26) :3663-3668.

Garofalo M, Di Leva G, Romano G, et al. miR-2218&.222

(10]

[11]

[12]

[13]

[14]

regulate TRAIL resistance and enhance tumorigenicity
through PTEN and TIMP3 downregulation[ J]. Cancer
Cell,2009.,16(6) :498-509.

Hashiguchi Y, Nishida N, Mimori K, et al. Down-regula-
tion of miR-125a-3p in human gastric Cancer and its clini-
copathological significance[ J]. Int J Oncol, 2012,40(5):
1477-1482.

Ninio-Many L, Grossman H, Shomron N, et al. microR-
NA-125a-3p reduces cell proliferation and migration by
targeting Fyn[ J]. J Cell Sci, 2013, 126 (Pt 13): 2867-
2876.

ol A AR SR AR O TR B B v B A O AN i gs 4
Ji Bk % B A & microRNAs 119 i & §F 52 [T . o [ i s 2%
5,2011,11(14) :835-837.

Bk 4, ik 5F L IGFL I IGF2 Rk 54k /N i
Jits 8 9 U 45 % % A A DG M LT 1. I &g B iR BIF 9T, 2006, 33
(12):868-871.

Izycki T, Chyczewska E, Naumnik W, et al. Serum levels

I

&=L

of IGF-1 and IGF-II in patients with lung Cancer during
chemotherapy[]]. Exp Oncol,2004,26(4) :316-319.

(fcfa B .2013-11-23 &8 H 8§ :2014-01-14)





