View metadata, citation and similar papers at core.ac.uk

brought to you by .i CORE

provided by Xiamen Universi

ity Institutional Repository

2R 10384 NRS_ EBE
%5 24520131153526 uDC_

B R

7 S I VA e

K H#EIE4RID RNA-ROR EB BT HIRIER
Hx BRAREIFEIT IR

Expression and biological behaviors of long non-coding

RNA-ROR in gastric cancer
A KB

RFHIFEL: A 3 K %
S A SR N S -
WLRKHH: 2016 5 04 J
i SEFI I 2016 4 05 A
FA5 3 FebE: 2016 £ A

2016 “F 5 H


https://core.ac.uk/display/84994628?utm_source=pdf&utm_medium=banner&utm_campaign=pdf-decoration-v1

B TRFFMIL R4 =RE

AN EAZM AR L ARANAE FITIE T T, T 58 BB TR
Ko KNERCGEHSHHAMAN NBEEAR O 2R RIBFER, 1
FECHR DUIE 207 SRR B, AT S e i (TR 2 Je A o
ARIEETE GAAT)D.

FHh, AL SN C DURACAD
FIAETC AR, 3RS ( ) BREL () 2 PR ESR S Y
Beih, 1E ( ) LI E SR, AU B S NIEER

BRI 1 D7 N BRI = A4 0K, ARG TS BN B, o] LAMERS

D

AN (B4
£ A H



B IXFEFAIR I EEUE R F A

ANFIZETTRARYE (e N RSN 252 067 2% 9] 25 AT 52 e 70
VR SERLE DR BEAME I 28 5T, I ) 8 E T T B R B AR AL
AL CEFEATRAN RO, RV SCHEANE TR E
(EYSE A C R a INE e I YN ETF =91 RN 2 s VA7 TN 4 S
f L W A AR SO R A B PE AT R R, R AR AR A
TS gw I i, RSZED . 4 Bl s e 7 G BLE ) A 18 50

PN VAT G

( ) 1 ARJETTRARE 2 o i B A% E IR 208 3,
T £ HWE, WEREH BRI

( ) 2. AMRE, EH BRI

GFAE LA EAHNAS S AT “ v 7 BUE EAHN N ES . PR AR DL
P O E T RF ISR R Ed AR s, REETTRIRE
Z2 W 8 AR SC N AT AR S WA B ANHE 1), BA
RNAFFAIR S, BIERH FR AL

Sﬂ

FIN (RE4):
SIS



H X

H %

B B s 5
ADSEFACT.......oiiitiicce e e aa e 6
g = - 11— OO ST 8
(=t 7 OO 8
1.2 HBEIELRTD RNA BT oo 9
1.3 LINCRNA-ROR BB IIBINEE ..ot 10
1.3. 2 ROR BT oo ee et 10
1.3.2 ROR FITIBE oot 10

1.4 ZRFFGRHISEIEIEEL .o 12
BE MG IE e, 13
P > & 13
O E Y =65 N 7 2 OO 13
2.0.2 BIBEAHHEIER oo 15
2.0.3 JFRLELGIHIT AN oo 15
214 SEIG FETEIRTT oo 16
215 SEIG TR LTI B JTTE oo 18
2.1.6 TG FEA AL BE LA oo 19

2.2 5;.%7’5;‘% ........................................................................................................... 22
2.2.1 S RNA FIFRELULEETE oo 22
2.2.2 THHETE CDNA LIV covoevieeeeieeeeeeeeeesee s ies s esieses s sesses s sen s sen e 23
2.2.3 I VETE T PCR UM o seevee et 24
2.2.4 YHMIIE TR BT ET oo 25
2.2.5 AHHIEL YL FLIEIE oooovoeeoeeoeeeeeeeeeeee e 27
2.2.6 CCK=8 SEI ...voveeeeeeeeeeeeeeeesee e tee ettt 29

p A A TN N L 30
2.2.8 Transwell 2728 JERETLIG ..vvvececeeeeee e 30



H X

2.2.9 FEAJR S ENIESZIE (WEStErN BIOt) voveveeeeeeeeeeeeeeeeeeeeeeeee e 31

2. 2,00 B M oottt ettt e e 35
=S e D S 36
3.1 ROR ZE BRI U TRIETE I oo 36
3.1.1 QRT-PCR LI R IR L oo 36
3.1.2 qRT-PCR il 5 i A HBOAT 1R 2H 240 ROR HIRIETEIL oo, 37
3.1.3 ROR ZE A& 2 o 2R 0 25 0 oo oo oot e e e ees et 38
3.1.4 50 B B FEFEAR T ROR AR TKIEZESE oo, 39

3.2 ROR HFRIE S B EIRARIEIHERIREEMES T e, 40
33 WMERETFTIEROR BIBEABAEE ..o, 41
KR B o v A 7 L[] 2 USSR 41
3.3.2 #J# ROR it &I K] B 40 i bk MGC-803. SGC-7901........covveeeee. 42

3.4 ROR ¥ BRI THBE TRURIM ..o 43
3.5 ROR X BB T HIBIMI ..o e e, 44
3.6 ROR M BB ERITBEEITIITIM oo, 45
3.7ROR X BFEELAA EMT STEEEIBIM ..o, 47
BBOEE B0 oo, 48
B B D oo, 52
L v OSSR 53
R S BB TR TR oot e e r et r et er et 59
B BB e ——— 61
Tk | 121 B a2 O p o 1 O S 62



Table of Contents

Table of Contents

ADSEract IN ChINESE........ciiiiieii e 5
ADbStract IN ENGLISN ..o 6
Chapter 1 INtroduUCLION .......cccviiieiie e 8
1.1 Current status and research progress of gastric Cancer .............cocoovvinennnn. 8
1.2 LNCRNA PIOTHE ..o bbb 9
1.3 Discovery and function of INCRNA-ROR.........ccccooiiiiiiiiiiiieee 10
1.3.1 DiSCOVEry 0f ROR......ccoiiiiiiiiiieiee st 10
1.3.2 Biological function of ROR ..........ccoiiiiiiiiiiiiie e, 10

1.4 EXPErimENT AESION ...cveviiiiiiiiieiieee et 12
Chapter 2 Materials and Methods ............cccceeviiii i 13
2.1 MALEITAIS ... 13
2.1.1 Tissue samples and clinical datas collection............cccccoeiiiiniiiicicien, 13
2.1.2 Human gastric cancer Cell N ...t 15
2.1.3 P1asmid and PrimerS.......cccooiiiiiieeieiene ettt 15

2. 1.4 REAGENTS ...ttt 16
2.1.5 Main solutionand preparation Method .............ccvvririinennenieee, 18
2.1.6 Instruments and CONSUMADIES ...........cooiiiiiiiiiiiiee e 19

2.2 IMIBENOUS. ...t 22
2.2.1 Total RNA extraction and identification ............ccccevvvenenineninisieeen, 22
2.2.2 Reverse tranSCription rEACTION. ........cevirieieiiiiseseeeee e 23
2.2.3 Quantitative real-time polymerase chain reaction (qRT-PCR) ............... 24
2.2.4 Cell culture and COUNTING ........ccvriiieiee e 25
2.2.5 Transfection and SCrEENING .........cveieiereieie it 27
2.2.6 Cell CouNting Kit-8(CCK-8) .........orverereeeeeeeeeeeeeeeeseseeeeeeseeseeeeeseeeseees 29
2.2.7 FIOW CYIOMELIY ...ttt 30
2.2.8 Transwell invasion and mMigration asSay ............ccoceeeererenerenesesesieeneenns 30
2.2.9 WESEEIN BIOt ... 31



Table of Contents

2.2.10 Statistical @NAlYSIS ......cccoiiiieiiiieeeee e 35
Chapter 3 Results and ANalysiS .........cccevveiieiie i 36
3.1 Expression of ROR in gastriCc CancCer tiSSUES ...........cooveverrenierenineseeeeeennes 36
3.1.1 Test Of QRT-PCR PrOUUCES..........coveiririiiiiiiisiisiieieieee e 36
3.1.2 Expression of ROR in gastric cancer and its paired normal tissues ........... 37
3.1.3 Comparsion of ROR levels in each group of tiSSUES ............cccovrvriinicninnn, 38
3.1.4 Differential Expression of ROR in 50 samples...........cccccoovnininiiicniinin, 39

3.2 Association between ROR expression and clinicopathological features.....40
3.3 Constructs the stable over-expression ROR in gastric cancer cells ............ 41
3.3.1 Sequencing Of the VECTOr LV-5.......cccoiiiiiiiiiiii i 41
3.3.2 Establish stable cells use MGC-803. SGC7901 by transfection............... 42

3.4 The effect of ROR on proliferation of gastric cancer cells............c.ccccevnne. 43
3.5 The effect of ROR on apoptosis of gastric cancer cellS........ccccevvvivrrvennnne. 44
3.6 The effect of ROR on invasion and migration of gastric cancer cells.......... 45
3.7 The effect of ROR on the epithelial-to-mesenchymal transition ................. 47
Chapter 4 DISCUSSION .......c.iiiiiiiiiiieniesieseeee sttt sre e 48
Chapter 5 CoNCIUSION ....ccociiiiiiiiie e 52
RETEIENCES ... 53
ADDIEVIATIONS 1ottt 59
ACKNOWIEAGEMENT ... 61
PUBHCATIONS ... 62



TS

i3

B BESHEL R WICEEIE, KiEm, TESRE. BRI, B
HIZ IR B AT i m B R AR RO, R, SR B RIS
AR EP R H T BTSRRI A — A, SRR MR I S TR A
70T PARIL, AR ERER AR YT 2N RS B3 5% T RONR R 2 1, AT, A
HREEEREPR R, FHFTRETT I AURBRE B AR R E T S T o R A
3 o KBEIEGRAY RNA-ROR & o A& Bt 4H i 28 g Rt F B 8 S 4 48 T 1 ke
it RNA. HATHEFU R ROR 53U . T SR IR 1Y) A gk e s DTAH K
{H ROR 7 15 Ji 1 A FH 6 A ILARGE o A U802 6K ROR 78 B L 4P i ik
T, Ak 7T ik ROR % B 4 Ml AR AT e, JEik— D aRv A
L], A BRSNS T AR S SR T HE R IR IR IR .
Fik: 1. RHSER 99t E 8 PCR B (qRT-PCR) X 50 41 B 8 f FL X 1 20
2 ROR [MZRIEACTBEAT R, % I PR BRI 1 AR DGV EAT S vt 23 #T s
2. T R i B R ROR 3 ik fs , 38 1 189 3 4 Y4 S ROR 7E H ¥
Ak iR e RIE, qRT-PCR Rl B3R 3. 70wl H CCK-8. i x4
MIAR . Transwell SEEGASG ML 38 ROR & X} B S 4n bk AE M) AT N RI5 s 408
i Western Blot S50 i 35 ROR Ji& B #a 40tk - EMT HOCHR E2 181
iR 17650 fl BT, ROR MRIAEM BT IEWX AL (P<0.001);
2. R F L Y B s A0 Ak MGC-803 I SGC-7901, fIhsLl T ROR TE H ¥
AR R E TR IE; 3.CCK-8. Jial4iffiR . Transwell SEEg 45 R EI/R: ERE
ROR Ji= o} 15 e 4 i (%) 384 5 3¢ 70 01 W S 52161 (P>0.05) , (AT A 2 B i 4 B A 9 1
(P<0.05), F#A% B 4 1R 28 AT A8 JJ (P<0.05); 4.Western Blot 45 2R 75
i % ik ROR J5 EMT b 2 4R &4 E-cadherin ik T, 1 EMT 8 MR E 4
N-cadherin. Vimentin. a-SMA & [&{%.
Z5%: ROR 7£ B4 Rs & BAC T IEH W IR, i %1k ROR AT LA ik
B AN R T, I A0 B4R 28 KO, (G 4 A 0 19 BE B ) G S R
ROR ] i i 4111 EMT b A2 k4] B a8 40 M o 4 55
KW B KEEIEH5 RNA ROR



Abstract

Abstract

Background: Gastric cancer is one of the most common malignant tumor in the
digestive system, which has a high incidence and bad prognosis. Early detection and
diagnosis is the key mean to improve the survival rate. Therefore,it is an urgent
problem to identify new biomarkers for early diagnosis of gastric cancer.Moreover,
with the devenlpment of molecular targeted therapy for cancers in recent years,lots of
targeted drugs has been applied to clinical,but most of them are expensive and
unstable, more importantly are dependent on imports.So,according to the actual
situation of our country, it is also an urgent need to identify new molecular for
targeted therapy in our country.Long intergenic non-coding RNA regulator of
reprogramming (LincRNA-ROR), is a newly identified long non-coding RNA, was
initially found to regulate the process of reprogramming. Present studies indicated that
it played important roles in development and progression of breast cancer,
hepatocellular carcinoma and glioma. However, the role of ROR in gastric cancer is
largely unknown. The aim of our study was to investigate the expression, biological
behaviors and mechanism of ROR in human gastric cancer, try to provide a theoretical
basis for ROR as a new biomarker and potential therapeutic target of gastric cancer.
Methods: 1.Quantitative real-time polymerase chain reaction (qQRT-PCR) was used to
detect the expression levels of ROR in 50 gastric cancer tissues and its paired normal
tissues, analyzed the relationship between the expression of ROR and its
Clinicopathological features. 2.Over-expression approach was used to up ROR
expression, the transfection efficiency was verified by qRT-PCR.3.The effect of ROR
after over-expression on proliferation and apoptosis was evaluated by CCK-8 assay
and flow cytometry. Transwell assay was performed to detect the ability of migration
and invasion in gastric cancer cells. 4. Western blot was used to detect the markers of
epithelial-to-mesenchymal transition (EMT).

Results: 1.The levels of ROR were significantly down-regulated in gastric cancer

compared with normal tissues samples (P<0.001).2.The ROR expression was
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up-regulated in MGC-803 and SGC-7901 cells after stably transfected by lentivirus
construction(P<0.001). 3.CCK-8 assay, flow cytometry,transwell assay indicated that
there is little effect on cell proliferation about overexpression of ROR(P>0.05), but
could significantly induced apoptosis(P<0.05), suppressed invasion and
migration(P<0.05).4. Western blot has discovered the epithelial markers (E-cadherin)
were up-regulated after ROR overexpression, whereas the mesenchymal markers
(N-cadherin. Vimentin. a-SMA) were reduced when we examined the EMT markers.
Conclusion: The levels of ROR was significantly down-regulated in gastric cancer
tissues.Moreover, over-expression of ROR in gastric cancer cells could significantly
induced apoptosis, suppressed invasion and migration, while had little effect on cell
proliferation.Additionally,ROR could induce epithelial-to-mesenchymal transition to
inhibt metastasis of gastric cancer cells.

Keywords: Gastric cancer; Long non-coding RNA; ROR
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B R ARG ISR, 5ARTE ST MU B AL
Lo T UEAT TR R RGeS s DA O AR R A St rh, R AERE — R R
AR R TERE I AR s BEAh, 1 N B2k AR N 48 B e K 1 731 AL SLAEAN R =

SN B R, IWIAEZ AR 2D BICFEIE N AR B E R . 1

AT L, B NS VYR DL R o A — R s BB B
£ o5 2 ER B i R B 6096 1 I [ 2K, o 2 e 20 14 o MR 5B A A1 1) € 2015
b E R S RD) Bon, BORBERAORR B N EEEY, HH A E A
FAIRAT I 4273 B I B el pom B, e Bk E AL, X K2 HE i B R,
BozWit CoEm, HHE AR G . AN RIEAIR S A RS, TUE
BORZE . BRHRoR, KIS AR A BT R AT SRERIaTER T, SHEAELR
B 90%, R, H AT E RS RIS R R A L 10%, RN SRR AR
FRWNARN . BREUFARGT NE, BRIEFEREERAREANR R, &8
T TBOBCKM & (GHT LG YTAE), 5 B B AR AN RAS R
fERE, B EENSTEAEARAEA0%" . Bk, sl B R s w. &
PRI RAaTT — EAGRRT TEN G118 DI R 1) 2

BEE W T I AR S AR AW BB 80, 705 AW AR R TR
ARAEFATARE], iR 2 IR A A SR AL 2 R P AL . o 738t A% 4 1Y
FERA , iR PT R 1E—SREE RGN, A& B 2R S B — Sk R 47 1 A 20 i ¢
FERAAR, SRR SRS R, NS 2 RAR A, W
ARHUEE A U B B 5 AR — A, 107 A A A T B R S A 0 i PR
Ridi v BRIV RIE 2 R ZNUR RO P ILRER LR, XKk
R, A A5 FAT X il 88 (0 F 70 Ml PREIL R 6 4% 2 SEINAROUE « BE Ik o AT e ik & 1
AEFATTANAR 5 I T A A VR 2B D 08 SO P i & 1 EK RE B o IXAMUAR
RHUERE T 5 g8 025 KHS W AR Fa T T U A e, 09 B R 2 . A &%
97 R A R TR A B
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1.2 KEEIERED RNA &4t

A I N 23 BRI 2 B RSN e K el B e e R A, JRATTRIN, AR A
A AR 52 20000 Ffr, H A2 K ER 7 R R 9 AR ES RNA™ . 1K e %
) RNA MR T8RN FEEEgAS RNA (<200nt) AIHCHE RS i
RNA. FEHEFSAS RNA CL 35 iR ohoke B 22 0F F i microRNAs, 1 K88 4R 4 5
RNA(long non-coding RNA, INcRNA) SR iz 776 TR, (H—BERHANT
ThRERIT AR 3 2 EAL . LncRNA J248— R A KR T 200 ZH KR HA B A H
AR IS DIRERTKCEE RNA 7077 B BA S ERSF STt R = —
by, ANMLE A WEE s, WAL T A AL N SR i AR R R A B
£ERL, INCRNA FJ 3 N 1E X (Sense) « /= X (Antisense) « X{[a](Bidirectional).
KA (Intronic) X & R 18] (Intergenic) F.28™, 4 R E— .

B Gene A

(0 Gene B

@S Gene C
intergenic sense mtromc b1d1rect1onal @S LncRNA
—

-\ e\ e

antisense intergenic

&— LncRNA [£)4> 2505 [

BEE BT FCHI AR, B2 (9 AR 2] IncRNA JEAR 2 A7 AE T3 A
b, ngmbyE AR R, BRI A R AR RN, B
L2 FACTFRERL R RIL ™, H53HRIEK InCRNA 5 2 R & DI,
INCRNA LR NI 4R R T AR B md e bR UL, HATARCEL 7 K& A IncRNA
SR A A R AR B SR A AR A AT B DT 5% ATt ST A I HOTAIR™
S FUbE. i, BIRBURSEE DMK, HI9 EREE. WHitE. 4
e S5 AR RIE S o BUAN, R E S I INCRNA, =3&IE /) HULC™
W ERRAF LR N 2 AR A AR B AR OCH) MALAT-1
RE & (LR e M s R VR 5 3RIK 1 PCA3 AR N2 W i 41 it URK
RS EY): R T 2 RIS PTCSC3, @il miR-574-5p A H.AEH]
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BUERERESERY: IncRNA B EERAEY)7Ih6e, Kz iz
FAETRIRRERE TP AE FHBAGR SZ BT AL, JEHARAME T, IncRNA Ay
AT R ) T AR ) SR RS (AR T, B K2 I S aa T SR 7T
WE BT AT S

1.3 LincRNA-ROR By & I & Thik

1.3.1 ROR K& ]

41 Hf B 4w 72 (Reprogramming )& 48 7E 7€ 2610 T F S eI 4n s i S AN 2 e
L3 K F-(transcription factors, TFs) My i 4 Bl A 0L 40 A e 14 A 40 o (1 3
PR RE A, AEAE A RS KR PRI SRR LB 1 242" ™ . LincRNA-ROR

(Regulator of reprogramming) 2 &5 A& B 1 X 4 it 25 2w A e FE B A BE B 4% A
A i 8% 4E 4w % RNA. 2010 4 Sabine Loewer % B 78 INcRNA 2752 5 7 41
MERESE, TR¥ AT 4Ea0 7 3 s oA 40 iR M 1 35 3 2 s T 2m i

(Induced Pluripotent Stem Cells, iPSCs) , #A /53R I/iE, FCAMIR 415
(Embryonic stem cells, ESCs)AZ M, KI5 RIGHIRFMAAALL, S gmFE I R
IPSC 47 237 Fft INCRNA BEEAFAEANFIARR LI 22, b bl ) S g Rt A v
PEBEE K& InNcRNA HITEAL B . Jy 78 700 5T InCRNA £ H i Rl 72 7 /9 7E AT
WFFLN SR G 5 e S0 (ChIP) SR F B, A MIELH IncRNA fii
8 ot A S DR 7 LA R % VE T I lineRNIA-ST8SIAS, (R HGE i/ S84 3 H 7 1%
I A G g AR AR, I lincRNA-ST8SIA3 i 44 A Regulator of
reprogramming, HJ ROR™. ROR {7 T2f 18 5 jufiufk, 4K 2.6kb, HPUMHME
TR AN E AL R FAE JAZ A B IR th #A A7 A, el 1Y 2 RE Itk e ]
F Oct4. Sox2 Al Nanog 31 R4k iPSCs Y H 35 B 2 £ L i sE .

1.3.2 ROR BYIh&E

1.3.2.1 ROR i#iZ 5 miR-145 MM E(EAM AR HRE FHRIA
un - frik , Sabine Loewer 25 & Blid i 1% ROR B I1A {E 5] Sk K -F Oct4 .
Sox2 11 Nanog H 20 22 514 1 e 28, 15 BAR R HL I i AN TE 28 o (EAE 55 74 microRNA
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IR FE T, Xu 56 & miR-145 Redlifi OCtd. Sox2 Il KIF4 ff1RiL. thAk, X
EIVEAEL, EHARA IncRNA Al 5 miRNA s EER, dtmi 25 3]
MIRNA TR = PR, RN R IncRNA [T RE, A 78\ 52 B miRNA
JGE, @A S miRNA PR AR 748 IncRNA. Wang 55 iaid
W7t ROR 5 miR-145 MAHEAE I A, £ ROR MZ REMER T (TFs) LR
7 E3EA miR-145 /EA AL &, ROR 5 miR-145 Wse P AHS &, B
IEHEE A3 TFs b, AIMFAEE miR-145 %+ TFs MIMfEH, BRI E 1 TFs
TERIGT-40 M 1) 2k K7, 4EHFE hESC 1) H R EHIRIZ RETE .

1322 ROR &5 4RMALNMIE

7E ROR KILAE AR, BTN GL il I B[R ik, R ILAE 4] ROR MRIA S5
B 5 P53 S REAH I (1) 25 R MRk 3 n ™, (H ER BIMLH AN 2 . 7ERE S
fIRFFeH, Ali Zhang 25 & 3. 1EH 5L ROR Xf P53 LHA & {H7E DNA i
R, BB A — W 48 | (Heterogeneous nuclear
ribonucleoprotein I ,hnRNP 1) 5 ROR 771 E &5 &AL miAHSE &, R K Bl
#] P53 MIFiL. BN 74040 & -2p45(NF-E2) #H <A F-2( Nuclear factor
erythroid-2 related factor2, Nrf2) 2 44714 A S8 AIE IR 11 S Z Y A F, Yongshu
Zhang 25X LR AR RIOT E KB, ROR MEE AN E 3) 1 EAFAE Nrf2
BTG, Nrf2 5254 G RediH] ROR HIZRIL, UiHIE—CFEE I ROR H#E
Z 5YERR N SR JF P, E BARRIBLETTA Rk — B R A o

1.3.2.3 ROR 7& M8+ 1EH

J5T ROR fEMEr VER,  HATHF FTAE X B, BAAHRIE ROR 5 7L |
I RBUR A VIAHOG . Hou P &E"HIFFC RN (EFLIE T & &Ik ) ROR fEid
it E 45 b Rz -A] i #4k. (Epithelial to mesenchymal transition, EMT) )i R i2E 5L i
TR S A, HALH AT BE 2 ROR 1E05 miR-205 H)5E4 A EME RNA, Gl
il miR-205 (13 IE M PR X #E L[N ZEBL Al ZEB2 FMfIAEF, iEmifedt
EMT i #2; Gabriel Eades 55 & WLE =1 7L 11, ROR iiid 5 miR-145. ARF6
RO RH LA SR A2 g 42 28 e 7 o FERTR Jemt 24P D7 T, Gl i 8 i R2 1)
ROR A {Ey—Fh4i AR 55 A0, RIS A0IT 290t i 445 = Bbah,
TERE TR R IA (17 ROR REA1 il JrvJe 248 o 1) 189 0 % 5 o7 98 - &4t P P B0
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22 FPnk, RORENHTRILN INCRNA, & BA £ 5 KAEMFIhE, 5%
PR (0 % 2E 5 Rk R UIME G, (HGT ROR £ B _EMEM,  H AiE A WAHSE
RIE . AT LS S I U A AT TN G, JE T SER 9% % 8 & PCR
(QRT-PCR) 75l ROR 7E ¥ & FLIEH A RIE K, R0 R
B FR, FAEREREERIEAEA, #E ROR fEid R M B, @l
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FE MRMEE

2.1 #%

2.1.1 HAHEER R HIGK SR

50 1] 5 g S FLRC XS IR R 423 (BE Bkt Sem PR $9HCH 2011 4 1 H &
2013 4F 10 HJE TR M@ L BB B /bR TR B, RIGEMELHIZ N
B, BEARATIREZ N7 . 5k 45 6, 2otk 5 41, A0S 24-84 %,
Y5 (62.36411.29) % . % 2010 4 [H Py 40 BE /S B E R & & R &
(UICC/AICC) H¥& TNM 73 HAkrdE: T #9241, 1012 4, IITHA 22 %1, VA
14 6. B ACRRE: o uipsE 23 51, AR 4 51, K1k 23
Bl BRMESEBEN: 37 HIRAEMELHER, 13 FIRKEKREE R, A
PRI IR TR R —FoR . BTA AR AR BT B 4540 0.5em K/ A ZH, TN
LRGP G E TR PR, WS N80 CURFKIAIRAE, BEAMIL
B T ARAT I FE 4% R TC BV T U AT o ARHIE 7028 I 1) K B e v L L B e A B 2
BeitdE, A PIANRIE SRR S B S F 1.

S 50 B 8 S PR R

Fe o TR I8 734, TNM Al
1 5 53 WAL R T4aN2MO0 lnc
2 5'3 55 (i T4aNOMO IIB
3 % 40 o e T3N3MO \Y;
4 1 70 (P i) T4N3M1 \Y
5 5 82 HR K A i T3N1MO A
6 5 58 HR KA i T3N3MO i c
7 9 70 (Y] T4aN1MO " A
8 9 66 W oAb e T4aN3aM1 \Y
9 % 57 H oA iR T4aN3bM1 \Y
10 5 56 WA e T4aN1M1 \Y;
11 9 60 (P T4aN3bM1 \Y
12 1 78 (P T4N2MO 1 B
13 L 56 (AT T4AN1MO \Y;
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