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L — R RAAE T B Rl s i 1 5 7, B

a A2 SN A A O m i RNABR G P 2H ARk, 12mi RNABR S M 2H 1k
hsa-miR-29c¢-3p.hsa-miR-424-5p.hsa-miR-103a-3p.-hsa-miR-93-5p.hsa-miR-181a-5p-.
hsa-miR-21-5p.hsa-miR-140-5p.-hsa-miR-30e-5p.hsa-miR-142-5p.-hsa-miR-126-3p.
hsa-miR-183-5pikhsa-miR-340-5pHift) &/ D5k,

b DAAR et BEREAOD 22 I, o105 MR 321 i U 17455

c ARME RS9 I 52103 B A B T ae .

2 ARSEACR ZR LTk (1) )5 75, HRRIEAE T, D BRaffrihmi RNADR S 2H & P b 0 15
hsa-miR-340-5p.

3 ARIEAUR R 1B 2T AR 1R 5 75, FORFAEAE T, AP BRD il FHAR M (RS AL R 1 FFrak
[Sasa

4 ARIEACRER 3R AR 17 ik AR T, B &R [ AR X

Logistic= (Khsa*miR29c*Sp*Cthsa*miR 29c—3p) S~ 124-5,*Ct
*Ct
*Ct

_I_
hsa-miR 424*5p) (Khsa*miR 103a-3p

*Ct
*Ct

Ct
Ct
Ct

+ + +
hsa*miRlOBa*?)p) (Khsa*miR 93-5p hsa-miR 93*5p) (Khsa*miR 181a-5p hsa-miR 181a*5p) (Khsa*miR 21-5p

+ +
hsa-miR 140*5p) <Khsa*miR 30e-5p hsa-miR 30e*5p) (Khsa*miR 142-5p

>l<Ctl’lsarmiR 126*3p) + (Khsa*miR 183*5;)*(:t

_I_
hsa-miR 21*5p) (Khsa*miR 140-5p

* % K ¥

+ +
hsa-miR 142*5p) (Khsa*miR 126-3p hsa-miR 183*5p) (Khsa*miR 340-5p

Ctgarnir 340—5p) +Constant;
Horf KB mi RNARR G A 20, Ct oA g PCRAS TS 2 A9EE 1 mi RNABR G P AR e 1k
it

5. HRAAUR ZR AR R 1) 7 /A,ﬁf%ﬁf T, P BRalirdmi RNAPRE WAL & O AR
I, XS R #mi RNARR S AR EO

miRNA 12 11 19 ¢ B F F B
miRNAsmiRNAsmiRNAsmiRNAsmiRNAsmiRNAsmiRNAsmiRNAs
hsa-miR-29¢-3p |-4.16  |-4.82
hsa-miR-424-5p |-9.31 -8.40 |-9.09 |-7.93 |-7.48 }6.74 |-7.55
hsa-miR-103a-3p [15.03 [15.89 (1598 (1496 [6.93 5.71 4.07 1.81
hsa-miR-93-5p  |-4.46  |-3.88  |-4.27
hsa-miR-181a-5p [19.04 [15.22 [14.57 [15.14 1991 [19.47 [20.07 [21.63
hsa-miR-21-5p  |-21.16 |-15.55 |-16.22 14,58 [-13.61 13,74 [(13.26 |14.24
hsa-miR-140-5p |-12.25 |-14.29 |14.83 [16.91 [-20.40 }20.39 2036 [25.82
hsa-miR-30e-5p |7.63 10.75 [8.44 4.85 -3.24 |2.18
hsa-miR-142-5p [2.42
hsa-miR-126-3p |-5.96 |-6.86 |-5.85 |-5.88  |-5.45
hsa-miR-183-5p |-4.89  -6.10  |-6.41  |-7.35
hsa-miR-340-5p [16.17 |15.89 |16.10 (1591 R21.60 [17.11 |l6.18 |[17.49
Constant 87.5 124.8 |113.8 [128.2 [55.3 53.0 56.9 0.8

6 AR ER Y ~ 54T — TR 1977 7, FURFIEAE T+, Bk 7 B 4EgPCRI 85 Pk
DU KA Dy iR mi RNAF RS o

7. miRNABRE WA 78 il T T PO S22 B A B e T R 2 Wesom Fh i g, B
BRELE T, Friimi RNAKR 4 &% Ehsa-miR-29¢-3p.hsa-miR-424-5p.hsa-miR-103a-
3p-hsa-miR-93-5p.hsa-miR-181a-5p.hsa-miR-21-5p.hsa-miR-140-5p.hsa-miR-30e-5p.
hsa-miR-142-5p.hsa-miR-126-3p.hsa-miR-183-5pukhsa-miR-340-5prh[y & /b5kh, HIH

2
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Hh—FLAZ ] Arhsa-miR-340-5p.

8 ARFEAK R 7R (1) i , HAFAEAE T, Frimi RNARR S & Hihsa-miR-29¢-3p.
hsa-miR-424-5p.hsa-miR-103a-3p-hsa-miR-93-5p.hsa-miR-181la-5p.hsa-miR-21-5p.
hsa-miR-140-5p.hsa-miR-30e-5p.hsa-miR-142-5p.hsa-miR-126-3p.hsa-miR-183-5pFll
hsa-miR-340-5p2H ik .

9 ARFEACK R 7R (1) i , HAFAEAE T, Frami RNARR S & Hihsa-miR-29¢-3p.
hsa-miR-424-5p.hsa-miR-103a-3p-hsa-miR-93-5p.hsa-miR-181la-5p.-hsa-miR-21-5p.
hsa-miR-140-5p.hsa-miR-30e-5p.hsa-miR-126-3p.-hsa-miR-183-5pHhsa-miR-340-5p2
ko

10 ARSEACH R 7T bk (1 3, HRFAEAE T, Biriimi RNABREP4H 5 Hihsa-miR-424-
bp-hsa-miR-103a-3p.hsa-miR-93-5p.hsa-miR-18la-5p.-hsa-miR-21-5p.hsa-miR-140-
5p-hsa-miR-30e-5p.hsa-miR-126-3p.hsa-miR-183-5pfthsa-miR-340-5p4l % -

L1 ARSEACR R 7 bk (1 3, BRFAEAE T, Birikm i RNABREP4H 5 Hihsa-miR-424-
5p-hsa-miR-103a-3p.hsa-miR-181a-5p.-hsa-miR-21-5p.-hsa-miR-140-5p.hsa-miR-30e-
5p-hsa-miR-126-3p.hsa-miR-183-5pAhsa-miR-340-5p2H ik -

12 ARSEACR R 7 bk (1 3, BRFAEAE T, Briimi RNABREP4H 5 Hihsa-miR-424-
5p-hsa-miR-103a-3p.hsa-miR-181a-5p.-hsa-miR-21-5p.-hsa-miR-140-5p.hsa-miR-30e-
5p.hsa-miR-126-3p#Fllhsa-miR-340-5p4 i\ .

13 ARSEACR R 7Tk (1 3, HRFAEAE T, Briimi RNABREP4H 5 Hihsa-miR-424-
5p-hsa-miR-103a-3p.hsa-miR-181a-5p.-hsa-miR-21-5p.-hsa-miR-140-5p.hsa-miR-30e-
5pAlthsa-miR-340-5p2H ik -

14 ARSEACR R 7Tk (1 3, BRFAEAE T, Biriimi RNABREP4H 5 Hihsa-miR-424-
5p-hsa-miR-103a-3p.hsa-miR-181a-5p.hsa-miR-21-5p.hsa-miR-140-5p#Flhsa-miR-340-
S o

15 ARFEAURZR TR AR a8, HARFEAE T, Frifmi RNABR G4 & Hihsa-miR- 103a-
3p-hsa-miR-181a-5p.hsa-miR-21-5p.hsa-miR-140-5pFthsa-miR-340-5p4l % -

16— M 00 5 9 AR, HURFEAE T, B R R A UM 25K 7 ~ 14—y
vhmiRNAFR S 2H A 11

17 ARYEAUR 2R 16 Frak 1l &, B AR T, AT i) G4 aASUR) K 7 ~ 14T
— I pfriimi RNABR S & [ o5 5 | W RN/ BeaPCRYT 38 5 [ 4
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— A& N B 2 BOm i RNAFREHIE & R FI &

[0001]  ARHITE &0 g, A E & g5 8201910392316, 2 H i H 220194204 H 30
H & BH 28y <Rk ) B e iim i RNABT A& Mt A& S BH 2 ) i

RARGU
[0002]  ACAMA 531 AW~ U, FARED Bl B i A m i RNARR S A 5 e 1l
BEREA

[0003] 53 4t A o DL IR MR R 2 — , o S T i s MR R 2 — o K2 4K
B B H N S R 2 W e YA, S B gt e IR A2 H 2 20 N 2RI,
B B TMN G U A B SR e i, B e S A7 3G K, 88— IR A 97 .6 % , 58 — 5 1
94.9% , 55 WH70.49% , S5 =BT H56. 7% , 55 =S H1M31.9% , 5B DU 6. 5% . A
WE B 2B R .

[o004]  N%EIE: (H B0 & HunZWr B anca A T2 R B AN s ORI EnE
JESE e 1 S B T 0L P T 2 s R I M Bl e W R AR o 5815 1ot T
ANIEF IR T o WA, R DTG 3 22U i o Al i b 8 b S vl AR
W B RS B R & O b SRS : A IR (CEA) R4t 19-9
(CA19-9) , Bl 72-4 (CAT2-4) MRS TIH50 (CA50) LA K K & H F I 55

[0005] [N BB 7 Jm dEA TG A1 U 2R A U S s bRt B X R A RNIE,
25 B AT AR « UAN, TORE IR Bl A N BB 7 o B 1 R AR S
Yy, BT B A A, (R T 2 SO/ R e A T B2 .
[0006]  [H iy it A M A1 21, I35 Bk K AR A mi RNA TR AR EW)  (E D2 W B i &% .
miRNASE — K2 19-24nt [ ELi S FR A% /NRNASY -, 46 K 22 B mi RNA R] DL i) 5 #E 2L (A 37
UTRIX B AN, 30 RO PR RH 3 il 2 11 5T, 2R I AE i AL 2 sk AN AOKSY B S AWk
AERAEE ,HS 5P FE . mi RNAF FR00k v AT B B AU 1, Ao AT g Fh 2
AR B AR o X BER 5 B A5 mi RNASS P BE A IR 2 Wi i AE 0 b it RE 7 SRR
qPCROEA M 2 HImi RNASR K A i FHIR 9 3, PRt ViV o B2 MR, 1fn B A] DA R it S
I B4 Hrmi RNAF SR , S IR RN AR e 5 2R 5 2k, MR FAmi RNAYE R YR e 6l 2
WIbR PR B T Al SRR EOR IR FE .

[0007]  JRAEFERAG M FT A B T ¥ 23R A R s i B T2 Wi 5 miRNA , {Hix 2o 45 R
HA—50, I AR LIS UE R PRAE T3 AN 78 2 TIRE A I S e R A BEAN R —
i AR 5 7250 B8 AP AN IIAEAS , A bR S & e 2 AN A o AR 2 TR A
RER, iR S e R 2292 58 Mm i RNAF 385, 75 SR B I AT AEAS A HERR 52 - 1B AR,
mi RNAFRS A — 8 FOXE o PRI e 28 FH 1 B e i 2 A I T m i RNAZE b S LA S 2B
PREMAESIREYIEAR I E L .
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LZBAAE

[0008] AUkt , AR W HIAE Tk — il 0 B e br s A & St g, DA
X 4 B o R TR I e AR FR AR LTS , IX 70 B e B I LTS AN S 28 RB LTS , AT DAy
AR TN H A TR I

[00091  DhysKIRAC R W) H A, AL IR AN FEOR DT 2«

[0010]  — A I B e mi RNAR R 4 &, 5 hsa-miR-29¢-3p.hsa-miR-424-5p.hsa-
miR-103a-3p.hsa-miR-93-5p.hsa-miR-181la-5p.-hsa-miR-21-5p.hsa-miR-140-5p.hsa-
miR-30e-5p.hsa-miR-142-5p.hsa-miR-126-3p.hsa-miR-183-5pukhsa-miR-340-5p-P[JE
/D4 miRNABRE R o

[0011]  HH3 AR JHRT - qPCRECAR i 64K 1 2 mi RNA Ny B A IR A= Mo S S A &, L
f& Fhsa-miR-29c-3p.hsa-miR-424-5p.hsa-miR-103a-3p.hsa-miR-93-5p.hsa-miR-181a-
S5p-hsa-miR-21-5p.hsa-miR-140-5p.hsa-miR-30e-5p.hsa-miR-142-5p.-hsa-miR-126-3p.
hsa-miR-183-5p.hsa-miR-340-5p. K AL A I iAmi RNABREPZH G 44566 44 iR E AT
DR, 55 T TR e A Pt A 15 2R AR I A A TR A, 65 R S N BEBAS 23 1 I R At
(AUC 0. 84) \p i R A —2c, 9T Hooy Al 2001 B 25 A 1/ 20k < Aea | 1 et 1w
MR X ML A= i (AUCSH0. 62F10.64)

[0012]  fF—UBaj 5 &P, BT R [Pmi RNAKR 40 & Fhsa-miR-29¢-3p hsa-miR-424-
bp-hsa-miR-103a-3p.hsa-miR-93-5p.hsa-miR-18la-5p.-hsa-miR-21-5p.hsa-miR-140-
5p-hsa-miR-30e-5p.hsa-miR-142-5p.hsa-miR-126-3p.hsa-miR-183-5pFilhsa-miR-340-
5p3: 12/ mi RNAFREMIEH A o

[0013]  fF—LEajim /25, PR imi RNARR 40 &, Fihsa-miR-29¢-3p.hsa-miR-424-
Sp-hsa-miR-103a-3p.hsa-miR-93-5p.hsa-miR-181la-5p.-hsa-miR-21-5p.hsa-miR-140-
5p-hsa-miR-30e-5p.hsa-miR-126-3p-hsa-miR-183-5pFlthsa-miR-340-5p3E11miRNAbR
SR

[0014]  fF—LEajiE /5 28, PR imi RNAKR 40 & Hihsa-miR-424-5p hsa-miR-103a-
3p-hsa-miR-93-5p.hsa-miR-181a-5p.hsa-miR-21-5p.hsa-miR-140-5p.hsa-miR-30e-5p.
hsa-miR-126-3p-hsa-miR-183-5pFllhsa-miR-340-5pt10/ miRNAFREMZH A

[0015]  fF—LE5jiE /5 25, BT imi RNAKR 40 & Hihsa-miR-424-5p hsa-miR-103a-
3p-hsa-miR-18la-5p.-hsa-miR-21-5p.hsa-miR-140-5p.hsa-miR-30e-5p.-hsa-miR-126-
3p.hsa-miR-183-5pfllhsa-miR-340-5p3:9 1 mi RNAFREMIZH A

[0016]  fF—LEaji /25, PR imi RNAKR 40 & Hihsa-miR-424-5p hsa-miR-103a-
3p-hsa-miR-181la-5p.hsa-miR-21-5p.hsa-miR-140-5p.hsa-miR-30e-5p.hsa-miR-126-3p
Flhsa-miR-340-5p3:8/ 1 mi RNAFREMZH Bk -

[0017]  AF—LEaji /5 28, PR imi RNAKR 40 & Hihsa-miR-424-5p hsa-miR-103a-
3p-hsa-miR-181a-5p.hsa-miR-21-5p.-hsa-miR-140-5p.hsa-miR-30e-5pFfhsa-miR-340-
5pFL 7P miRNABR G A -

[0018]  fF—LEaji /7 2, PR mi RNAKR 40 & Hihsa-miR-424-5p hsa-miR-103a-
3p.hsa-miR-181a-5p.hsa-miR-21-5p.hsa-miR-140-5pFilhsa-miR-340-5pFL6-miRNAFR L
SYIEIN
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[0019]  fF—BEs7E 7 Z< i, B mi RNARR G40 & Fihsa-miR-103a-3p.hsa-miR-181a-
5p.hsa-miR-21-5p.hsa-miR-140-5pFlhsa-miR-340-5pt5 miRNAFR G4 K o

[0020]  fF—BEsE 7 ZE i, B mi RNARR G40 & Fihsa-miR-103a-3p.hsa-miR-181a-
5p-hsa-miR-21-5pfilhsa-miR-340-5p3:4/ > mi RNAFREZH A -

[0021] AR WHATRHE 7 — P 0 5 g 1A, S RE A S A I iR md RNAB TS M &
fapnwal

[0022] A< W ik PRk 6 o P ad 1 by aPCRIZEAS A 0 P At sl P A6
Rl

[0023]  fF—2855 )5 2R, A A W R iR (R0t b e sl A e PR A 00 Py iR md RNAB TS P 21
F IR aPCRIEAS M7 o

[0024]  Jb—2B (1), £E—LE 50 )5 S, AR R IR AR PR 26 R AR P CRYEAS: U1 71) 47
FIT R imi RNARR S 40 5 1R W S 5 [ AN/ 5k aPCRY I 5190«

[0025]  /r—2Esitf , A A B AT (R 3 & FR ATk g PCRIEAS A7) B0 Fhsa-miR-29¢ -
3p-hsa-miR-424-5p.hsa-miR-103a-3p.-hsa-miR-93-5p.hsa-miR-181a-5p.hsa-miR-21-
S5p-hsa-miR-140-5p.hsa-miR-30e-5p.hsa-miR-142-5p.hsa-miR-126-3p.hsa-miR-183-5p
Flhsa-miR-340-5p3t12/ P mi RNARR G4 A K mi RNAKR S 4H 110 B mi RNAT 6 55 5% 5 [ )
/B aPCRY I 59«

[0026]  fE—2EshE I, A& WA R R 6 I g PCRVZEAS I 7 fU i hsa -miR - 29¢ -
3p-hsa-miR-424-5p.hsa-miR-103a-3p.-hsa-miR-93-5p.hsa-miR-181a-5p.hsa-miR-21-
5p-hsa-miR-140-5p.-hsa-miR-30e-5p.-hsa-miR-126-3p.-hsa-miR-183-5pflhsa-miR-340-
5pAt 11/ mi RNABRE P ZH B i RNADR P 5 (1) #mi RNAT) 104 55 5| ) A1/ 5 aPCRY 15 5|
IR

[0027]  {F—285jm b i, A& A Ak (Rt b i ik  PCRIZEAS 71 U4 hsa -miR - 424 -
Sp-hsa-miR-103a-3p.hsa-miR-93-5p.hsa-miR-18la-5p.-hsa-miR-21-5p.hsa-miR-140-
5p-hsa-miR-30e-5p.hsa-miR-126-3p-hsa-miR-183-5pFlthsa-miR-340-5p3E10miRNAbR
A R mi RNABR S H & (1) 25 mi RNAFR) 8 S 5 [ A1/ 5k aPCRY I 5 9) .

[0028]  fF—285jm b i, A& A Ak (A3t b i ik  PCRIZEAS 7 f 4 hsa -miR - 424 -
S5p-hsa-miR-103a-3p.hsa-miR-181a-5p.hsa-miR-21-5p.hsa-miR-140-5p.hsa-miR-30e-
5p.hsa-miR-126-3p.hsa-miR-183-5pAthsa-miR-340-5p3:9/ 1 miRNAFRE WA A% [mi RNABR
AP 1) 25 mi RNATR i S5 5 [P/ 5k aPCRYT I 5 H) .

[0029] BT, A A B AT 1R 1) 2 Fh AT g PCRVZEAS A7 €0 hsa-miR- 424 -
Sp-hsa-miR-103a-3p.hsa-miR-181a-5p.hsa-miR-21-5p.hsa-miR-140-5p.hsa-miR-30e-
5p-hsa-miR-126-3pAlhsa-miR-340-5p3t8/ > miRNAFR A A mi RNARR S 2H 110 %%
miRNAF) 18 55 5 | W F/ sk aPCRYTEE 5 ).«

[0030] LB A, A A B AT 1 1) 2 Fh AT g PCRVZEAS A7 0 hsa-miR- 424 -
5p-hsa-miR-103a-3p.hsa-miR-181a-5p.-hsa-miR-21-5p.-hsa-miR-140-5p.hsa-miR-30e-
5pifhsa-miR-340-5pFL 7/ mi RNAFR M B Imi RNABR G P2 11 % m i RNAFR L SR 5 |
/B aPCRY I 59«

[0031]  fF—285jmfbirh , A& B Ak (A3t b i R  PCRIZEAS 7 £ 4 hsa -miR - 424 -
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5p-hsa-miR-103a-3p.hsa-miR-181a-5p.hsa-miR-21-5p.hsa-miR-140-5p#Flhsa-miR-340-
5pFL6-1 mi RNABR M ZH A% [ m i RNABR P40 15 1) £ mi RNAY 108 5 5% 5| 0 A/ 5k g PCR YT 1 5 |
IR

[0032]  fF—285jmfbirh , A& A Ak (Rt b i ik  PCRIZEAS 7 fu 4 sa-miR- 103a-
3p.hsa-miR-181a-5p.hsa-miR-21-5p.hsa-miR-140-5pFilhsa-miR-340-5pFL5-miRNAR L
PAH B Imi RNABR S ZH 5 10 2% mi RNATK 138 55 5 | )R/ 5l aPCRYTHE 5 190

[0033]  fF—O 5 5] b, A A& W i ok (1) 3591 g vh e ik o PCRIEAS 177 Fd A hsa - mi R -
103a-3p.hsa-miR-181a-5p.hsa-miR-21-5pfllhsa-miR-340-5pFtd/ miRNARR G DL A
miRNABTRE I ZH S 10 2 mi RNAFR 55 5 | W RN/ BeqPCRYT 48 5 [ 4«

[0034] k2B (1), £E—LE 50 )5 S, AR R W AR PR 26 R AR P CRYEAS: 171 18 £
T BRI T8 i < BV ST s it « 2006 SR  ANTP's 33 4 SR8 IR« TR 7K « g PCRZE TR«
PBE DNAZR S SYBR  Greens& 4Lk 2 /b—fr,

[0035] IR AWM 17— MR ffmi RNABE M 2H & 7 Bl & 4n b 7 LTk <2 1k
R ESHA B T AR B e WG i i g, B 7 ik s

[0036] A& AT IR 32 10 R A A iAo md RNAT A7 5

(00371 Jill i iR S0 ] A it s ) m RNAR RS0 EH 5 ) 220 1R RNAFR k7K 5
[0038] i FHET4e i AT 0 5 ) m i RNATR) Ze ik 7KSF 1 43 BOR P Tk 521055 & R sl A
TR REME .

[00391  JraRAh i Dy i sk 2% o

[0040]  fifrimi RNAMAGE K43 B0 B 2 AR [V 5500 A 1 10 B A a2 e e U A 2
R R AR T B3 DS 173 o AR I PR T SR XS 43 O S, 2 A S
BENHEE Xy AR AR RS A E AR

[0041]  Ffril sz & B iE HANR AL ok A ELEE A

[0042]  Hy b aRHRTT S RIAT, AR WIBR B 7 — P B 3 i As S A 5 Mo & AR R
BT 1A 0] 5 98 Fm  RNABR S04 75, 16 A hsa-miR-29¢-3phsa-miR-424-5p.hsa-miR-
103a-3p-hsa-miR-93-5p.hsa-miR-181a-5p.hsa-miR-21-5p.hsa-miR-140-5p.hsa-miR-
30e-5p.hsa-miR-142-5p.hsa-miR-126-3p.hsa-miR-183-5pikhsa-miR-340-5pP[ & /D4
AmiRNAR W K AT iR B Jes (AR s M A SR I 52 02 1ML P ALK 45 B e RE S 1AL
T AEERR AT IR , X o3 B i A TR TS AT B 8RB R TS SRS &L imi RNABR 5 4)
HEN S E I TN, ST TR e pe il A 15 2R A AR I A A TR R S R S N BT
o P i 57 4 BL A — B 9 FLS B3 00 T 1/ 2 i 42
TERF R DU PR BRI AT AR IR 100 « S R W R s A 000 85 e 00X R 2 e g B, AT LA By
RTINS B A TR I

B 1352 B

[0043] iy 1" S AR AL W S e Bl s LA R BRS¢, 1 PR S (2 2R
A BORGHR  FITE EE B £ B 48

[0044] [ 1o F Je AL 75 mi RNAI RIS IS 255 5

[0045] P27~ AN I IRA TS M ROCHFAIE A5
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[0046] K3/ R BV A MEIROCHFAEI 5

[0047] P4 AN ARG 328 A G IROCHFAE I 5

[0048] |57~ T U1 I Ja NG 3T 5 98 2 1 A AR G ROCHFAIE
[0049] 6 <A~ [Flmi RNAKIA 5 Logi sticH ik FIIROCHHIE .

BAEIiERRN
[0050] 7AW 7 — P 00 55 9 (I mi RNABR S AH 5 o ) o AR AU AR B3 RT A
FEEARSCN A, 18 Bk T 220 R 75 SRR 2, BT S I s M Bl AR 40
SRR ORI 11 5 WD, e A TSR Dy AR A A o A & IR 5 B it L 420
SRRAES AT T iR AN AT AR B A& I PN 25 K 1A i RO A SRl
W5 TR s AR S AL RSN A R BB R .

(00511 Dy 1 db—2BRRRACE N, N HRE 4 A A& A S i, i A& B Sl vh I BOoR Ty
SEIATIERE e R, W AR, Pt iR (1) S AN A A I — 3553 S 0], 1 AN A 4
(R ST BT A R IR R S 491, AR 4RSS R R GR35 i Ol 157 sh i b Fr
HAFHIFT A BAth S0, # )8 T AL IR Y o

[0052] ek bt , A A W S Ao rp il e (Rt 240 Dk v 5 7, 24T DA o gl 2%
TSR ARAT « A A R T i RNATR 365 55 5 | ¥ MR T - aPCR G Wi & T T TEFE AT 50
US9850527B211 3= E % A Wan G,LimQ " ,Too H P.High-performance quantification of
mature microRNAs by real-time RT-PCR using deoxyuridine-incorporated
oligonucleotides and hemi-nested primers[J].Rna-a Publication of the Rna
Society,2010,16(7) : 1436-45HHR /T ik T AL W AT A ATmi RNAFy S 42 284 741
miRBaseZi &P (http://www.mirbase.org/) »

[0053]  sjiafdl1

[0054]  BJF & 9 B Al FFIRT - qPCRELAAG M T 236 44 ' 8% £ 25 1175 1236 44 ARt A2 2
I 7FmiRNA 90 % 1) 52 150 Hh AT A 2 19 1 Fmi RNA (G ik 7K =5009% Dl /m1) 51914
miRNAFH R 7570 BRI AE 1 25 2 ] 22 73Kk (FDR P value<0.01) o fE75FZ kil
(PmiRNAF, SUME B i B TR I, 2470 .

[0055]  4GUFRfT Bl HIRT - qPCRAEARAG M 794 44 B KB 15 AL 16 24 B A Ft sz 1l
If1L I mi RNA o BF & B BERIEEUE R B 2 TR mi RNAZS A % 2038 (0 2 80 I 4 IOAH S « e 12
mi RNAREE— 250 0 B A M A= b r s M 1 5, Bk A hsa-miR-29¢-3p.hsa-miR-424-
bp-hsa-miR-103a-3p.hsa-miR-93-5p.hsa-miR-18la-5p.-hsa-miR-21-5p.hsa-miR-140-
5p-hsa-miR-30e-5p.hsa-miR-142-5p.hsa-miR-126-3p.-hsa-miR-183-5p.hsa-miR-340-
5p. 25 miRNAFF1] emiRBase B s A8 5 55 Uik LT

[0056]  F1.12miRNAJF4I MmiRBase 5 &5

miRNA gxT 73 (5°-3)

hsa-miR-29¢-3p | MIMATO0000681 | UAGCACCAUUUGAAAUCGGUUA

[0057]
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hsa-miR-424-5p | MIMAT0001341 | CAGCAGCAAUUCAUGUUUUGAA
hsa-miR-103a-3p | MIMAT0000101 | AGCAGCAUUGUACAGGGCUAUGA
hsa-miR-93-5p MIMAT0000093 | CAAAGUGCUGUUCGUGCAGGUAG
hsa-miR-181a-5p | MIMAT0000256 | AACAUUCAACGCUGUCGGUGAGU
hsa-miR-21-5p MIMATO0000076 | UAGCUUAUCAGACUGAUGUUGA

[0058] hsa-miR-140-5p | MIMAT0000431 | CAGUGGUUUUACCCUAUGGUAG
hsa-miR-30e-5p | MIMAT0000692 | UGUAAACAUCCUUGACUGGAAG
hsa-miR-142-5p | MIMAT0000433 | CAUAAAGUAGAAAGCACUACU
hsa-miR-126-3p | MIMAT0000445 | UCGUACCGUGAGUAAUAAUGCG
hsa-miR-183-5p | MIMAT0000261 | UAUGGCACUGGUAGAAUUCACU
hsa-miR-340-5p | MIMAT0004692 | UUAUAAAGCAAUGAGACUGAUU

[00591 iR LeIRAT 12/ mi RNALEMIBR S IAIAE SN 120 15, -4 T 1 PR PR 2% 22 g

1F (two-fold cross-validation) , DA

1 A
NS

FHAUCTE N S ACAERR A 1 TR R PR A [ VAR o SR AR IR SR T S5 XU D57
ik A s SR E DRSSP 53 PR AL, I P R SRR A S S v U, AR XU AN
Bl TR

MR H s A Logisticsy

27812/ miRNAFIAE Wb Wl 5 O RE , A1)

AR

[0060] Rt [ml PR N A
[0061]  Logistic= (Khsa—miRzgc—3p*Cthsa—miR 29(:*31)) + (Khsa*miR 424*5p*Cthsa*miR 424—5p) +

(Khsa*miR 103a-3p

+(Khsa*miR 21-5p

K

(Khsa*miR 340-5p

hsa-miR 142-5p

*Ct
*Ct
*Ct
*Ct

hsa-miR 21*5p>

hsa-miR 340-5p

hsa-miR 103a*3p) +-(Khsa*miR 93-5p
+-(Khsa*miR 140-5p

hsa-miR 142*5p)+_(Khsa*miR 126-3p
) +Constant

*Ct
*Ct
*Ct

hsa-miR 93*5p) +.(Khsa*miR 181a-5p
hsa-miR 140*5p)+_(Khsa*miR 30e-5p

hsa-miR 126*3p) +-(KhsamiR 183-5p

*Ct
*Ct
*Ct

hsa-miR

hsa-miR

hsa-miR 181a*5p)

30e*5p)+

183*5p)+

[0062]  TLrf Koy & mi RNABRGEIRI AR5, AFAR S A G SRS R B, v 222
Frore
[0063]  CT3Jy % mi RNABRGHIIAIRT s it  HV 22 aPORAFBIICK
[0064] L2 AEFREWH G ZmiRNABR SN A KL
N 12 11 10 9 3 7 6 Eﬂ 4
MiRNAsmiRNAsmiRNAsmiRNAsmiRNAsmiRNAsmiRNAsmiRNAsmiRNAS
hsa-miR-29¢-3p |-4.16  |-4.82
hsa-miR-424-5p [-9.31 -8.40 -9.09 -7.93 -7.48 -6.74  |-7.55
hsa-miR-103a-3p[15.03  [15.89 [15.98 [14.96 {6.93 7] 4.07 1.81 -5.28
hsa-miR-93-5p [4.46 |-3.88  [-4.27
hsa-miR-181a-5p(19.04 1522 14.57 15.14 [19.91 19.47 20.07 [21.63 [27.02
[0065] hsa-miR-21-5p |-21.16 [15.55 |-16.22 |-14.58 |-13.61 |-13.74 }13.26 |[14.24 [25.59
hsa-miR-140-5p |-12.25 [-14.29 |14.83 [-16.91 [-20.40 [-20.39 }-20.36 |-25.82
hsa-miR-30e-5p |7.63 10.75 [8.44 4.85 -3.24 -2.18
hsa-miR-142-5p 2.42
hsa-miR-126-3p |-5.96  |-6.86 -5.85 -5.88 -5.45
hsa-miR-183-5p |-4.89  -6.10 -6.41 -7.35
hsa-miR-340-5p [16.17 [15.89 ]16.10 [1591 [21.60 [17.11 16.18 [17.49 [7.26
IConstant 87.5 1248 [113.8 128.2 553 53.0 56.9 9.8 -152.0
[0066]  SjEfA12
[0067] 1) R IAFEAHE &S  RERINIR , 53 ES LI 5
[0068]  2) f# HlQiagen miRNeasy Serum/Plasma Kiti{jf|&H&HN200uL {5 1 4RNA;

9
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[0069]  3) il 55 o filf I bf A SRR PR 10 P SR 10 R SR 5 |, AR TR SO SR AL B
Ffmi RNAZY 4 55 Bl cDNA 5

[0070]  4) qPCRY™ 14 fifi JT]aPCREE Iy - DNAZR 54 « 25 A7 511 aPCRAR , 745 7 11 SO 25 -
WL N R sk W c DNAES T8 6 E " PCRISUN o 18 0 (LA 21) 25 mi RNAF C 5
[0071]  5) ARFECLIE TN IHE 1 1 ik it [n AR o JEA T G oo T, HF 4 H R B e
PR -

[0072]  SZEfhl3

[0073] ek FHT IR R 37 K 52 D= e AR e PR 25 iDﬁmE’J5282%xﬁ%‘L T A
o FARSG UF B ZR AN L BT « HiA7 528284 321035 dE NI PRIGUE , $% MR ST B2 ik 7y 0 B
S FTIA 12 mi RNAZE PRSP Fr A 52 i 2 Tm i RNATI G, A T TR e A 1 1t e '
B B, DA B B AT B A I, 2800 075 0 , e 257 4566 24 X 1 & T T8 dm 47
BT, 125252 L E B2 B B, 4441 252 i E B UE SN O e @ e - 4566 %4 52 i # 1l
PRIFIESE o0 At SR L3

[0074] %3 4566452 1A H I AR FFAEESR T

SR 4t BT A 52 ik # fi RN B IE
FER (B
FEMLbr#EZ) | 57.17 ( 1048 ) |57.17 ( 1048 )|[569 ( 1031 )
i £ 56 56 56
/M 38 38 39
IS ONIE] 94 94 94
el
[0075] Bk (%) | 2422 ( 53.04% )| 2346 ( 52.83% )| 76 ( 60.80% )
Pk (%) | 2144 (1 46.96% )| 2095 ( 47.17% )| 49 ( 3920% )
itk
1555 (%) | 3490 ( 76.43% )| 3394 ( 76.42% )| 96 ( 76.80% )
LB %) | 332 (1 727% )| 325 ( 7.32% ) 7 ( 5.60% )
ENE® (%) 378 ( 8.28% )| 369 ( 831% ) ( 720% )
Hith(%) | 366 (  8.02% )| 353 ( 795% )| 13 ( 10.40% )
FERE M (AJCC 2010)
0 (%) |- - 10 ( 8.00% )
13 (%) | - - 16 ( 12.80% )
238 (%) | - - 20 ( 16.00% )
3 (%) | - - 31 ( 24.80% )
438 (%) | - - 38 ( 30.40% )
KE (%) | - . 10 ( 8.00% )
HE AR 12
[0076] SEEMEEREZ) | 11.23 (3111 )| 1127 ( 3111 )| 9.6 (  31.16 )
ERE DA 6 6 5.3
BR/AME| 0.2 0.2 0.4
e NAE | 594.1 594.1 280
B |1 AT T
BHYE (%) | 2530 ( 55.41% )| 2426 ( 54.63% )| 104 ( 83.20% )
BIPE (%) | 2036 ( 44.59% )| 2015 ( 4537% )| 21 ( 16.80% )

10
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(00771 537 W1 ikm i RNAAR P 2H Sk g 12 W T TR vt 0t A 5 2 1 ol o Ut
PEATER AR, S5 AR W T2 AR 4

[0078]  RANF MR SHIIIAUCE, R

00793 Ty sk AUC
A BHmi RNARR G AL 5 0.84
PG12- 15 & FIfi i 1/ 2L 151 0.62
HP- 14 | TRRGEAT B 0.64

[0080]  Z55 T IR, 4566 % 37 i E AEA K BT A mi RNARR G AL S A 1, SN B gk 2
[ AR FRIE (AUCTHO. 84) i R i —2icE , - Ho BB 200 T B 4 AR IR 1/ 2LE 2
WA T TAZEAT BRI 50 AL A= M bnic ) (AUCH0. 62110 . 64) - 4566 452 1% H [IAUC
(0.84) Ealr BT AZBABIIIAUC (0.89) , UEBH T AL BHFTiAmi RNARR S AL 5 T K A FITE
DU RIS UEBA S 2 [R] 5556 25 SR — Bk

[00811 k353 Hrilfa PRIG UE B H M Bl 2 5 o A& W Firidkim § RNARR S P 45 AR S5 14
MLzl h 2RI — 20 AUC (E3FIFE5) -

[0082] 35 S5 RN Lo E 32 iR IAUCE, 2R

L0083) iy skl AUC
By s 0.84
szl 0.85
VS 0.84

[0084]  —L 43 vl PR UE Zda LA E 2 & W Pl md RNAB RSP 2H 5 MO0 A R Rh A
PRI ZRIE S AR SR IE A O Zert B Rk — 30, SN R UE KR 2 8052 il
ST (76.43%) , H ok A VB AR HAERE & 298 % (3%3) &5 R o, e Al )
AUCE: T HAL AP (B4.556) o

[0085] 6 A [] P sz i & U AUCE,

L0086) i skt AUC
Fr A szl 0.84
HNSH 0.86
He Mkl 0.79

(00871 JH i 3ERdE oy Sk — 2D 0P Ak AR & BH T iR m i RNARR W 20 A PERE « A& BH Pk
miRNAFR G & M 50 (0, TR U Anmg v (BIAAN4I) S AERIAUCSY B0 . 8341
0.85 (K5.5T) -

[0088] 7 I Ji AN IUT S T 52 1A TR AUCES SR

[0089) i vigkri AUC
Fr A 52l 0.84
B i 0.83
i I RAIE S 1 0.85

[0090]  SCjfhla
[0091] IR HE(FI2ITk 71 , ¢ ki RNAST TR BN , I DB IS ke R T2 i

11
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FEA AR B S ITiR 12.11.10.9.8.7.6.5. 4/ miRNAZT A E4 TR, 75 BIROCH:
fiFF (P96, 5%8)
[0092]  F8A[FmiRNAKKAH S logistickiik FIEE

12 Ej 10 9 8 i 6 Eﬂ 4
miRNAsmiRNAsmiRNAsmiRNAsmiRNAsmiRNAsmiRNAsmiRNAsmiRNAs
84.8% [84.0% [83.2% [81.6% [80.0% [79.2% [79.2% [717.6% |58.4%
(83.7% -(82.9% -|(82.1% -{(80.4% -|(78.8% -|(78.0% -{(78.0% -{(76.4% -|(57.0% -
Sensitivity[85.8%) [85.0%) [84.3%) [82.7%) [81.1%) [80.4%) [80.4%) [78.8%) [59.8%)
68.4% [67.6% [674% 67.6% |68.4% [69.0% [68.8% [68.2% 168.2%
(67.1% -|(66.2% -(66.0% -(66.2% -|(67.0% -|(67.7% -{(67.4% -{(66.9% -|(66.9% -
40  |Specificity[69.8%) 69.0%) [68.8%) [69.0%) [69.7%) [70.4%) [70.1%) [69.6%) [69.6%)
cut-off 68.9% [68.0% ©67.8% 68.0% 68.7% 69.3% [69.1% 68.5% [68.0%
(67.5% -|(66.7% -((66.4% -(66.6% -|(67.3% -|(68.0% -{(67.7% -{(67.1% -|(66.6% -
IAccuracy [70.2%) 69.4%) 69.2%) 69.3%) [70.0%) [70.6%) (70.4%) 69.8%) [69.3%)
7.0% 6.8% 6.7% 6.6% 6.6% 6.7% [6.7% 6.4% @.9%
(6.3% - [(6.1% - (6.0% - (5.9% - [(6.0% - (6.0% - [(6.0% - |(5.7% - |(4.3% -
PPV 7.8%) [71.6%) [1.5%) [1.4%) [7.4%) [1.5%) [14%) [1.2%) [5.6%)

[0093]

99.4% [99.3% 99.3% [99.2% 99.2% 99.2% [99.2% 99.1% 98.3%
(99.1% -|(99.0% -/(99.0% -{(98.9% -|(98.9% -|(98.8% -|(98.8% -|(98.8% -/(97.9% -
NPV 99.6%) [99.5%) 99.5%) [99.5%) [99.4%) 99.4%) [99.4%) [99.3%) [98.7%)
0.842 10.835 0.834 [0.833 |0.815 (0.808 |0.807 |0.803 [0.657
(0.809 - |(0.798 - (0.797 - [(0.796 - [(0.779 - |(0.771 - |(0.770 - [(0.764 - |(0.605 -
AUC 0.875) [0.871) 0.871) [0.870) |0.852) (0.844) |0.843) |0.841) |0.709)
12 11 10 9 8 7 6 5 4
mMiRNA miRNA miRNA miRNA miRNA miRNA miRNA miRNA miRNA
44.0% 44.0% 45.6% @47.2% 143.2% 40.8% 40.0% 337.6% [20.8%
(42.6% -|(42.6% -(44.1% -[(45.7% -|(41.8% -/(39.4% -|(38.6% -|(36.2% -/(19.6% -
Sensitivityd5.5%) 45.5%) 47.1%) 48.7%) 44.7%) ¥2.2%) [41.4%) [39.0%) [22.0%)
93.9% [93.6% 93.4% 93.4% 92.7% 92.3% 92.4% 92.7% 92.0%
(93.2% -|(92.8% -(92.7% -[(92.6% -|(91.9% -|(91.5% -|(91.5% -(91.9% -/(91.2% -
Specificity94.6%) [94.2%) 94.1%) 94.1%) [93.4%) 93.0%) [93.1%) [93.4%) (92.8%)
92.6% [92.2% 92.1% [©92.1% 91.3% ©90.9% [90.9% 91.2% 90.1%
(91.8% -|(91.4% -(91.3% -{(91.3% -|(90.5% -(90.0% -|(90.1% -(90.3% -/(89.1% -
Accuracy 93.3%) 93.0%) 92.9%) [92.9%) 92.1%) 91.7%) [91.7%) [92.0%) [90.9%)
17.0% [16.1% [16.4% [16.7% [14.3% [13.0% |12.9% [12.6% 6.8%
(15.9% -|(15.1% -(15.3% -{(15.6% -|(13.3% -|(12.0% -|(11.9% -|(11.7% -(6.1% -
PPV 18.1%) [17.2%) [17.5%) [17.8%) |[15.3%) [14.0%) [13.9%) |13.6%) [7.6%)
50 98.3% [98.3% 98.4% [98.4% [98.3% P©98.2% [98.2% [98.1% [97.6%
cut-of]| (97.9% -|(97.9% -(98.0% -[(98.0% -|(97.9% -(97.8% -(97.8% -(97.7% -|(97.1% -
NPV 98.7%) [98.7%) [98.7%) [98.8%) [98.7%) [98.6%) [98.6%) [98.5%) [98.0%)
0.842 |0.835 0.834 [0.833 |0.815 |0.808 |0.807 |0.803 |0.657
(0.809 - |(0.798 - (0.797 - {(0.796 - [(0.779 - |(0.771 - |(0.770 - [(0.764 - |(0.605 -
AUC 0.875) [0.871) 0.871) [0.870) |0.852) (0.844) |0.843) 1[0.841) |0.709)

[0094]

12
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[0095]  FEEE AL, Logi sticHk AR B/ I AE A BRI 4 SR, SR
AEREWEERE , iE T T A F 2 Wrig i GES) o FIanlL404y 43 FLERiny, BI4043 A FiE X
e R, BURME S B2 5 T RAS0 1 o0 L2k i e e MEATE A I s 2K T DA 0
Jyor Bk IR Log i sticsy Bekad - AT B TR A, B i Logisticdy A 2kidm A
T .
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