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[ ] &8 3%/ RNA-6803 (miR-6803) K H 7w 3= 3k [K 25 11 B B2 6 -1 V. 547 1 (protein phosphatase 6 regulation sub-
unit 1, PPP6R 1) TE £ & IR 41 il (ESCC) H 1K) 3R X F PPP6R1 TR i 8l F X H B ALR S K FLAE BSCC R AE R R B IR »
F ok 2R 2013 45 5 2014 4F A1) Jb 22 RE K 2 58 DU B Bt A= A A FE 1 72 5] ESCC TR F8 4 88 21 40 B %of IO F) 9 58 4L 4 A, i 5
i %€ )% %8 1 PCR %44 Ml miR-6803 Fl PPP6R1 7E ESCC 2H 23 J J. 4 55 24 £ F DNA FH B A0 36 B Wi il 371 5- 20 2 -2 7 - S B 8 (5=
Aza-dC) Kb HL R 5 1) ESCC 4L #k TE1.TE13.Ecal09. T.TN.Kyse170 Hf (R iA/K . Fl B 31045 B PCR(MSP)VEA I ESCC
20 JR RN AL 43 B g 55 L4 PPPOR1 (¥ HSEAWIRAS , 20 W7 34 5 8B 3 I RO BRARRAE (1996 R . #& SR : ESCC 4141 miR-6803 1
PPP6RI {1315 7K T B Z A& T 6 55 40 47.(0.318+0.156,0.408+0.177 vs 1.000+0.001, 33 P<0.05) , miR-6803 F ik KT 5tk L4545
H LRI FE FE J TNM 73 B %5 U AH 56 (38 P<0.05) ; PPP6R 1 3235 /K15 TNM 43 BRI ZH 23 2% 43 A0 F2 B 5 YIAH 96 (45 P<<0.05) . ESCC
ZH 2 miR-6803 Al PPP6RI FE R 215 BA B E 1 (P<0.05) . ESCC L PPP6RI ()8 Zh T X AL R B w T B4
21(56.94% vs 36.11%,P<<0.05) , 35 TNM 73 {1 20 23 2= 73 A0 2 FE 5 D) AH 56 (35 P<<0.05),miR-6803 7/ PPP6R 1 : K K 3R 1k 5
PPP6RI J3 )T X H HE AL B B AH 5G (P<<0.05) . 48 5-Aza-dC 4b#E 5 , 5 1 ESCC 41 i ' miR-6803 Fil PPP6R1 KRBT =, 3F H.
TE1.TE13.Kysel70 40l PPP6R 1 DK FE BLAVFR B2 B, JF B B AL AR BE RS I, Jo sk 2 PR AU v PPPOR 1 5 R 35 R I R AR FE LR
Ao % # :miR-6803 M Hifi 1 FE K PPP6RI MR EIE T 8 5 ESCC & A2 R B B YA 5% , o8 2h 1 X H 364k A 8 /2 miR-6803 Al
PPP6RI FIEJUER I 22—
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Expression and methylation status of miRNA- 6803 and PPP6RI in esophageal
squamous cell carcinoma and their relationship with clinical characteristics of
ESCC patients
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Hebei Province, the Fourth Hospital of Hebei Medical University, Shijiazhuang 050011, Hebei, China)

[Abstract] Objective: To investigate the expression of microRNA-6803(miR-6803) and its host gene PPP6R! in
esophageal squamous cell carcinoma (ESCC) and the role of promoter methylation status of PPP6R! in the tumori-
genisis and progression of ESCC. Methods: ESCC tissues and corresponding para-cancerous tissues from 72 cases
of ESCC patients stored in the bio-specimen base of the Fourth Hospital Affiliated to Heibei Medical University dur-
ing 2013 and 2014 were collected for this study.Real-time fluorescence quantitative PCR (qQPCR) was used to detect
the expression of miR- 6803/PPP6RI in collected tissues and in ESCC cell lines (TEl, TE13, Ecal09, T.TN,
Kysel70) treated or untreated with DNA methyl-transferase inhibitor 5-aza-2 " -detoxycytidine (5-Aza-dC). Methyla-
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tion specific PCR (MSP) method was used to detect the methylation status of PPP6RI in esophageal cancer cell
lines and collected tissues, respectively. Results: The relative expressions of miR-6803 and PPP6RI in ESCC tis-
sues were significantly reduced compared to correspondingtissues (0.318+0.156, 0.408+0.177 vs 1.000+0.001, all P<
0.05), and expression of miR-6803 was associated with lymph node metastasis, TNM stage and pathological differ-
entiation (all P<0.05); The expression of PPP6RI was associated with TNM stage and pathological differentiation
(all P<0.05). There was a significant correlation between the relative expression of miR-6803 and PPP6RI in ESCC
tissues (P<0.05).The promoter methylation frequency of PPP6R1I in ESCC tissues was significantly higher than that
in corresponding normal tissues (56.94% vs 36.11%, P<0.05), and was also associated with TNM stage and patho-
logical differentiation (all P<0.05). The low expression of miR-6803/PPP6R1 was significantly correlated with pro-
moter methylation of PPP6R1 in ESCC tissues (P<0.05). The relative expression level of miR-6803 and PPP6RI in
5 ESCC cell lines was enhanced after the treatment with 5-Aza-dC. After treatment with 5-Aza-dC, the methylation
level of PPP6RI was decreased in TE1, TE13, Kysel70 cells, while complete unmethylation of PPP6R1 was detect-
ed in other two cell lines. Conclusion: Aberrant low expression of miR-6803 and its host gene PPP6RI are closely
related to the occurrence and development of ESCC, and promoter methylation may be one of the mechanisms for
inactivation of miR-6803/PPP6R1 in ESCC.

[Key words] esophageal squamous cell carcinoma; microRNA-6803(miR-6803); protein phosphatase 6 regulates sub-

unit 1(PPP6R1)gene; methylation
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f /Iy RNA (microRNA , miRNAD /& — 2K £ £ 22
ANAZE IR I N U AE 2 i RNA. miRNA B A2
R 2 DRI TS D RE A6 T g A 2 ] A 25 7 X ) miRNA
RN 2 T miRNA BUEE K] ) miRNAM, 3% 28 miR-
NAEH 5 HAE BRI R 37 X, 0F 518 L H
—REAER . AUFREIERY], NS T miRNA 53
15 R AE4E M D e b T ReA PR RIME « AR FEAE
miRNA & Fr #E B il 45 & ME B3t ik 5
B 5 5 R 41 9 9% (esophageal squamous cell cancer,
ESCC) KA K FEH 5K 1) miR-6803 J H 15 3 J [H &
1% 2 1% 6 1 15 . #.{37. 1 (protein phosphatase 6 regula-
tion subunit 1, PPP6R1) , TR Z W # £ ESCC A ZUMI4H
J rh R IA J I H FRAR KR 23 M L 5 R Tl A B
R 5% & , A miR-6803 Fl PPP6RI 1E ESCC &
A2 R JE TP B P B B SEIG AR

1 EREEE

1.1 #FRAF %

396 BT b R AR K 2% 58 DY R Bt A 0 b AR e DR A 1Y)
2013 4£- %2 2014 4 (8] 1) 72 451 ESCC F-A & 9 2 41
X L g 55 AU A, IR B A V) i . b 5
P 47 B, LobE 25 B, R 8 39~78 &, AL RS 60 % o
A A R AT R AT ABOT BT A B AR R 33
MG R R AT RAE R B AR B 5y o HdE
& REMBHIARA—EH 7B T RNAlater i 1 17
TF-80°CUKAE , I T DNA FI RNA [ 2. il J8s 41
S ) s 55 L A5 HEAT 1 A B2 IR 5, 1 HE E

BBt BX B (UICC 5 2009 4 B TNM 43 3= T 9 2 431l
(2.78%) , 11 #1125 151 (34.72%) , T 31 27 61 (37.50%) ,
IVHA 18 41 (25.00%) % HE WHO fif 88 3 3 22 73 ¢ b
1 (2000 ERRD 5020« i1 7040 174511 (23.61%) » R 34k
5541(76.39%) o
1.2 mie 7 B £ 23X

S56 A ESCC 4H ff2 TE13. T.TN. Yes-2. Ecal09.
Kysel170 H T Jb B R K 2% 55 DY 2= B 28 0 hs A 127 OR B
FAEAR. RPMI 1640 35 77 3 H 55 [ Gibeo A, fif
A= I3 S5-Ik -2 - Bl U (5-aza-2 " -deoxycytidine,
5-Aza-dC)IW H 3£ [H Sigma /A 7 , 2 A ¥ K W3 FH H
Merck A 7], B 34K #6400 57) £ 9 B 72 [E Qiagen 2
A, o RNA 2B 0% 78 [ QIAGEN A H] , 101 i
SR &% E 2 [ Invitrogen 2 7 , miRNA cDNA %5
—BE A AT B miRNA % 8 5 A I 7 &0 F
RIBAFHE (L ED AR A A . qPCR 5113 7E I
AT AR
1.3 ESCCmftZ t93z %

¥ ESCCHHAE TE13.T.TN. Yes-2.Ecal09.Kyse170
FHE 10% 15 25 L3 < 100 U/ml 5 % & A1 100 pg/ml 5
F = W RPMI 1640 5 771, B T 37 “C AR FZ 1
5%CO, 35 TR P AR AR 77 . BN Hi 2k K 20
F 5-Aza-dC (Z&IR B 5 umol/L) Ak B 41 i Bk A Sy S2 56
Y, 524 hFE IR, K597 2 d, 28 3 R¥e4 LG 35 9%
R IR 24 h JF R A0 i IR PR L DNA Je RNA. DLAR
% 5-Aza-dC AP ESCC ZH i 2 1 Ayt IR 4H .
1.4 miRNA % B 338 2 55 45 A #F 50 4 £ 49 miR-



- 974 - Hh R AR iR T 44 3, 2017, 24(9)
NAZH @ £ 5 R T SR R B PR R AR IR D BROKS RNA I 3% 53 5

G EE B o A R BRI ESCC R AR
R FH 2% 1 % % miRNA, 3% B miR-6803 S iff 5T 5
% , F1E UCSC (University of California Santa Cruz)
B IR B B4 R EAT R 2, I miR-6803 D P A
T miRNA, HA55 F 3K N PPP6R1 . 2 {E 25 5 R 33
[ 43 KT miR-6803/PPP6R 1 % 3% e ifi yoi i il )% I CpG
&

1.5 qPCR # | ESCC 41 4 % #m A& F miR- 6803 %
PPP6R1 & % i&

% TRIzol A 57 i B 15 $2 HY 5- Aza-dC 4L BT 5

(1) 41 i 2 A1 72 451 ESCC J 9 55 41 21 P 1) 5 RNA, %

miRNA XJ ¥ (] cDNA 5 — 5 , I 4% Bl & 5 O e &
045 70 6 0 B 5 ¥ 1+ miR-6803 (I L 5190, 5140
AR 1. A 519 K% NS U6 11519 A7 & 2
fit. qPCR J % 4514 : 94°C 1A% 14 2 min; PCR 7§34 Hh
FEAR AR - 94°CAZME 20 s.60°CIB K 34 5, 3B kL ZEAH,
LA MBI o Fe R A s i) 5 i B 15 13 1) LA
HnAE , ¥ RNA i % 5% i cDNA. qPCR S B %% 14
94°C T 48 4 10 min; 94°CAZ ¥ 15 5, 56°C 1B K 30 s,
72°CHEAH 30 s, 3L 40 NMEIF;72°C, Tmin. LL27*FK
7~ miR-6803 F1 PPP6RI mRNA ) AH %} # ik & , ACt=
Cturnamirna~Ctoarorrus s AACEACE s ACt ymezn o

%<1 miR-6803 & PPP6R1EE qPCR F1MSP 5|4)F51
Tab. 1 Primer sequences of miR-6803 and PPP6R1 gene

Types Primer sequence Product size (bp)
qPCR
miR-6803 F:5’- CGCACCTGCCTCTCACCCACAG -3’
ve F: 5’-CTCGCTTCGGCAGCACA-3’
PPP6R1 F: 5"-ACAGCCAACATCACCTTC-3’
R: 5’-CGTCCTCCTCTTCCTCAT-3’ 118
GAPDH F: 5’-AGGTGAAGGTCGGAGTCAACG-3’ 104
R: 5"-AGGGGTCATTGATGGCAACA-3’
MSP
PPP6R1 MF: 5’ -GGTTTATTTCGGGGTAGATC-3’ 163
MR: 5’-GGTTTATTTCGGGGTAGATC-3’
UR: 5’-TGGGTTTATTTTGGGGTAGATT-3’ 163

UF: 5’-CCTCCCACAACTATATTAATAC-3’

1.6 7 & AL4FF 1 PCR(OMSP) ik 4 M ESCC 41 42 &
@i & ¥ PPP6RI ¥ A ALK 5

K/ R, FEEN 5-Aza-dC AL FE Y
Jii ESCC 41 il & 1 72 5] ESCC K J& 55 41 21 71 DNA,
AN R e & AN FEAR T 4 2 pg DNA,
% H8 EpiTect Fast DNA 444 8 751 & 150 BH 5 %) A A% 33
1T A S atidk, , 22 UCSC BE R 7 91 B8 e 3k A7 1 2 A
%, 7 45 & Methprimer CpG &y T # A 43 H7 5 K B
PPP6RIfEREFE T A ¥ R E— BT XA —K
i1 080 bp i) CpG ¥, CG W F 4% KT
50%. ANSCESTE I CpG &y N 15t MSP Al H 51
W, 51N E AN T 3 31 X (=541~-378 bp) . HIHH
FAL T PR AR B AL 51 AT PCR Y1, 5197 %)
W3 1. qPCR P26 :95°C T £ 10 min & ,
95°CA M 45 5,18k 45 5,72°C ZEAH 1 min, 35 MG IR
Jii » 72°C 4E{H 7 min. MSP ¥ 3 7= ¥ 25 2% 35 i bk it
JB:HLUK , UV B HLIK g S BUE o3 i R Ge it A7 1A
Bt WEAEE A HE IR W R : (D 584 1 5

b, BRSSP0 3G B 2%, T IR R R AR
SR B 0% s (3 4L, JEH 3
RS9y 1t B W50, T H 23R40 51 ) R 9 1
H & GOATEA RN, FEMRE R 5 e
H AL R S 5 3 36 H B 2%, Gt PR A 52
4 FE AL TN F 3L AL . MISP BH 1 o B8 SR 3 (R 41
DNA £ HUEALEE Sss [ 402 DL S5 3E4T PCR, B 14 % 1
F K B8 W 7% 7K B AR DNA #8247 i 47 PCR. N #E 47
MSP i I 1) Jo3 &2 445 6], B AL 226 B 10% i A5 A i3k 47 B
1.7 %itgam

% ] SPSS13.0 84 , v B £ 4 Dlks o , 4H1H]
FEECR H e R 5 s THEBTRER F P e, AH O 70 Ak
H Pearson 5307, 2 UM 56 .- BA P<0.05 5 P<0.01
KRERERITFE L

2 # B

2.1 ESCC 8% % miR-6803 49 % ik B 3 55 K 5 12



b

TLER A5 . miR-6803 A1 PPP6R1 1 £ /8 BEIRAH A Ji 20 2R A0 o (108 S L AR S 5 B F IR BIRFHE I R &/ - 975 »

HFIEEg X Z

25 1 28 5 R 040 FE 53 T, miR-6803 47 115 = 2
K PPP6RI )55 4 S N & b, HAE PPP6RI 3£ |
W57 i XA AE B AL CpG 8 (1) . qPCR LRI
SER(FR 2, K 2A) BoR , ESCC 443 v miR-6804 [ 3
ik K R E AR T A N 57 A R (= 37.025, P<
0.05). ESCC fH# miR-6804 ik /KT 5 Hw # 7 2%
(=2.563, P<0.05)  TNM 43 ] (+=20.65, P<0.05) H
P RRIRSR R Nt A RN & 3| DS & S
(=-1.416,0.566,0.747 ;) P>0.05) .
2.2 ESCC %8 %% PPP6RI % % ik B B 5 s JR 45 4L
LT PR

qPCR il 285 5 (£ 2, K 2B) & 7% , ESCC 1 4
PPP6RI W) 3215 7K1 Wi KT 55 4H 21 (=-28.325,

1.5 P<0.05

*
1.0

miR-6803 (2:44¢t)

0

P<0.05). ESCC % PPP6RI #£ [N [ 21k /K1 5 9%
R 43 2% (=-2.496, P<0.01) . TNM 4 ¥ (+=2.356, P<
0.0 2%, M5 B 3 Bk L5 5 78 1) JL A8 TE 5%
(3 %) =-1.890,-0.740, 1.181; ) P>0.05) . ESCC 41
21t miR-6803 K i& 5 H 15 3 K [K PPP6R1 K ik H .
M (G=0.878, P<0.05; 1 2C).

$_UTR miRNA-6803

PPP6R1—_-4-—-—ILI—//—3"UTR

MSP Exonl Exon2 Exon3 Exon4 Exon5

1 miR-6803 1 PPP6R 1 £ FE R EE
Fig. 1 Schematic map of genomic structure of miR-6803 and
PPP6RI1 gene

0.8 ~0.878
P<0.05

miRNA-6803/U6
=1
i

PPP6RI mRNA (2-44¢)

T T
Cancer tissues Para-cancer tissues

Cancer tissues Para-cancer tissues 0 02 04 06 08 1.0

PPP6R1/GAPDH

"P<0.05 vs para-cancerous tissues
A:Relative expression of miR-6803 in ESCC tissues; B: Relative expression of PPP6RI mRNA in ESCC tissues;
C: Pearson correlation between miR-6803 and PPP6RI mRNA
2 ESCC4H4 7 miR-6803 #1 PPP6R1 mRNA FIHEXTRIA
Fig. 2 Relative expression of miR-6803 and PPP6R1 mRNA in ESCC tissues

#2 miR-6803 F1 PPP6RI WA R R E WIS 5 B E Im A RIER R X R
Tab. 2 Correlations of the expression and methylation status of miR-6803 and PPP6R1 in ESCC tissues

with the clinicopathologic features

Expression of miR-6803 Expression of PPP6R 1 Methylation of PPP6R I promoter
Oroup N X+s t I Xts t I (%) X P
Total 72 0.318+0.156 -37.025 0.000 0.408+0.177 0.000 41(56.94) 7.185  0.007
Gender
Male 47  0.325+0.173 0.566  0.573 0.426+0.186  -0.740  0.462 26(55.32) 0.146  0.703
Female 25  0.305+0.124 0.395+0.172 15(60.00)
Age
=60 37 0.331£0.167 0.747  0.457 0.432+0.169 1.181  0.242 22(56.76) 0.001  0.974
<60 35 0.304+0.145 0.383+0.184 25(60.61)
Lymph node
+ 46  0.299+0.166  -1.416 0.162 0.330+0.183  -1.890  0.062 36(63.16) 5.553  0.018
- 26 0.350+0.134 0.405+0.182 11(36.67)
Differe-ntiation
Well 17 0.382+0.154 2563  0.013 0.423+0.172 2.087  0.040 6(35.29) 4.626  0.039
Poorly 55  0.286+0.148 0.342+0.189 30(66.67)
TNM stage
I+11 27  0.365+0.156 20.65  0.043 0.407+0.181 2.536  0.020 11(40.74) 6.675  0.031
[+1v 45  0.288%0.150 0.328+0.180 30(66.67)
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23 ESCC# 4% PPP6RI AR TP AIKERLS
W R R T AF AR 6 X 7

MSP 73 #1 45 R (3% 2) .7~ , PPP6R1 1E ESCC 2H 41
H R AL R 2 TR 55 A 41 (=7.185, P<0.05) .
ESCC & & PPP6RI J K FH BE AL R A 15 HOm 21 7 )
(r=4.255, P<0.05)~ TNM 43 # (,’=4.626,, P<0.05) A
LTS5 B 1 SOk S5 7 7% 1 R TG OK (=
5.553,0.146,0.001, %) P>0.05)
2.4 ESCC #4822 ¥ miR- 6803 4= PPP6RI % i 5
PPP6RI j& #)F X ¥ Ly X &

1E 72 B ESCC H 23, ) 4 PPP6R1 W AHEAL I 20
2P miR-6803 ik /K1 i F LT AR K A H I H

A
0.25 B8 5-Aza-dC(-)
~ W 5-Aza-dC(+)
g 0.0
€ 0151
o
g 0.104
o
£ 0.054
=
N 59 Q
< &Q’\ Qr\Q &&% c\/\
< <
%,
C
TE1 TE13

41(0.283+0.138 vs 364+0.167, =—2.195, P<0.05) ;
PPP6RI mRNA T F Ak 41 [ AH 6 3k 7K ~F 2 1K
TR kA W AL 41(0.361+0.160 vs 0.469+0.183, =—
2.653, P<0.05).
2.5 ESCC @ jf % ¥ miR-6803 #= PPP6R1 % ik R H
ALK A

28 5-Aza-dC A0 BE 5, 5 P ESCC 4 e TE1. TE13.
Ecal09.T.TN.Kysel70 # miR-6803 Fll PPP6RI (1)
LT E (B 3A,3B), 3 H TE1.TE13.Kyse170 21 iy
ZH PPP6R1 3 A H AL AR B PG L I R IR AL AR Y
T, He4x 2 Fh 4 i 28 oF PPPOR1 FE R Y 32 BN Al H
AR (E30).

B
B8 5-Aza-dC(-)
g 0.107 - W 5-Aza-dC(+)
& 0.081
%: 0.06
& 0.024
v
& o N % ) Q
&Q) &@\ Q,\Q &(.& @\(\
Q)C) @%
Ecal09 T.TN Kysel70

Unmethylation

- + - + - + - + - +

"P<0.05,7P<0.05 vs 5Aza-dC(—) group
A: Expression of miR-6803; B: Expression of PPP6R1; C: Methylation of PPP6RI,
+: 5-Aza-dC-treated; —: 5-Aza-dC-untreated
3 ESCC 4B %+ miR-6803 1 PPP6R1 HIFRIE K R EALKTS
Fig. 3 Expression and methylation statusof miR-6803 and PPP6R1 gene in ESCC cell lines

3 W it

IEAER, K F & T miRNA K& H A 1 2 N R E
J% T fie 388 B (%) A 9 8ok B2 BT ok . A i
FLOR, N miRNA A H A 32 35 R 1 A X Rk
KB — 3, HRIA KR SRR BE 2 218 &
R BT, 5 EHEE)E 305 X DNA R
AR FEN A T miRNA K H A5 32 2L KRR UTER
FHEHLH] . Dohi Z5 7R T FEBE Ak B F 7 & 7 120
g o B 3 XOF 2L ) miRNA, K I miRNA-
335 5 Ho g = AL DK IR 2 Rr 5 1 5 ) AR (mesoderm-
specific transcript, MEST) 1E T 41 i g v 3218 /K ~F A
B8, HARE TR R T1EEERES)
FX CpG HHFREMFEN . Grady EW7EX 45 EH ks

FIHTE 7 R B, N & T miR-342 Jz Hfg F 2 K EVL
(Enah/Vasp-like) 1A UTER , HUTERMLE P RE A& EVL %
A7 19 CpG S FR3EAL . Yeung 250 Sz ib &5 e th 3%
B, HPV-16 J& G4 AH 5 1) B 200 #10 #1) 2 (5] miR-23b
AR R IE W] e 5 oA 1 55K C90rf3 Ji 21X FH 4L,
H %, miR-23b ik £ 1A J5 HPV-16 Y E6 5t K £ 15 T
151 AT BUM R KA

miR-6803 J& 7E miRNA &5 F B dls Ffikl 1 IE 45 &
VG B F ML 1), & ESCC A 49 B34k 3R
KM miRNA 2 —. #E UCSC % [H 5 91 38l b kG R
R I, miR-6803 4 PN 7 T miRNA, H 15 3= 5 K Ny
PPP6R1. miR-6803 i T PPP6RI [ 55 4 i N & F
Fo PPP6RIFEIR & T 22/75 IR T IR g (1) B 11 Wl
fig (protein phosphatase, PPP) ZX i % It 5 1% 55 % A it
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TEAR N 25 2 P A B A2 , G0 400 B 30 400 P e o
SRR FHEFHAN, siRNA fi% PPP6R1
] §e T2 IkB P e (kinases €, IkBe) X TNF-o 1 2
PHEBEAR , AT 38 o H SO B

5 AR LA GEO Bds FE A %00 Bl 45 R
27K , PPP6RI 3£ [ 1E 5- Aza-dC 4t P Ji5 (%) BT J 40
F2 U A e 20 I 5% LR A P R 5 2 ol ek R 4
W Rk T, $275 PPP6R 1 AE X S8 iR rh AR R IE 7T fig
5 H.DNA FEb A K. i#E—P 454 Methprimer CpG
K% 00 44 AE 28 23 T miR-6803/PPP6R 1 %5 s 4 /5
JE BRI CpG & o T DL EEHE 40 465 R AV
HE— 8% miR-6803/PPP6R1 1£ ESCC 1 ) % ik 15
R H B R R

AHIF T FRAE 72 51 ESCC B b N 3 55 41 4 A A6 3
miR-6803 Fl PPP6R1 ] #H X ik 7K °F , 45 | &R
miR-6803 Al PPP6R1 £ ESCC 4H 21 vh ik /K 7 ¥ &
FAR T 55 H 4 (P<0.05) . 45 B 41 7% miR- 6803/
PPP6RI FRIEPTER ] fiE 5 ESCC IR £ 5%, 1 HAE
ESCC 212 miR-6803 5 PPP6RI ¥ K ik /K1 £ 1E
FH2% (P<0.05) , N & T miR-6803 5 H 75 £ 5L K]
PPP6RI FIEF—BHER

9T i3t — 5 56 4F miR-6803/PPP6R1 {E ESCC
e T AFAE B AL, AHE 7 1 SE A I miR-6803/PPP6R1
7E 5 F ESCC 41 i TE1.TE13.Ecal09.T.TN.Kysel70
Hh )RR 1) 2 I M Ek 55 FH A , 28 FR AL 17 5-Aza-
dC kb ¥ J5 , b3k 5 F 40 i 7 miR-6803/PPP6RI 1) 3%
KK, 3R FE K 4 DNA H AL AT RE A2 S 3
miR- 6803/PPP6RI TE ESCC W % ik T i i ML #1] 2
— o AT FTIE N MSP 4G 5 Fp ESCC 41 il &
PPP6RI W BEARES , 55 R R AR 5-Aza-dC b FE
[ 5 FhN il sR PPPOR1 Y3 34 H PR 6 AL 457, N H S-
Aza-dC 4b¥E )5, TE1.TE13.Kyse170 41l & 1 PPP6R1
IR R AL R R PRI, AR PR A RE B 3, FE AR 2 Fob
Y i R PPP6R1 FE R R I AR RS i —
5 3278 miR-6803/PPP6R1 1F ESCC H 3R 1k i 2% Bk [
P fE 515 X 3K PPP6R1 B 51 X DNA H 34 A
Ko AHFALRE Ll SCHRHOEH— 5.

AN, B 5038 K B PPP6R1 #E ESCC 4H 4R v i)
F AL R B 2 & T 55 4141, H miR-6803/PPP6RI1
1 ESCC AL KK IE 5 PPP6RI Ja s T IX FIEAL R
%, i — 5 $7% miR-6803/PPP6R1 # ik K i Al fit 5
HEHFXCpG BREmPRELZEYIMEKX. IFH
PPP6RI F: [R5 H 24k 5 ESCC A 21 i 3 73 2 Je
A TNM 2 IAH O, F7R 12 25 R F B4k S 3 2
JUERTT e 5 ESCC FE MR BAH O, %o TS PRA% o] fg
H—EMZHE R L. [HAP TR K PPP6RI ik

FH P L2260 ) X 4550 & A F AR I A 21, D 3k
I 285 R B R AN 58 A AR ES 7R AT RETE B 45
Jib I8 4L 43 R AT BE PPP6R1 J5 21 [X B S AL A J2 BAAD
il LA S PRI

B B R, & F miR-6803 5 Hi 1
¥ % Xl PPP6RI1 #£ ESCC W [ % ik BH — &k,
miRN-6804 7t ESCC 1 2 Ik 3R 1A 1] e % 2| PPP6R1
R BT X BT, PPP6R1 3L K JE 51 X F 34k ] g
& 53 miR-6803/ PPP6RI X & iAW E EHLH 2 — .
Yatin 2593 #t PPP6R1 7] 8 %F Notch1 i PN 15 (intra-
celluar domain of Notchl, ICND) H & H & MW /E H ,
PPPG6RI #2752 5 Notehl ({5 5 W18 E 7 Tk —
IGAE . 1 B AN S X miR-6803/PPP6RI E HI#L
H 3 — 25 B 72 AT B N ESCC 1942 I & T e 1P Ak 32
B B o 1K
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