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(RT - qPCR) i il e 8 24 4 Ak 2 1 K M 25 7 411 41 7 DeR1 \DeR2 ,OPG mRNA J 2 (335K o 7 UC LR IR 21 2 il , LI % 385
AR FEF TG UC B F Z M L 45 2021 DeR1 DeR2 .OPG mRNA IR H KRB KV 2R, &R UCHHFRABENIT(GA +
AA) R AR S FE ] (A) R B E & T IE % % R4 (15. 18% vs 6.45% ,0R =2.595,95% CI:1.073 ~6.274,P = 0. 030;
28.57% vs 12.90% ,0R =2.700,95% C1:1.053 ~6.926,P =0.035) , UC fRH L5 4120 f DcR2mRNA I (13534 7K 73 B 2%
FXFMELH (4.49 £2.29 vs 9.49 +4.06,¢=8. 134, P <0.01;0. 180 +0.052 vs 0.273 £0.069,t =8.322,P <0.01), $#4f DcR2
(rs1133782) ZEAF KLY (GA + AA) (B FE S5 41404 DeR2 ) mRNA FIEE H R B K85 T A 4i & F (GG) N Al 3
(3.64 +1.63 vs 6.62£2.35,1=5.43,P <0.01;0.129 £0.028 vs 0.198 +0.047,t =7.147,P <0.01) , #kifi, UC 20 FI %t WG 20 2 ],
DL B DeR1,OPG KA FE ALY UC B35 Z ], DcR1 il OPG mRNA FIE H KA K FEFHLLEIFE X (P >0.05),
G5 DeR2 (rs1133782) P %75 T A AR UC 19 2% IR , AL 7T BE 38 o W Ik DeR2 mRNA 12 14 22 15 /K - & #4545 I, DeR1
(rs12549481) Fl OPG (rs3102735) %K % 20 B H 45 W 41 4133k 7KF- 5 UC 19 % 9 KUK TG (838 6 18k .

xR Hmzk PEER BnMsihk BRREZEN SBHASARS
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Analysis the Association of Ulcerative Colitis with Decoy Receptors and Osteoprotegerin Gene Polymorphisms and Their Colonic Expressions.
Shao Xiaoxiao, Jin Yingli, Lin Qianru,et al. Department of Gastroenterology, The Second Affiliated Hospital of Wenzhou Medical Universi-
ty, Zhejiang 325000, China

Abstract Objective To explore the association of ulcerative colitis with decoy receptors and osteoprotegerin gene polymorphisms
and their colonic expressions in the Han nationality from Zhejiang province. Methods A total of 56 UC patients and 62 sex — and age —
matched controls with benign colonic polyps were randomly recruited. The peripheral fasting venous blood and colonic tissue samples were
collected. The polymorphisms of DcR1 (1rs12549481), DcR2 (rs1133782) and OPG (rs3102735) were examined using a SNaPshot
method. The mRNA and protein expression levels of DcR1, DcR2 and OPG in colonic tissues were detected by reverse real — time quanti-
tative polymerase chain reaction( RT - qPCR) and immunohistochemistry technique, respectively. In addition, the mRNA and protein ex-
pression levels of DcR1, DcR2 and OPG were compared between UC patients with different genotypes. Results
tant allele (A) and genotypes (GA + AA) of DcR2 (rs1133782) were significantly higher in UC patients than in the controls (15.18%
vs 6.45% , OR =2.595, 95% CI: 1.073 - 6.274, P =0.030; 28.57% vs 12.90% , OR =2.700, 95% CI: 1.053 - 6.926, P =

The frequencies of mu-

0.035). The expression levels of both DcR2 mRNA and protein were significantly decreased in colonic tissues of UC patients in contrast
with the controls (4.49 £2.29 vs 9.49 £4.06, t =8.134, P <0.01; 0.180 £0.052 vs 0.273 £0.069, t =8.322, P<0.01). Com-
pared with the patients carrying (GG) genotype of DcR2 (rs1133782) , the expression levels of both DcR2 (rs1133782) mRNA and pro-
tein were also significantly reduced in those carrying (GA + AA) genotypes (3.64 £1.63 vs 6.62 +2.35, 1=5.43, P<0.01; 0.129 +
0.028 vs 0.198 £0.047, 1t =7.147, P <0.01). However, no significant difference in the mRNA and protein expression levels of DcR1
and OPG were observed between the patients with UC and the controls as well as the patients with UC carrying different genotypes (all P >
0.05). Conclusion DcR2 (rs1133782) gene mutation may reduce the risk of UC by reducing the mRNA and protein expression levels
of DcR2. However, DcR1 (rs12549481) and OPG (rs3102735) gene polymorphism and their intestinal tissue expression levels are not
significantly correlated with the risk of UC.

Key words Decoy receptor; Osteoprotegerin ; Ulcerative colitis ; Genetic polymorphism ; Colonic tissue expression

97 P 45 1% % (ulcerative colitis, UC) J& — Fh f& 4
EHE P RAE, R R KA R MBI T )Z
Y0 2 A v 45 W JT 16, W] AT 1) 3T v B, £E R
B4 45 i BOoR v 191 gy, o kb 22 St i S P 43 A o TRAT
PR R, UC B9 28R AR RA W T, 3R R 2
AEREINT L UC BBV A R 2R LR ZE A R
B, T L TSR S BB T T BOR 25, UC B
AR 1 5 AL AE S A2, ANAU™ R I R R AR T B
265 G2 B FNAL 2377 e T E Y B 40

20 98 = (apoptosis ) & A ALK IE # & 7 4E
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factor related apoptosis — inducing ligand, TRAIL) fE
1 GET /7 o I W o e v | B O I S S R 11
TRAIL 525 X8 %15 & (theumatoid arthritis, RA) £
KA AL AE ( multiple sclerosis, MS) | & 4t %4 41 BT IR
J& (systemic lupus erythematosus,SLE) | H & 5 4 H
WRJE R (autoimmune thyroiditis, AIT ) 4§ ¥ 5% A
3‘@“” o TRAIL & % 3@ i3 5 %8 1= 52 /& ( death recep-
tor, DR)4 & DRS 54, B e i (5 5, %%
AN T, B} DR4 (DRSS 4b, TRAIL 52 1K 5 ik i £
55 Wn 32K ( decoy receptor, DcR) 1 .DcR2 K& 2
(osteoprotegerin, OPG) ., TRAIL 530132 K2k 4, i
i R AR 1 /K f# B — 8 (cysteinyl aspartate specif-
ic proteinase — 8, caspase —8) Fll Fas 1 3¢ FE 1= 25 #4 5}
(Fas — associated death domain, FADD) & #4% S {1
545 (0 DeR1 Bl = 5 B X KM P4, DeR2 X & A #
Wr i JE T 45 44 48, OPG skt = Iy RE M Y 46 T2 25 1 35,
X 3 A3z Ak 5 TRAIL 25 G J5 AN AU 77 A 40 Jf 0 1
&7 ,i& 5 DR4 & DRS 35+ PE45 4 TRAIL, 41 i 48 210
L T

AT AT RIS T TRATL &[5 3" HF #1%
yii ( G1525A , G1588A , C1595T ) 3 4~ SNPs A7 [fil %
sTRAIL 7KF- LA K FE T 52 1 DR4 (DRSS [ £ 354 5
H R DU UC G B G R 45 R A B UC &
F1 TRAIL( G1525A \G1588A . C1595T) {vi & 1Y 28 48 &K
AP e T B4, $2 780X 3 4> SNP [ 2 X UC A
AORPER, AT RE & m UC S J& M i 78 72 T g
fir 5, BE— B WF % & B DeR2 (rs1133782 £ 45)
BB Z & ME A B 2w UC /Y & & M, OPG
(153102735 ) H [H 5 A8 AL 2 39 Jin UC /Y 28 U
B BER M UC B ™ A 7 o fH il T TRAIL
A A RON 2 Z2 R R s, G H 2 5 TRAIL
5 A R 1 238 BT RE % R T A3, DRI AR F 9
— RIS I A1 4 DeR1 . DeR2 Fl OPG ) K35 K
V5 UCHXR, BTE B R UC 1Y 38t 15 5 5 % Bl
il PR R .

M&E5FHiE

L WFFE X4 I8 2018 48 3 J ~ 2019 4E 4 iR
MR s 26 R BE T A B AT T2 Wii2 /9 UC
M 56 ], Hor 53 1 26 4], 2 1 30 4], B P 2 AR
i% 38.42 £ 15.24 % [Al 01T i BE A O 2 B ) 5 —
B 5 7 A P R ISR 1 1 ) A 0 R DS TG A IR R 45 M S
PR 62 {51l (554 30 i, Lok 32 f9]) , J A 4R
37.56 £16.36 % . AKHE AR o 2 I AL 73 2 1 E

) S AE VE iR 2 I 5 30 7 R 3L I g R
e B A N BB R N BT RO AR
RO B A e A LR B R AL UC 2 W, Ir A A
WEFE R 1 24 R ) 4 AL UC, M40 45 1 45 3R B UC
PR ABAL o R S 4 W 46 (E1 + E2,31 i) H)™ iz
g R (E3,25 ) o HKH ot R ) Truelove & Witts
V7 f UC B ™ d FE B o 2 B (23 ) rp i
(28 ) M BE (5 ) " o FEAT UC il A i 28 4%
TR 5 HE B SR G M RS B i PE e ORI R T
TRIE e IR R G VELLBEARE | H B S vk R
W RSP o LA BTSRRIk B JC I % 5% & B i
VLU NFE , BT A AT 35 35 2 38 01 T 2 45, AS BiF 5
PATRM R K E MR 26 R B 2 e R
i

2.RT - qPCR #; I 5 7 41 21 DeR1,DcR2
OPG By IEIKF-: (1) pRARLE 56 ] UC i & 1 62
A ) A W A DETC 1) R PE 25 1 B IR A 3 R ST 46
BE T RSB B IR SRS W TR A (BEIL Sk 30em ) (14 4 i
HA, K/NZ) 2mm x 2mm x 2 3R, —F 40 B F - 80°C
A L, 75— BB oy T 4% 22 5 WY e 1 7 DR AT, A 0
S LA 4 ~Spm JEEEEZS Y] . (2) RT -
qPCR A3 1] TRIzol A1) ( [ Invitrogen 247 |
Fi2 BN G UL A5 L R TR A 1R T RIS T 4
& RNA, NanoDrop - 2000 43 3% 5 B i1 ( 32 [E Thermo
3 E]) KN RNA Sl B2 A 8 o (T R e skl & (3
[# Applied Biosystems /) ) & il cDNA, 5|9 i L iEHE
Fis A=) TREAT PR W5 B, AU N E < B - actin |75
1.5 — CACCCAGCACAATGAAGATCAAGAT -3', F iif
5/%):5" — CCAGTTTTTAAATCCTGAGTCAAGC - 3';
DcRI F¥E5I#:5" = GTGGTTCGTTTTGATTTGCCC -
3, M5 9.5 — CGTGTTGATTGTGACTCGTGGA -
3';DcR2 E W5 #):5 - AACATGGTCCTGCTTGT-
GACG - 3', T ii#51% .5 - ATCTGCGGTCTCACTG-
GTCTG - 3'; OPG L i 5| #:5 - CCTGGATTTG-
GAGTGGTGCAA -3', N ii#51#):5 - AATGCCTCCT-
CACACAGGGTA - 3'; ) cDNA  # H, /™ 4% % I8
RT - qPCR &5 & ( 32 [E Applied Biosystems 2\ #] ) 14,
W43 EAT 230 4R A, 25wl SOWAK F R 8 ¢DNA 2.5l
ETFWsI ¥4 1.0ul,2 x real time RT - PCR Mix
12, Syl FIE B 235 T K. ST B I £ 95°C B 25
10min, 95°C 15s, 60°C 1min, 3£ 40 N1§ ¥, K H
270 SETHAE mRNA R Kk i

3. R AU A I 45 i 41 21 rf DeR1 DeR2

- 109 -



e B

J Med Res,Jun 2020, Vol.49 No. 6

1 OPG 2 5 K« 32 350 40 16 B4 A DeR1
DcR2 ,OPG Hipfk (Fe[e Abcam 2] , HT %/ bl i I B
AT & (F} % Dako Denmark A/S 24 H])
AWV R & T 65 CHEAR h gt A 2h, S8 J5 — HI R i dst
R L BEK AL, U1 R PBS 123 J5, A PBS w3
U, A Sming YI T E T pH 6.0 Fy IR 22 i i Hh L
BB s v = W IS WL, (A RS 10min IRk 3
o HARVEHE M PBS Bt 3 W, &K Smin, YI R K
A 3% it SE AL S W, R T WA 10min, DL BH Wy A
Peid S AL Yy ME. PBS ¥k 3 WC, &K Smin, 5 H]
5% FMEHEH (BSA) (I E¥ RAA) %k
20min P AR SR S R BN AL R o BRI S0l
200 1% ¥ B 19 BLBT A DeR1,DeR2, OPG $if& (3 [H]
Abcam A w]) BERH,4CH K, PBS ¥k 3 K, &K
Smin, £FR PBS ¥, 45 5K ) Fr i 50 ~ 100wl ) 4T %/
L am B 9 2404k — 30 (F+3F Dako Denmark A/S
Al ) ,4CH#EE S0min, PBS Uk 3 W, £ Smin, KR
PBS, 435K P R fin 50 ~ 100yl 57 & g il — 2 Bk 3K R Jie
(DAB) ¥, B0 MW 2 anmE, 2Ea5EeE,
MK P IRARNE S G 1% EhIR Ol o3 A (1s) , 78
TR Mgk, 1% 20K (NH, - H,0) &, AR K k.
IV & LW (70% ~90% ~95% ~100% )
7% 10min, ik T4, WIS, o PR e, 850
BT WSS o Hoyse 4 Ak 4 2R A DA AR I 5T 540 i A v
PR RR B K B M . 7E 200 £5% 55 T 4K U0 BE ALk
S5 A5, A Image — Pro Plus 6.0 2 {f (£ H
Media Cybernetics 22w ) 43 4 5K [& 7 BH AL 3% (0,56
I EDL R (10D/ Area) {H, U 7R DeR1
DcR2 ,0PG #H HE B K.

4. GEitaf Iy ik R SPSS 22. 0 GE it A B A X £
3k AT g 3 o M. R A X7 KR B8 4% B DeRI
(rs12549481) .DcR2(rs1133782) F1 OPG (rs3102735)
LN RO A e AT Hardy — Weinberg V- i€ o 1k
SRS 35 4 % LU A8 4 R D X A 6 R 9 S R AR
Ko R AEZ& 1 Logistic [21 )9 73 # DeR1, DeR2
OPG B[R Z2 351k 43 A 22 5 S LX) UC H8 % i R o
FRAE 2R o >R Haploview 4. 2 B BE4T 1% 804 F
5 53t o DeR1 . DeR2 ,OPG mRNA F1#E 1 K3k K F
FHYIE + bR 25 (w = 5) Fon, UC 21 F0 6 B8 41 22 [a)
K HIB R 5 22 03 B Le e 45 i 2H 43 Hh DeR1 (DeR2 |
OPG mRNA I H £ B K2 57, i — DK 4 2
PRIADKE UC 8835 7 4, #5°4 1F o B AR ik A0 i) JR
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RIF) B E AN 55 — 4, P 41 22 18] 2R FH 5 2k 57 FF AR o

5 56 Fb 5 45 I 4140 DeR1 . DeR2 ,OPG mRNA #17&

HEBKTEES, U P<0.05 K% %H%I ¥
& ES

1. DcR1 .DcR2 OPG JEH Z %S UC 5 B 11
K Z . UC 21 Fn %t B4, DeR1 (rs12549481)  DeR2
(rs1133782) Fil OPG (rs3102735) 1t 3 P U 43 A5 Y 4%
4 Hardy — Weinberg V- fif & £t (UC 2H. P = 0.543,
0.763,0. 845 ; %} B4 . P =0. 666 ,0.587,0.582) , IF
FAF Logistic a1V 53 A K B, 5 X% BRAH LA, UC 4 v
DcR2 (rs1133782) 1 58 48 25 i K A (A) 7 3k A 7Y
(GA + AA) Sl & 1y I 2 16 25 (15.18% vs 6.45% ,
OR = 2.595, 95% CI; 1.073 ~ 6.274, P = 0.030;
28.57% vs 12.90% , OR =2.700,95% CI:1.053 ~
6.926,P =0.035,3 1), T H A # A4~ SNP fi) 53 A5 45
o B RURD 56 R AR 7E UC AR i BR 4 22 1] b 4, 22
TG FE (P ¥ >0.05)

2. UC 41 Fn % BRZL A 25 i 2 21 b DeR1, DeR2 |
OPG mRNA ik K F 8. UC 8 & 45 g 41 21
DcR2 mRNA ZRIK7K P 5 251K T4 B4 (4. 49 £2.29
vs 9.49 £4.06,1=8.134,P <0.01), 56 i UC %
mh MY DeR2 (1s1133782) (GG) JE A % 40 4], (GA)
FEE RS ), (AA) FER A 1 B, 5 #5HF DeR2
(rs1133782) KL A (GG) ) UC ¥ L #&, #54FF
DcR2 (rs1133782) (GA + AA) 3[R B i m % 45 g 41
41 DeR2 mRNA 2235 7K F i B A5 (3. 64 1. 63 vs
6.62 +2.35,:=5.43,P <0.01), T UC 4i+,DcR1
(rs12549481) il OPG (rs3102735) 7 [ 35 [P 700 4t 745 2%
Z [f] DcR1 ,OPG mRNA ik /K i, 2 ¥ L5
FEN(PY>0.05),

3.UC 2 Fnx) BEZH 1 25 I 41 21 b DeR1, DeR2 |
OPG & 1 £ K KT L85 - UC 254l 4Uh DeR2 2R
FER K B K T % B4 (0. 180 £0. 052 vs 0.273 +
0.069,:=8.322,P <0.01,[ 1), UC &, 5
DcR2 (rs1133782) (GG) Xt PA B iy i 5 Lo &%, #5 4
DcR2 (rs1133782) (GA + AA) JL [H BY (1Y i 4 25 i 4H 41
H1 DeR2 1 3R 35 7K P 5 35 B 41K (0. 129 +£0.028 vs
0.198 +0.047,1=7.147,P <0.01, & 2), Tfii UC 41
H1,DeR1 1 OPG [ AS [m] 25 PR U485 47 5 22 1) 2 (1 3R ik
KF LA, 2 F TG L (P ¥ >0.05)



-n —
BEEBF5i/ih 2020 4E 6 4 4549 % 46 4] * 1e 5
£1 HEMEEBHR(UC)AFMITEA DcR1,.DcR2.OPGC EEEHEMESHER(n(% ) ]
A X R (n =62) UC #(n=56) P OR(95% CI1)
DeR1 (1s12549481)
TT 37(59.68) 33(58.93)
TC 21(33.87) 21(37.50)
e 4(6.45) 2(3.57) 0.934 1.032(0.494 ~2.152)
TC + CC 25(40.32) 23(41.07)
%@%T 95(76.61) 87(77.68) 0.846 0.941(0.512 ~1.731)
FENFEN C 29(23.39) 25(22.32)
DcR2 (1s1133782)
GG 54(87.10) 40(71.43)
GA 8(12.90) 15(26.79)
AA 0(0) 1(1.78) 0.035 2.700(1.053 ~6.926)
GA + AA 8(12.90) 14(28.57)
AP G 116(93.35) 95(84.82) 0.030 2.595(1.073 ~6.274)
R A 8(6.45) 17(15.18)
OPG (1s3102735)
cc 3(4.84) 2(3.57)
cT 18(29.03) 16(28.57)
o7 41(66.13) 38(67.86) 0.842 0.925(0.429 ~1.995)
CC+CT 21(33.87) 18(32.14)
%Q% ¢ 24(19.35) 20(17.86) 0.768 1.104(0.572 ~2.131)
EIVE 5 100(80.65) 92(82.14)

MAEREALS DR2EHHNEBLE R (HE, x400)
A, XFBE4H ;B. UC B

E2 UCEEZBALTS DR2EAQY
Szt R (HE, x400)
A FEHAY GG B. JEH Y GA + AA

o ®
A DeR1 DeR2 4 [F 4455 {1 F 8 5 e 4 Jei
21X 1 ~2 4, DeR1 (1s12549481) fir FJii 8 F b i 5
376 ABRIENL L, 2 1% O B AR T SE A7 R N (T) 28
ﬂy(C)EmﬁEE%%7qu | DCRl%E[%éijjﬂ(
TN DeR2 (rs1133782) 43 45 7 4h T, 4L SNP

1S4
n

45 0 3L (G ) 278 SR (A) BiE, AT LA 1F 3 19 52 S R
GEAL N 44 R, T S 3L DeR2 2K 14 525 [ #9 42 12k
HIfe kSR . OPC B T Yk 8 S
PR 2 1X 4 #f, OPG (1s3102735) fii T i 8 T EF
55 759 AL 5, S LR (C) 278 Jy (T) B ]
RERL N OPG Y 2 [ R kK- . BLE 1, TRAIL
T (5SS EEZ TRAIL F 52 80

S FHHTWIRFT & B, DeR2 (1s1133782) 3 £ 75

PNEN=A

PERTRESZ ) UC 19 5 4k, OPG (13102735 ) [N %%
AL UC /9 o KUK, 38 m] BERZ R UC fY

i E R . AT AESE DeR2 (rs1133782) 58 4%
AIREIG N UC (8 & 9 RIS , 1B IR O R A 2 T B, i R
AT — 25y )2 3 Bt 542K, DeR1,DeR2 fil OPG
FEH Z 80 BB K5 Z R g & A 5 stk
P 11 A & PE BF 9 4% 52 BF 92 & 19 6 T Riccioni
U R A MEBE Y I e DeR1 L DeR2 1 3 3 7K
SR I S R A G . A ST A, DeR1
(rs12549481 ) S 5 2 245 M 55 o [ R 5L 91 4E /N 40
T 8 14 2 95 G S 3 M TS o 5 A ST S, DeR1
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