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Abstract

AIM: To investigate the expression of
MAdCAM-1 and nuclear factor kappa B (NF-kB)
as well as the intervention of nitric oxide (NO)
donor DETA NONOate and GTN in oxazolone-
induced colitis.

METHODS: Thirty two C57BL/6 mice were ran-
domly divided into 4 groups: group A, B, C and
D. The oxazolone experimental colitis model was
established in group B, C and D. Mice of group
C were treated with GTN and group D with
DETA NONOate. The disease activity index
(DAI), macroscopic score and histological score
in each group were evaluated. The expression
of MAdCAM-1 and NF-«B were determined
by immunohistochemical staining. The plasma
nitric oxide (NO) levels and the MPO activity in
colonic tissues were also analyzed.

RESULTS: The DAI in group B and C increased
since oxazolone was administered rectally, but
it did not changed obviously in group D. The
macroscopic score, the histological score, the
expression of NF-kB, the expression of MAd-
CAM-1 and the MPO activity in group B (3.13
0.84, 20.31 £ 2.63, 30.29 + 8.68, 17.60 + 6.53, 3.83 +
0.60), which were significantly higher than those
in group A, respectively (0.38 £ 0.52, 0.88 + 0.83,
7.38 £2.29,4.08 £ 1.30, 1.75 £ 0.25, P < 0.01) and
group D (1.38 £0.52, 11.13 +1.48, 12.60 + 3.54, 8.42
+2.16,2.76 £ 048, P < 0.01), but similar to those
of group C. The level of plasma NO in group B
was significantly higher than that of group A
(54.51 + 22.28 vs 32.17 + 14.88, P < 0.05), but sig-
nificantly lower than that of group D and C (54.51
+22.28 v5 88.53 +24.77,80.12 £ 19.79, all P < 0.05).
There were significant positive correlations be-
tween the expression of MAACAM-1 and the
histological score, the MPO activity and IOD of
NF-xB (r = 0.786, r = 0.833, r = 0.833, P < 0.05).

CONCLUSION: The expression of MAdCAM-1
increases significantly in lumina propria of
colonic tissues in oxazolone-induced colitis of
mice. According to these results, DETA NONO-
ate may serve as a valuable biological agent for
UC treatment.
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LA 2% %% 5. NF-xB# &k, MAdCAM-1
# %k, MPOE(3.13+0.84, 20.31£2.63,
30.29+8.68, 17.60+6.53, 3.83+0.60)35 23|
2 TA28(0.384+0.52, 0.88+0.83, 7.38+2.29,
4.08+1.30, 1.75+0.25, P<0.01)#=D%i(1.38
+0.52, 11.13+1.48, 12.60+3.54, 8.42+2.16,
2.76+0.48, P<0.01), mC N 5B4L48i%. B
20 R ANOKRE & TAH(54.51+£22.28
vs 32.17+14.88, P<0.05), Wik FDAF=CLL
(54.511+22.28 vs 88.53+24.77, 80.12+19.79,
#P<0.05). BAAMAdCAM-1469 kA 5 n 45
##45. MPO& . NF-kB P65 1444 2 E48 %
(r=0.786,r=0.833, r = 0.833, P<0.05).
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PUAMECA-367)(BD Pharmingen/A i), #%[A
F-kB(nuclear factor-kB, NF-kB)P65mAb(Sant
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Heller et al'" 138 () 5 10 ST e AR 8L, 0, 1 d
IS FH 3% (w/v ) 35 s I P8 K 5 VRE I 150 L/ R
f#. GTN J2DETA NONOate T-FiZH T/)> BU#E iy
24 hiF4fi, FR M LLGTN 2 mg/(kg-d)FIDETA
NONOate 1 mg/(kg-d) ip, JE4XR AL,
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S AL/ AR TR, RAEVERAR AL, KA/ B3
BRI, FEIG3 d/ BRI, 7 B 850
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U1 emZe A7 4 2 R By AR 5, A s B B4R A
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N O #r #) 3 fio £ [EBNRA 0.38+£0.52° 0.88+0.83" 1.75+0.25° 32.17+14.88°

P 5~ F &3k oy BF TNERIZS RS H 3.13+0.84 20.31+2.63 3.83+0.60 54.51+22.28

7%, mEAAH R GTNTF¥ZH 2.88+0.84 18.81+2.48 3.55+0.59 80.12 +19.79°

H B A NO 47 ) bd be be a
DETA NONOate 122 1.38+0.52 11.13+1.48 2.76+0.48 88.53 +24.77

MAdCAM-1%
KegRiE, BT
MAdCAM-14% %
R T miE,
VAMAJCAM-1%#
Yo kr 0y £ B ST
T AR Y A
FL 0 o F h ¥e v
W M i 9T BT
k849 1 i S 81 4E
.

°P<0.05, °P<0.01 vs LMERSHZIAE; ©P<0.05, °P<0.01 vs GTNLETIRA.

m LA R PR AR EARUEE, 0.1 mLAUZ/KE S
A, WAZ U EE, 7550 nmik KAb L,
53 LI 2 AR HE R O, THENO &L
1.2.5 %% 4L MNF-kBF#MAdCAM-1: 45
HLH D)8 B . KA, SR PUR
2, 1B WCH0.01 mmol/LET IS R £h 28 i 130
mL/L H,0,7H bk WU VE S A BEE P 1R
iy E AT NF-xB—Hi4 /0 iIgG mAb(FiRE 5
1 1 500), 4CUKF L, MAACAM-1—Hi K K il
IR W IgGodt AR AL © 50), 37°C i
2.5 h; NS BN AEY) F A P B InER
BEbRICHERE U0 (125, DABR(A, TR R Y,
FEWRE K. —F2RIE N, TR R . AR
SERG I BT A IR, LL0.01T mol/L PBSARHE—
PUE A= A X, Y H ImagePro-PlusE ) 14 4
TGt S s A4 U P RFUE% S (integrated
optical density, 14 ){H.

St AR N KAFSPSS13.03H7 48114
M, i %R Hmean+ SDE K. i1 =GR Z
2H 1) FHONE-WAY ANOVA, P41 [] K FH AR 56,
21 IR A S H Spearman kA 20 K. SUINAR 56,
PAP<0.0547 45 it 27 X

2 BR

2.1 KRR ZADALF S TAL 1EH X AL/ AL
JoT R I vy, R PRIR IE T e I &5 i 9%
HFNG TN /N S o A o e W R 1%, R0
o Hi A AN 8 T R0 A, 53 L 2 6 A0 G af ST 42,
DAIV/3iZ i T, DETA NONOate T- 741/ il
TR, DALV 23 HE T R 45 1 98 411K

2.2 KARFe LA L2 I B AE 5 15 AR AL/
SERA BN TC TS MK . BERE R 355 T 1, 1T %
Wge i 25 )17 9 A ANG TNVRTT 41/ S5 T Rl s T AL
B TR BERE, RN 2 DA, A
WAL I3 W), TR AR B AT, RARVE Iy e T IR
X FE 20 (P<0.01), DETA NONOate |- T4/ il o]
D g 7K b, ARBE S Aeint 2 W, TG 73 s ),

RARVE 53 3500 Wk ] 25 i 9 28 S G TN-T- TR 3941
(P<0.01). HZ% b, IEH R B/ R 45 1 R
e R, IRAREA IR . HESEESE, R R
JET ST 98 i 41 MR, A LB R d . Gk
i 445 Ji7p 9¢ 4 ] G TN P4 /N B &5 W & e b R 4%
i R BERE iz e s, IR TE . HEF
AL, R AR T J2 WL A AT Ik B4 e
A% 41 32 . DETA NONOate T T4/ L RS
DG RIS bR 45107, 8 L BERE, R W35tz T i,
BRARHES LA IE 5, R AR N 2 A4l it
T ERD).

2.3 MPOE M M 25 i 2 470N B 45 I AL 23 1)
MP O P48 1E 5 56 FE 2 /)y BRI S5 189 5 (P<0.01),
MDETA NONOate -4/ i 45 M 41 2R FIMPO
T T A R i 5 i 6 41 (P<0.01) LG TN T4
/NEE(P<0.05, K 1).

2.4 S ANORAE WM 25 i 4 41/ BRUMIEN O
TR A I IR AL/ B =1 (P<0.05), GTNT-1il
41 MIDETA NONOate |- T4l /) i LIS NO & 1=
T e 25 117 98 20 (P<0.05, K 1).

2.5 R LM B IENF-kB P65F#MAdCAM-1#)
Fak EHEN AN R R LA, B
R A R A AN A B S BN R IANF-
kB P65, % Mefi 25 17 %6 41/ i 45 W &F IBENF-x B
PosSH A, H b RIA RIS A, FHPEAN
0 A O R R R 0 A R R, DA AR Rk
J . HGTNTHiE, /MR &5 mEENF-xB P65
FIE T A%, 1M I DETA NONOate -1 Ji5 45
JAFEIENF-xB P657 1k ] W A, 1A {855 % Wil
451 2 A LU G vk 28 X (P<0.01). 1EH % e
AL/ R 25 IR AP R 45 (PP), Z I AT J2 il 4%
H o F IR RIEMAICAM-1, Bl R 40 A
KIEMAICAM-1, MM 25 g 5 A FI G TN-Til
Y1/ FR 5 PP, L] A 25 v I 5 Py B 3 W
HFRIEMAJICAM-1, TA{E W & T EH 5 IR 2
(P<0.01), MIDETA NONOate T ¥4 /) il 45 7 PP,
B AT 2 P LA MAdCAM-1355 W] BRI,
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1 BLRERAFEIENF-«B P65(A-DIFIMAJCAM-T(A'-D')AIZRIA( x 400). A: IEHIHAL; B: BREFHIEAIZE; C: GTNTHIZ;

D: DETA NONOate T-ifiZH.

x® 2 BLHNFENF-kB P65FHIMAICAM-T UEHILLER

(mean = SD, 77 = 8)

448 WE

NF-«B P65 MAJCAM-1
EENRA 7.38+2.20° 4.08+1.30°
e[S i A 73 | 30.29 +8.68 17.60 +6.53
GTNTFieH 26.81 + 8.56 14.37 +5.85

DETA NONOate T¥14H  12.60 + 3.54" 8.42 +2.16™

°P<0.05, °P<0.01 vs GTNETFFRLE; “P<0.01 vs EINERLSEAUSA.

LA 5 7% M 25 i 96 41 % G TNZAH LL T e vtk
255 (P<0.05). 1M H., MAACAM-1 1A{H 54141
30 = 0.786, P<0.05). MPOIH T = 0.833,
P<0.05)FINF-xB P65 RB % EAH(r = 0.833,
P<0.05)¥) 2 IEAI (K1, %2).
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