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Abstract

AIM: To investigate the effect of rabamipide on
non-steroid anti-inflammatory drug (NSAID)
induced enteropathy in rats and the possible
mechanism.

METHODS: Thirty male Sprague-Dawley rats
were randomized into three groups: a control
group, a diclofenac induced injury group, and a
rabamipide pretreatment group. Intestinal injury
was induced in rats of the diclofenac induced
injury group and rabamipide pretreatment
group by intragastric administration of diclofenac
(7.5 mg/kg) once per day for continuous 4 d. The
rabamipide pretreatment group was pretreated
with rabamipide 100 mg/ (kge®d) orally once
daily 1 h before the administration of diclofenac.
The control group received 0.9% NaCl by
gavage during the same period. All the rats
were sacrificed on the 4™ day. Small intestinal
injuries were assessed for histopathological
damage and macroscopic injury and recorded
as corresponding scores. Immunohistochemistry
and Western blot were used to detect the
distribution and expression of intestinal epithelial
tight junction protein occludin. The expression
of ERK, p38, phosphorylated ERK (p-ERK) and
phosphorylated p38 (p-p38) was determined by
Western blot.

RESULTS: Compared with the control group,

histopathological and macroscopic scores of
intestinal damage were significantly increased
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in the diclofenac induced injury group (P < 0.05).
Intestinal damage scores in the rabamipide
pretreatment group were significantly decreased
compared with those in the diclofenac induced
injury group (P < 0.05). Compared with the
control group, expression of occludin in the
diclofenac induced injury group was decreased
significantly (P < 0.05), while that in the
rabamipide pretreatment group increased
significantly compared with the diclofenac
induced injury group (P < 0.05). Significant
activation of ERK and p38 was seen in the
diclofenac induced injury group compared with
the control group (P < 0.05), and pretreatment
with rabamipide significantly inhibited the
activation of ERK and p38 compared with the
diclofenac induced injury group (P < 0.05).

CONCLUSION: Rabamipide has a protective
effect on NSAID induced enteropathy in rats,
probably by increasing the expression of
occludin protein and inhibiting the activation
of ERK as well as p38 signaling pathways.

© 2015 Baishideng Publishing Group Inc. All rights
reserved.
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(P<0.05); OccludinZ & 724 45 40 & A K-
Bxd B4 B E1K(P<0.05), o 2 3% R4
4k 28 28 ¥ 64 F R KT B AR 4838 35 (P<0.05);
5 st R aAR Y, Hidh 4L P p-ERK& & Fop-p38
FOE KB 5 (P<0.05), 3% TR AL 2T
84 F A AR T 2R 4L EAK(P<0.05).

iR 7 IR AT K ANSAIDsAR X s
B A — BRI AR R, HAUH] T Akl L Ay
) 22 5L R E K G B (mitogen-activated
protein kinases, MAPKs)1z 5 il % " ERKf=
p38%& G ey BB AL, AR L b % ik
#Occludin® & £k, M B& i S5
2 Ak

© 2015FRINSBEEEREDSRATAE.

R B EIRSE; RS RET R M
#4%; Occludin; MAPKs/E 518 #%

B IRIR: B R 3 Bk A5 2 4E 6§ 4R KA K
%4 (non-steroid anti-inflammatory drugs, NSAIDs)
A8 KN IR A — AR AP AR R, 12 AL
B R . AR R B IR XRS5
AW I A 4RIV £ D R o R st )
0 M 5 R T BB L BLUR B ALK & BB
3%(ERK/MAPK)A=p38/MAPKAZ 5 i 54 44 B 87
t. LR % % % 5% 8 Occludinid 52 345

JRR BIKE R5S, 2R, TN, BT, F30, 5K
RE. MBI A S I ESIRISTREIERIE ) RID YR
PIERRNIA]. BRENEIZGE 2015; 23(24): 3838-3845
URL: http://www.wjgnet.com/1009-3079/23/3838.asp
DOI: http://dx.doi.org/10.11569/wcjd.v23.i24.3838

0315

H 1898 4F R w] TLAK B & M LAK, 842k
1% Zj(non-steroid anti-inflammatory drugs,
NSAIDs) LU R AP B0, JiR. BT
B Ul /MREED RN — B2 H TimR.
GG A AR 21473000 75 ATEfE FINSAIDs,
FRIZ L2010 8. RENSAIDSH &
B P SRR R BT R, AH A R OB

3839

W47 4 %

i 4 %k, NSAIDs
A E M F A
B AT RG] AR
RsRE R 3 &
T s R E T 8 2
Rl %&. B #TiX
Fr o B A 84 AL
L N R
JE P b BLAX AP )
R =
ANSAIDs %5 4
EE N T8
w87 . T
K B 5 NSAIDs
LEX NN EiR
OF R &L ECW
JBBE.

2015-08-28 | Volume 23 | Issue 24 |



NRR F. MERSNAS ARSI RIND DR BV R E R

W £RE
Niwa#=Fujimori
o9 W6 KA 503 A
I 3 &k Ao
NSAIDs#8 % &
B AR AR —
E 0y s R
Wallace 5 49 #F %
RTRT FIH
# (proton pump
inhibitors, PPI)%}
NSAIDs 3| #2 #
LIEACE B A
BAF e r b BOR,
12 3 NSAIDs A8
PN Ei TR d
RAAR, W H
T 3| A2 M i B
% A T E
Bits.

J3aishideng®

WCJD | www.wjgnet.com

BENS ATD st LABEFT (115 R0, I3 2 Bl X
SENGERRENEBE RN RRE, GRS
RIKHIRFINS AIDs ) e /Mg a5 i
ARHAMETY, GrahamZEPHRIE T K iR
NSAIDsH AR Nz 45 1K K A2 2 72 70%.
—UENSATD sH /N i 1 i n 2 FL
Pi LS A AR B 1, AT 5] I R
J5 BB (H H ATNS AID sHH SN 4 AL
AN B, i PR TR R B A AT IENS ATD s
SN/ NGFGEIZ5). FujimoriZ!"" 5Niwa
SR I R IIE 72 R R B0 Bty EL DR 4R %o LS 25 IR
SR H/NGHGH — & R E, (AL
A B, AR SEE6 @ I 45 AN'S ATD sAH 5 1% 7 43
P B 3G ELYRRFEAT 10, B ZERT 8 2
URFERTNS ATD sAH IR/ AR 4 HOK BSR4 1%
B A OccludinRIA AN, AR H AT RER)
B, AR AT B0A 7N S ATD sA e /N 5
it — s I ER A

1 #RIASE

1.1 HH EER2AR S EESDKK30
H, R BE N180-200 g Fg 51 R K 2 I &
S BE B P S 5 R O BRI, YR RTHIE S
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