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Abstract

AIM: To investigate the influence of p38 mitogen-
activated protein kinase inhibitor SB203580 on pe-
ripheral blood lymphocyte (PBL) apoptosis in rats
with colitis and the possible mechanisms involved.

METHODS: Forty-five healthy female Sprague-
Dawley (SD) rats were randomly divided into
three groups: a normal group, a model group
and a SB203580 group. Colitis was induced with
2,4,6-trinitrobenzene sulfonic acid (TNBS) in
rats of the latter two groups. The normal group
and the model group were treated intrarectally
with saline, while the SB203580 group was given
SB203580 [1 mg/(kged)]. The rats were sacri-
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ficed after 2 wk to assess disease activity index
(DAI) and macroscopic and histological changes
of the colon. PBL apoptosis and Bcl-2 expression
were examined by flow cytometry. p-ATF2 pro-
tein expression in colon tissue was determined
by immunohistochemistry.

RESULTS: In the model group, the percent-
ages of cells expressing p-ATF2 and Bcl-2 were
higher than those in the normal group and
SB203580 group (43.40% + 2.67% vs 7.45% *
1.26%, 20.70% +2.79%; 38.60% + 3.53% vs 13.70%
+2.45%, 20.30% * 2.87%, P < 0.01 for all), but
the percentage of apoptotic PBLs in the model
group was lower than those in the normal group
and SB203580 group (27.70% * 3.02% vs 58.70%
+3.09%, 46.60% + 4.14%, P < 0.01 for both). DAI
and macroscopic and histological scores in the
model group were significantly higher than
those in the normal group and SB203580 group
(242 £0.30 vs 0.28 £ 0.29, 1.24 £ 0.17; 5.42 + 0.30
vs 0.30 £ 0.48, 3.30 £ 0.22; 3.29 £ 0.26 vs 0.05 + 0.20,
1.10 £ 0.74, P < 0.01 for all).

CONCLUSION: P38MAPK inhibitor SB203580
reduces colonic inflammatory injury in rats with
colitis by down-regulating expression of p-ATF2
and Bcl-2 and inducing PBL apoptosis. SB203580
can be considered as a novel therapeutic alterna-
tive for the treatment of UC.

© 2014 Baishideng Publishing Group Co., Limited. All
rights reserved.
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activated protein kinase, MAPK)%¥ 57 47 4]
FSB2035804F X A, = It 45 5 X (ulcerative
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lymphocyte, PBL)/A T & 48 % A4 & & 69 %
v, FATP38MAPKE % /£ UC ¥ 9 7T AL AF A &
AU

Frik: 45 AL ERSD R ALY 4 EF AR
2. ZERH KARAIZE, SB20358048. AEAIZAR
SB20358048 vA = 74 K K &5 82 (2,4,6-trinitro-
benzene sulfonic acid, TNBS)#|& X R it %%
VEdE R R AR, EF AT BAL TET0.9%4
28 3R M, SB20358041 T i 4L T ARG 4 T
1 mg/(kg-d) SB203580/8 A= iE4F. i &, 2w fee A
F AR MPBLA T F ZBcl-2 88 &, )84
LA Ty kM E AL K B F-2(phosphor-
activating transcription factor 2, p-ATF2) % X ;
B BY ML K Rk R & B 45 4k (disease activity
index, DAT). #ifl XKW A RARFE0H
My 5 Hrp-ATF2/K-F 5PBLA = & & Bcl-2ik
S E T

ZER: 5 Egatart, A K R AL EER
Ap-ATF2 % PBL Y Bcl-2Fa it &k ik & %38 3
(43.40%+2.67% vs 7.45%+1.26%, 38.60%
+3.53% vs 13.70%+2.45%, P<0.01), PBL4
= F 80 B EAK(27.70%£3.02% vs 58.70%+
3.09%, P<0.01); SB2035804Hp-ATF2. Bcl-218
Mok K BB R F %(20.70%+2.79%,
20.30%+2.87%, P<0.01), PBL = R & AEA
208 % E 7+ (46.60%+4.14%, P<0.01). K&
DALZ I8 KR 5. AR F3F 54 A 200
B3 TEF4242+0.30 vs 0.2840.29, 5.42
+0.30 vs 0.30+0.48, 3.29+0.26 vs 0.05+
0.20, P<0.01), SB2035804H4x £ 20 B 2 F [
(1.2440.17,3.30+£0.22, 1.10£0.74, P<0.01).

#512: P38MAPK ¥4 SB203580:# i T i
p-ATF2 7% M % Bel-2 &34, 42k PBLAY A T 32
UCK Rl KA 4, *FUCE AR AEA.
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°P<0.01 vs IEEWIRLA; °P<0.01 vs {EHUA. DAl FEHRBENIEEL

pax:l p—ATF2(%) PBLIAT-2R(%) Bcl-27RIAZR (%)
EENIRA 7.45+1.26 58.70 + 3.09 13.70 £ 2.45
BHUE 43.40+2.67° 27.70 £3.02° 38.60 +3.53"
SB2035807H 20.70 +2.79™ 46.60 + 4.14" 20.30 +2.87™
FE 600.077 204.302 186.744

°P<0.01 vs IEFNIRLA; “P<0.01 vs A, p-ATF2: BIIERES-2; PBL: INSILHELDIE.

W1, SB2035804H T- 1A 5 M J 45 171 mg/(kg-d)
SB203580/E v EST. 2 wkib BT sh 4k~ EL
M.
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IR E B, W EPRIBTIF, vKAE I R K D,
SR SCHR[ 1210 AT i KARTE VR, S5 a1 2R
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o DU 7 & 15 A5 AT
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Bt Ab R K HISPSS13. 08 A BE 5256 %
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KT, P<0.05 0 ZE S5 AT Ge vt 2475 X
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ST T bR A IR AE . ik, REE KR
R E A 2 RORE AN MR, AT L A R s
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1 EIRFOIRHERE(x 400). A: (T IRA, LRZAMIEsEEs; B: B, WAL SOEMIEEIE; C: SB2035804, IR IRMEIIE

5, SRR b, (B R AR AR AR .

2 p-ATR2RRGRBLMSRE. A: IEFIRAL, W/ DUFIMAIEERE, RSO, B: AR, IR R e,
Mg E @ A, H MRS 4, C: SB2035804H, FHM:ZmaBH /L.

15 DL BH SRR, RIS AR A K, BERE AT I kg
Bk, G, il KARVESr 2]
VE R @P<0.01, K1, E1).

22 K AWML p-ATF2 . & p-ATF2BHYER A4
Ji AL €604 ., e, IR DR
0, BHPEGH i 2 4 P AR R A 2 4. SB203580
Y1 p- AT F2 P M 3% ik 2 4 48 714 24 ] 12 AR
(P<0.01, %2, KE2).

2.3 KASNEA LPBLA = F A Bcl-24 8 fAY
H KR PBLYA T3 0] BAK T 1E % 41(P<0.01);
SB20358041P B L 1% W] & 5y T B A 41
(P<0.01), {EAME T 1EH 41(P<0.01). 5 1EH 414H
b, REALZ K BB el-2R 1A K W i FH(P<0.01),
SB2035804H 11l i, Bel-238 1A I i R B, (L%
AR T IE# 41(P<0.01).
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