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Role of p38 Mitogen-activated Protein Kinase Pathway in Pathogenesis of Ulcerative Colitis HE Fu-gian', ZOU Yu-
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Geriatrics, West China Hospital , Sichuan University, Chengdu 610041, China; 2. Department of
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[Abstract] Objecitve To elucidate the role of p38 mitogen-activated protein kinase (p38MAPK) in the
pathogenesis of ulcerative colitis (UC) and DSS-induced colitis in mice. Methods (@ 27 Balb/c mice were divided
randomly into three groups: DSS-induced colitis group, normal control group and SB203580 treatment group. In
DSS-induced colitis group, mice were feed with 5% DSS solution. In SB203580 treatment group, mice were feed
with 5% DSS solution for 72 hours, then treated with intraperitoneal injection of SB203580 (1 mg/kg) once daily
Disease activity index (DAI) was record to evaluate the severity of colitis. The mice were executed after 7 days. The
levels of TNF-« and IL-18 were measured by ELISA. @ A total of 54 cases were included in the study. 36 cases
were patients with active ulcerative colitis, 18 cases were normal mucosa from 18 colon cancer cases served as
control. Effects of SB203580 (a selective p38 MAPK inhibitor) on expression of TNF-a and IL-18 in intestinal
mucosal biopsy specimens from patients with ulcerative colitis were determined on condition of tissue culture.
Results (D The DAI scores, the levels of TNF-q and IL-18 in SB203580 group were lower significantly compared
with DSS group (P<C0.05), and were increased significantly compared with normal control group (P<C0.05). @
The levels of TNF-q and IL-1B in intestinal mucosal biopsy specimens in SB203580 treatment group were lower
significantly than those in UC group (P<C0. 05). Conclusion SB203580 can inhibit p38MAPK signal transduction
pathway, then reduce the expression of pro-inflammatory cytokine TNF-o and IL-1p.
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Fig 1 Hematoxylin and eosin staining for the colon tissues from normal mice. HE X 20

tissues from mice with DSS colitis. HE X 20

K AE DSS g5l R AW EiE W . TNF-o #1113
& i Y OE H O A TR (P 3 << 0. 01);
SB203580 15 . — & ¥ T B (P ¥1<C0. 01).
WK1,

®1 HAZY DALTHMERH AL LFR TNF-a IL-1p kT
Table 1 DAI score and TNF-a, IL-1f level in colon tissue supernatant

for all groups

TNF-q 1L-13
Group n DAT score (pg/mL) (pg/mL)
A 9 0.22%+0.17 41.66413.87 36.88+11.92

B 9 2.58£0.57* 132.31428.51* 199.44£33.47~
C 9 1.62+0.464  77.18420.104 99.58+£24. 724
F 68. 26 39.99 96. 88
P <<0.01 <0.01 <C0.01

A: Control group; B: Ulcerative colits group; C:. SB203580
treatment group. * P<C0.01, vs. A group and C group; /A P<C
0.01, vs. A group

2.4 SB203580 3t UC EEBRRALE R R PR
#1440 Bl E F B9 2 T

ELISA Kl & 38, UC F8 2 I 2 I 21 2035 5%

o TNF-o F1 TL-18 B 7K - G 1E % B 20 (P 3 <<

0.01), £ 1t SB203580 Ak J5 . TNF-o I 1L-18 1

JKF-BH T R RS L OE R 6 B = (P #1<C0. 01)

DSS R RBMNREMIRARETRIA. HE X 20 B 3

Fig 2 Hematoxylin and eosin staining for the colon

Fig 3 Hematoxylin and eosin staining for the colon tissues from mice treated with. HE X 20

W# 2,

2 SB203580 Xt UC BEMFRARABFRPRREAREFH
#
Table 2 The effect of SB203580 on proinflammatory cytokine in

intestinal mucosal tissue culture medium from UC patients

Group n TNF-« (ng/L) IL-18 (ng/L)
Control 18 19.33+3.36 39,9449, 87
ucC 18 541.98+76.36* 462.83+72.73"*
SB203580 treatment 18 72,664 14,404 137.16+26.904
F 738. 35 433.49
P <0.01 <0.01

% P<C0.01, vs. control group and SB203580 treatment group;
/\ P<C0.01, vs. control group

3 it
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155 5 -, 22 B 4fl B #8 T LL 43 i TNF-o, 403
YN L A S . TNF-o — 77 1 830G 2 FhAE 4L
A5 Can s — AL RO 7R A AR U RAETE B ) — i
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