227244 Acta Pharmaceutica Sinica 2011, 46 (4): 395-399 + 395 -

P38 55 SB203580 X /)N 5 42 5t B S 30 [y F0 /N A 35 4 O AR R AR

Haml ok B xFEL EHAX, 2R, Rax!, TEAE?
AkmE? B B B INELH B ZER"

(1. PEEZERZR . b st PR EE 22 5RO BE 22T T, R o FAEBE S B R S =, R 300192;
2. M KFAEM TR, Mg M 450051; 3. FEEFRSBE . LR AIEFBZH 50T, 62 100050)

FEE: AU LTSS p38 I SB203580 X /s Bl 5 BOAE AL N AN /N i A3 (R AR VE o 70/ R S 3ot
RN SzI R, BERL A IR . MRS RIS 45 2540 . SHRALS TR SS, HALB AR 7.2Gy AT, R4 Z
ARG 0.5 h It 45 2, LURRRREZ (3L 5 1K), ME/NR 30 RAAER /Mg (9256 h 43 40 F 1]
FVRAR . 24 h FASE/N BOFHUNB AR T HE e e, 25 R EoR, BAHAZ54/ R 30 RAEGFER
LU U 2 3R 5 40% . 5 R AR LE, JRUR 2 252000 /NI R B3 40 i p-p38. pS3 ik FFE, T 4 isE P, Ki67
FKiETHE, ZRWEGIERE X (P<0.01). 455KV, SB203580 Fr kM 4 5 18 5/ B/ iz Bass 40 i p38
6 K& p53 ik Tk, DGR MR T, WA RS, 30 RAMEVAEMFRIES . $28 SB203580 X/ 4w it
BTN AR — € PR R, p38 T8 B 7T SR S BOOE A5 RN A S5 /N b R A 5 4 ok — e RE A .

XK HE1R: SB203580; fEITHMT; AR, MMM T p38 K

&5 £ S: RI6S EKFRIRAD: A XEHS: 0513-4870 (2011) 04-0395-05

The protective effects of SB203580 against mortality and radiation
induced intestinal injury of mice

CHANG Jian-hui', ZHANG Heng', GUAN Fang-xia>, WANG Yue-ying', LI De-guan’,
WU Hong-ying', WANG Cheng-chun®, ZHOU Chang-hui’, ZHAI Zhi-bin', LU Lu',
WANG Xiao-chun', HOU Qi3, MENG Ai-min""

(1. Institute of Radiation Medicine, Chinese Academy of Medical Sciences & Peking Union Medical Collage,
Tianjin Key Laboratory of Molecular Nuclear Medicine, Tianjin 300192, China;
2. Department of Bioengineering, Zhengzhou University, Zhengzhou 450051, China;
3. Institute of Materia Medica, Chinese Academy of Medical Sciences & Peking Union Medical College, Beijing 100050, China)

Abstract: This study is to investigate the protective effects of the SB203580 against radiation induced
mortality and intestinal injury of mice. A total of 67 male C57BL/6 mice (20.0—22.0 g) were matched according
to body weight and randomly assigned to one of three groups: control, total body irradiation exposure (IR, 7.2Gy)
only, and IR (7.2Gy) + SB203580 (15 mg'kg ). 30 days survival rate was observed in the experiment. In
intestinal injury experiment, the expression levels of caspase-3, Ki67, pS3 and p-p38 were assayed in the mice
intestine crypts. The results showed that the 30 days survival rate was 100% (control), 0 (IR) and 40% (IR+
SB203580), separately. Compared to the IR groups, the positive cells of caspase-3, p53 and p-p38 in crypt cells
decreased 33.00%, 21.78% and 34.63%, respectively. The rate of positive cells of Ki67 increased 37.96%.

WA H 1: 2010-10-29.

BBIUH: FX HRBA RS TIIIH (30770645, 30828011, 81072237); KHMT HARFHFA RS T IIBIH (08JCYBIC07300); [H 5 H sl BB 51 &
JEHEI (973 #kl) TAEI (2011CBI64800-G).

*JHRFEH Tel / Fax: 86-22-85682353, E-mail: aiminmeng00@yahoo.com



© 396 * 227244 Acta Pharmaceutica Sinica 2011, 46 (4): 395-399

Significant difference was found between all of them (P<0.01).

SB203580 potently protected against radiation-

induced lethal and intestinal injury in mice, and it may be a potential radio protector.
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Figure 1 Effect of SB203580 (15 mg-kg™") on 30 days survival
rate of mice exposed to total body irradiation (IR)
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Table 1 Effect of SB203580 (15 mg-kg ') on the intestine crypt
cells apoptosis of mice exposed to total body irradiation. x =+ s.
P <0.001 vs control group; SA5P <0.001 vs IR group. Unit:
The average apoptosis cells in every crypt (HE) or the average
positive cells in every crypt of caspase-3

Group n HE Caspase-3
Control 6  0.14£0.02 0.01=0.01
IR 8 1.98£0.25™ 0.51+0.07""
IR + SB203580 8 13940217744 0.34+0.08""""
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Table 2 Effect of SB203580 (15 mg-kg ') on the positive cells
of p53 and p-p38 in crypt cells. x+s. P <0.01, P <0.001
vs control group; “““P < 0.001 vs IR group. Unit: The average
positive cells in every crypt of p53 or p-p38

Group n p53 p-p38
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Figure 2 Effect of SB203580 (15 mg-kg ') on radiation-induced apoptosis and expression of p-p38, p53, and Ki67 in murine small

intestinal epithelium
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