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Protective effect and mechanism of overexpression of miR-449a on intestinal mucosa of rats with ulcerative colitis

LU Jing1 , LI Jian-hong1 ,PENG Wei® (1. Department of Neurology, Chengdu Fifth People’ s Hospital , Chengdu Sichuan 611130,
China;2. Department of General Surgery,Chengdu Fifth People’ s Hospital , Chengdu Sichuan 611130, China)

Abstract: Objective To explore the protective effect and mechanism of overexpression of miR449a on intestinal mucosa in rats with
ulcerative colitis. Methods Forty healthy male SD rats were selected, 10 of which were used as the control group,and the other 30 rats were
divided into the model group,miR-449a inhibition group,and miR-449a overexpression group after establishing ulcerative colitis rat model.
Rats in the miR-449a inhibition group were injected with 30 mg/kg antagomiR-449a in the tail vein for intervention,rats in the miR-449a
overexpression group were injected with 30 mg/kg agomiR-449a for intervention ,and rats in the control group and the model group were given
the same amount of normal saline for intervention. Interleukin-8 (IL-8) ,interleukin-10 (IL-10) ,interleukin-17 (1L-17) and tumor necrosis
factor-a (TNF-a) were detected by enzyme linked immunosorbent assay. Immunoglobulin A (IgA) ,immunoglobulin M (1gM) , immunoglobulin
G (IgG) and cyclooxygenase-2 (COX-2) were detected by immunity transmission turbidity. Tight junction protein Claudin-1 and toll-like
receptor 4 (TLR4) were detected by immunohistochemical staining. The expressions of p-p38, peroxisome proliferator activated receptor vy
(PPARYy) and nuclear factor kB(NF-kB) protein were detected by Western blot. Results  Compared with the control group,the levels of
IL-8,1L-17,IgA ,1gM, [gG , TNF-a, COX-2 and TLR4 in the model group were higher,while the levels of IL-10 and Claudin-1 were lower, with
statistically significant differences( P <0.05). Compared with the model group, the levels of IL-8,IL-17,, TNF-a, COX-2 and TLR4 in the
miR-449a inhibition group were decreased,while the levels of 11.-10,IgA | IgM | IgG and Claudin-1 were increased , with statistically significant
differences (P <0.05) . Compared with the miR-449a inhibition group, the levels of IL-8,11-17 1gA | IgM , 1gG , TNF-a, COX-2 and TLR4 in
the miR449a overexpression group were lower, and the levels of I1L-10 and Claudin-1 were higher, with statistically significant differences
(P <0.05). Compared with the control group,the level of PPARy in the model group was decreased, while the levels of p-p38 and NF-kB

were increased , with statistically significant differences( P <0.05). Compared with the model group, the level of PPARy was increased and
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the levels of p-p38 and NF-«kB were decreased in the miR-449a inhibition group, with statistically significant differences (P < 0.05).

Compared with the miR-449a inhibition group,the level of PPARy was increased and the levels of p-p38 and NF-«kB were decreased in the

miR-449a overexpression group,with statistically significant differences( P <0.05). Conclusion Overexpression of miR-449a can repair the

damage of intestinal mucosa in rats with ulcerative colitis, activate PPAR-y and inhibit p38/NF-«kB pathway with significant effects.

Keywords : ulcerative colitis ;intestinal mucosa;claudins ; tumor necrosis factor
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