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Effect of LPS-induced acute lung injury in mice by mildronate
WEI Yun-wei,SHAO Dong-hua, GE Jia-xi,PU Jian-feng, WANG Hong
(Department of Anesthesiology ,the Affiliated People’s Hospital of Jiangsu University , Zhenjiang 212000, China)

[Abstract] Objective: To investigate the effect of mildronate (MIL) on the acute lung injury (ALI) induced by LPS in mice.
Methods: According to the random number table,all 50 ICR mice were randomly divided into 5 groups,of which four groups was
induced ALI and were respectively divided into LPS group,MIL 50 mg/kg group,MIL 100 mg/kg group,MIL 200 mg/kg group,each
contains 10 mice. ICR mice was induced ALI by instilling intratracheally with 0.1ml LPS (2 mg/kg). Saline and mildronate (50,100
and 200 mg/kg) were injected intraperitoneally daily in mice for 6 days before challenge with LPS. In addition, 10 mice in the normal
saline group (NS group) were administered saline also by intraperitoneal injection at the same time in the same way. Ten animals in
each group were killed at 4 h after LPS administration respectively. Wet /dry weight ratios of lung,the expression of NF-kBp65 was
observed by immunohistochemistry, the levels of IL-1Band IL-6 in lung tissue were measured by ELISA,and lungs histopathology was
also performed. Results: Compared with NS group,wet /dry weight ratios of lung,the expression levels of NF-kBp65,1L-1Band IL-6 in
lung tissue were significantly higher in the LPS group (P < 0.01). Alveolar edema and neutrophils infiliration were observed in LPS
group. Mildronate pretreatment significantly attenuated LPS-induced pulmonary histological changes in MIL 50 mg/kg group,MIL 100
mg/kg group and MIL 200 mg/kg group (P < 0.05),and there was no significance in pulmonary histological changes among the
three mildronate therapeutic groups. Conclusion; Mildronate can protect the lungs against LPS-induced acute injury by down-
regulating the expression of NF-kBp65 and inhibiting inflammatory response at all doses.
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Table 1 Wet/dry weight ratio of lung and expression of NF-kBp65 in lung tissue cells of mice in each group

(x£s)

o | n JiliZH 4 W/D NF-kBp65 ik HPE
NS 10 3.97 + 0.07 0.08 + 0.02

LPS 10 5.51 +0.14* 0.52 £ 0.10*

MIL 50 mg/kg 10 5.32 £ 0.16" 0.33 £ 0.10*"

MIL 100 mg/kg 10 527 + 0.16"* 0.32 = 0.09**

MIL 200 mg/kg 10 5.22 + 0.19%* 0.30 = 0.10**

5 NS 4IH#,"P < 0.01;5 LPS 41 AR, *P < 0.05 ,**P < 001,
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Table 2 Concentration of IL-1$3 and IL-6 in lung tissue of mice in each group (pg/ml,x £5)
4 5l n JifiZH 4 1L-18 fifiZHZ 11-6
NS 10 495.89 + 55.35 290.47 + 40.09
LPS 10 1 416.65 + 66.70* 587.12 + 55.57*
MIL 50 mg/kg 10 1298.80 + 73.97*** 501.42 + 48.79%**
MIL 100 mg/kg 10 1280.18 + 73.74** 489.51 + 47.39%**
MIL 200 mg/kg 10 1261.87 + 73.82%** 478.32 + 48.43%**

5 NS4 H#,*P < 0.01; 5 LPS 4l 1%, *P < 0.05,“*P < 0.01,
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Figure 1 Result of microscopic examination in lung of mice in each group(HE staining,x 200)
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Figure 2 Expression of NF-KBp65 in Lung tissue cells of mice in each group(SP staining,x 400)
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