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CFL I SR O 0 1 R O T KA, LPS IR 12 h S5 WCRAE A o SR IR AR —HH e o SR 453 17155 0 5 0 2 i 21 2P0
T LUAE (WD) BFA A 7 150 5 BEEIB S B 05 B ( ELISA ) A6 00 i 38 35 ¥ v Fi g SR 36 PR - ( TNF-o) L A4 1B (IL-18) R A
F-6(1L-6) &8t 5 5 T2 41 PP i - (MDA 5 8t Koid A ALy ( MPO ) 178 S AL L5 AL Al ( SOD ) i 4k 5 5% I Weestern blot 1l 5 fifi 2
41 HMGB1 \TLR4 \TLRS ,p65 .p-p65 il p-IBa 2 KK 55 500 HALE Lok, METRZEL ) S0 1% ot 60 i g6 B 7K i, v 4
TR A0 8 6 ¥ e RO B A TR e, R o A L B B2 4 3R S e A5 1 B R o 5 %) L s, B 4
KB A543 F1 W/D THeEs (P <0.001) 72 | 25 70 ik 4L K% B P 25 4L 0 A W/ D B B2 AR (P <0.01) . 5%
W2 LA, BELTR 2H A UM IE Y 0 Th A8 S R T TNF-u IL-6 1 TL-1B 254 LU % ifi 2L 40 MPO 3% 4 il MDA 55 4 3 T35 (P < 0..001) 5
SRR L AR A ) ik 2L v Rk 2L 0 R A 2 B B At 24 2 K R 9B kW R R T TNF-o IL-6 A1 IL-1B 7 i 1 3 R AR
(P <0.01) , 72 2 70 ek 20 2% B 25 40 BUT AL 2 b MPO 3 PERT MDA 45k i 25 B4 (P < 0. 05) , SOD J MERE I (P <0.05) .
50 R e, B BRI 4121 o p-p65 \p-TkBae HMGBI TLR4 I TLRS 7K (1335 K F- 3 (P <0.05) s AR5 4L p ) 5t 4 L
FHELH K BPE 25 R RUMIZH L p-p6S Fil p-TkBo 8 4 & 1A /K P A 21 T 8 (P <0.05) , Hldat 41 i 30 2 B BET P 25 4 B
14U HMGB1 , TLR4 il TLRS # [ 35 /K FBAE T4 T (P <0.05) , {H p65 & 1 % ik 7K F- 4% 41 1] Ho e 25 5 0 4 it 2 7 3L
(P>0.05), Z&i& Ik JE S vl o 400 S8 i S 0 41 7 380 % i R ALL, HL AT B 154 HMGB1/TLRs/NF-kB {5 545 3.
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Protective effect and molecular mechanism of methylprednisolone on acute lung injury in rats
HUANG Fang-zhou,Huang Yan, FENG Xi, HUANG Pei-qi
Changsha Hunan 410006, China)

(Emergency and First Aid Center, Fourth Hospital of Changsha,

Abstract: Objective To investigate the protective effect and molecular mechanism of methylprednisolone on acute lung injury ( ALI)
in rats. Methods A total of 48 SPF-grade male SD rats were randomly divided into the control group,the model ( ALI) group,the low-dose
(' methylprednisolone 0.4 mg/kg ) group, the middle-dose ( methylprednisolone 4 mg/kg ) group, the high-dose ( methylpredni-

solone 40 mg/kg) group and the positive drug ( dexamethasone 2 mg/kg) group,with 8 rats in each group. One hour before administration of
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lipopolysaccharide (LPS,2 mg/kg) ,rats in the control group and the model group were intraperitoneally injected with normal saline, while
rats in the methylprednisolone group and the positive drug group were intraperitoneally injected with corresponding doses of methylpred-
nisolone or dexamethasone,samples were collected after LPS stimulation for 12 hours. The lung injury was observed by hematoxylin-eosin
staining. The wet/dry weight ratio (W/D) of lung tissue was measured to evaluate pulmonary edema. Enzyme linked immunosorbent assay
(ELISA) was used to detect the contents of tumor necrosis factor-a ( TNF-a) , interleukin-18 (IL-1B) and interleukin-6 (IL-6) in the
lung lavage fluid. The malondialdehyde ( MDA) content, myeloperoxidase (MPO) and superoxide dismutase (SOD) activities of the lung
tissue were measured. Western blot was used to measure the expression levels of HMGB1,TLR4 ,TLRS, p65,p-p65 and p-IkBa protein of
the lung tissue. Results Compared with the control group, alveolar hemorrhage and alveolar septal edema occurred in the model group, and
a large number of neutrophils infiltrated into the alveolar septum and alveolar space. Compared with the model group,the above inflammatory
changes in the middle-dose group, the high-dose group and the positive drug group were significantly reduced. Compared with the control
group, the lung injury score and W/D in the model group were increased (P <0.001) ,but the lung injury score and W/D in the middle-dose
group , the high-dose group and the positive drug group were all decreased compared with those in the model group( P <0.01). Compared with
the control group,the contents of inflammatory factors TNF-a, IL-6 and IL-1R of the lung lavage fluid as well as the MPO activity and the
MDA content of the lung tissue in the model group were significantly increased (P <0.001). Compared with the model group,the contents of
inflammatory factors TNF-a,IL-6 and IL-1 of the lung lavage fluid in the low-dose group,the middle-dose group,the high-dose group and the
positive drug group were decreased (P <0.01) ,the MPO activity and MDA content of the lung tissue in the middle-dose group,the high-dose
group and the positive drug group were significantly decreased( P <0.05) ,and the SOD activity was increased (P <0.05). Compared with
the control group, the expression levels of p-p65, p-IkBa, HMGB1, TLR4 and TLR5 proteins of the lung tissue in the model group were
up-regulated (P <0.05) ;the expression level of p-p65 and p-IkBa proteins of the lung tissue in the low-dose group,the middle-dose group,
the high-dose group and the positive drug group were down-regulated compared with those in the model group (P <0.05) ;the expression
levels of HMGB1,TLR4 and TLRS proteins of the lung tissue in the middle-dose group,the high-dose group and the positive drug group were
down-regulated compared with those in the model group (P <0.05). However, there was no significant difference in the expression level of
p65 protein among the groups (P >0.05). Conclusion Methylprednisolone can alleviate ALI in rats by inhibiting inflammatory response and
oxidative stress,which may be related to the inhibition of HMGB1/TLRs/NF-kB signaling.
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1.1 XH

LPS (P27, 1), ik Je Je (it 5. 100828-
201603 , &M PO 245 i 25 A BR 2 |, Hb ZE K Fn (45
101116-202002 , J{ERK & 1L 2546 BRA W) |, I 85
[AlF-a (tumor necrosis factor-a, TNF-a ) | 4 4 &-1B
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1.2 %
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1.6 BB %, 9% & M % (enzyme linked immunosorbent
assay , ELISA)
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TNF-o [ IL-18 F1 1L-6 B9 & & .

1.7 Aizass P MDA MPO #= SOD 4%
W ZH LRSI T B, felt IO 2 DT UE 2 i 2%

PR LS AL, SR F5 W 240 ) 5.0 LA SR AR B . R
FH BCA 2 & s i @A il & e iz, SR s AR iR
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LI 1b ¢,
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ZEe G E (P >0.05) , LA 2,
2.3 WRREST ALl K RIFLALR AL B R -F 69 %@
55oF RRZH LR, BRI K U ZH 2 v MPO T 4 1
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IHLEAAL, iR P ERTRAE B R BOR IiRE L AEeR . IS, B B BGIMOR 5 R AR B A Al AL T (A
ML AE AR SR A L — B 40 L4 5 Bt e Bt 5 RS , &g A€ TL-1 \IL4 IL-10 A IL-13 SZ 4541550 ) BAT U3 AR
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FE P 7 TNF-o \IL-6 1 TL-10 3875 40 i P 9 865 % 1
5o TNF-oo HATRGR Y RAEBINRE TT, 72 AR PN S5 ok
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{5551 B% 19 83% , T HMGBL (9 T JEI BHL I T TLR4/
NF-«Bf5 S % . 76 LPS Hl T, IkBa BiR1L, H.
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