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[Abstract] Objective To investigate the effects of nuclear factor - kB (NF - kB) activation in multiple

organs of hemorrhage - induced acute lung injury (ALI) by the specific granulocyte ~ macrophage colony
stimulating factor (GM - CSF)- neutralizing antibody (22E9) and dexamethasone (DEX) in mice. Methods
Twenty male C57BL/6 mice were used to reproduce a model of hemorrhagic shock by cardiac puncture.
Before cardiac puncture, mice in different groups were transnasally administered with phosphate buffered
solution (PBS, PCG group), PBS plus 1 pg 22E9 (HS1 group), PBS plus 10 pg 22E9 (HS10 group) and PBS
plus 20 pg DEX (DEX group), respectively. In negative control group (NCG group) received cardiac punc-
ture without shock followed by transnasal administration with PBS without shock. Lungs, hearts, livers and
kidneys tissues of mice were harvested at 4 hours after hemorrhagic shock. The activities of NF - «B in
different organs was determined by electrophoretic mobility shift assay (EMSA). The tumor necrosis
factor —a (TNF - o) in lung and heart were determined by enzyme — linked immunosorbent assay (ELISA).
Results 22E9 in both low or high doses could significantly inhibit NF - kB activities in lung, heart and liver,
and elevated NF —«B activity in kidney compared with those of PCG group (all P<C0. 05). The effect of 22E9
was much better in HS1 group than in HS10 group (all P<{0. 05). DEX significantly strengthened NF - «B
activity in kidney (P <C0.05) and didn’t significantly inhibit NF - kB activities in heart and liver compared
with those of PCG group. 22E9 significantly inhibited TNF - « in lung and heart, while DEX significantly
inhibited TNF -« in heart (all P <C0.05). Conclusion 22E9 can inhibit the NF - «B activation and
inflammatory reaction in multiple organs after hemorrhage —induced ALI and reduce injury in multiple
organs, while DEX has no significant effect.
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Table 1 Change of NF - «B activity in
different organs with different treatments at 4 hours

after hemorrhagic shock (x £s,n=4)

45 % F £ ]
NCGH 125124142 141.7441.08 156. 7046. 03 173.6416.16
POGH  141.85+1.45* 151.7140.80 175.29+1.01 ¢ 184.97+4.38*
HSI 4 139.0240.58" 1234745, 15% 4 12555434272 13135142
HSIO# 155.7943.04 2% 136.2044.268%  147.3242.364% 172, U£4.010F
DEX# 145.4643.04* %00 1481842, 41 %0 156.4349.264%  183.4327.63%0)
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5 HS1 £ [ . *P<C0. 05; 5 HS10 H K3 P P<0. 05
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Table 2 Change of TNF - o content in heart and Iung

with different treatments at 4 hours after

hemorrhagic shock (x+s,n=4) pg/mg
A3 £ i
NCG # 176.27+£10. 57 186.81+ 6.92
PCG 4 251.524+17.73* 298.76+ 6.25*
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DEX # 206. 28411, 794%0 292. 604 5.53* %0
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Figure 1 Change of positive expression of VEGF of lung tissues in each group (immunohistochemistry, x 300)
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1: NCG#, 2. PCG#l. 3: HSI4; [. NCGA, 2: PCGA, 3: DEX#, . DEX4, 2: HS1041, 3. HSI4A:; 1: PCGA; 2: DEX#, 3. HSIAH,
il
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E1 kmfEfkES4nEAR B2 kififEtkse/a4 hFAR B3 KMkSER4 i @R B4 KifitEiksE/G4 it EAR
NF-kBEHMETH NF- kBEMEMTH NF-kBEMEMIEN NF-xBEMEMHTH
Figure 1 Change of NF-kB Figure 2 Change of NF-«B Figure 3 Change of NF- kB Figure 4 Change of NF- kB
activity in kidney at 4 hours after activity in liver at 4 hours after activity in heart at 4 hours after activity in lung at 4 hours after
hemorrhagic shock hemorrhagic shock hemorrhagic shock hemorrhagic shock
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H1 MRACNEARHSP7OBEERIA(SP, x 200) @2 R ELHAR Hspyomﬁﬁiz(sp x200) H3 WEMACRAR HSP7OFEH$§1‘$(SP x 200)
Figure 1 Positive expression of myocardial Figure 2 Positive expression of myocardial Figure 3 Positive expression of myocardial
HSP70 in control group (SP, x 200) HSP70 in model group (SP, x 200) HSP70 in ketamine group (SP, x 200)
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