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Abstract

<FONT face=Verdana=AIM: To investigate the role of PKC/Raf-1/NF-kB signal
cascade in the expression of TNF-a in rat peripheral blood mononuclear cells
(PBMCs) exposed to hypoxia, and to explore the relationship between hypoxia and
system inflammation response syndrome(SIRS) for the further study of the
primordial role of lung in the pathogenesis of the multiple organ dysfunction
syndrome in the elderly (MODSE). METHODS: Purified rat PBMCs were divided
randomly into three groups: chelerythrine + hypoxia group, forskolin + hypoxia
group and hypoxia group. The chelerythrine + hypoxia group and forskolin +
hypoxia group were pretreated with 10 pmol/L chelerythrine and 50 pmol/L
forskolin respectively before being exposed to hypoxia. Then three groups were
exposed to hypoxia (3%02, 5%C02, 92%N2) for 0, 1, 3, 6, 9, 12, 24 h. The

PKC and Raf-1 activity were assayed by PKC kit and Raf-1 kit, respectively. The NF-
KB binding activity was detected by electrophoretic mobility shift assay (EMSA). The
expression of TNF-a was detected by reverse transcriptase PCR(RT-PCR) and
enzyme linked immunosorbent assay(ELISA). RESULTS: The activities of PKC, Raf-1
and NF-kB and the expression of TNF-a increased significantly during 1-9 h of
hypoxic exposure (P<0.01). There were significant positive correlations between
the activities of PKC, Raf-1 and NF-kB and the expression of TNF-a (P<0.01,P<
0.05). <BR> Chelerythrine at concentration of 10 umol/L suppressed the hypoxia-

R ) fe
AIAF R
¥ Supporting info
» PDF(1036KB)
¥ [HTML 4> 5] (0KB)
» 275 ik
k55 55 J it
b EASCHER R I
b AR A
BT A A
» Fih%R|
¥ Email Alert
b 30 7 45t
b 0 B0 BB
HRAF B
S A O P
WA SCAEF ARSI
=EY
B
Ay
B4t
BEAE
SEOEEE




induced PKC, Raf-1 and NF-kB activation and the expression of TNF-a. Forskolin at
concentration of 50 pmol/L suppressed the hypoxia-induced Raf-1 and NF-kB
activation and the expression of TNF-a. CONCLUSION: Hypoxia enhances the
activities of PKC, Raf-1 and NF-kB in rat PBMCs, and up-regulates the expression of
TNF-a in mRNA and protein levels subsequently, leading to the existance of massive
pro-inflammatory factors persistently in the blood plasma of acute respiratory
distress syndrome (ARDS) patients.</FONT=>
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