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Abstract

<FONT face=Verdana=>AIM:The aim of the present study was to investigate
whether the extracellular signal regulated kinase-1/2 (ERK1/2) pathway was
involved in 15-hydroxyeicosatetraenoic acid (15-HETE)-induced chronic hypoxic
pulmonary artery (PA) constriction and whether ERK1/2 activity was influenced by
15-HETE, for clarifying the mechanism of hypoxic pulmonary vasoconstriction (HPV).
<BR>METHODS:Rats were placed in hypoxic box with fractional inspired oxygen
(Fi02) 0.12 for 9 days to make hypoxic models, while those lived in
FiO<SUB>2</SUB=> 0.21 served as normal controls. Heart and lungs were taken out
from chest and PA in diameter of 1-1.5 mm was isolated and cut into rings with 3
mm long for tension studies in organ baths. The ring tensions before and after
adding 15-HETE were compared. Influences of ERK1/2 upstream kinase inhibitor
U0126 as well as endothelium integrity on 15-HETE-induced HPV were observed.
Expression and<BR> activity of ERK1/2 in cultured rat pulmonary artery smooth
muscle cells (PASMCs<BR>) treated with 15-HETE for different times and
concentrations were examined by Western blotting. RESULTS:15-HETE significantly
constricted PA rings from hypoxic<BR> rats, and the response of the hypoxic rings
were significantly greater than tha<BR=>t of normoxic ones (P<0.05). U0126
significantly reduced vasoconstriction i<BR>nduced by 15-HETE both in endothelium-
intact and -denuded rings (both were P<BR><0.05). Western blotting results
showed 15-HETE enhanced activity of ERK1/2 in <BR>PASMCs, increasing with
concentration and decreasing with time. CONCLUSION:15-HETE upregulates activity
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of ERK1/2 in PASMCs of rats. The activation of ERK1/2 is an important step in 15-
HETE- induced HPV in rats.</FONT>

Keywords Anoxia Arachidonic acids Pulmonary artery Vasoconstriction Mitogen-activated
protein kinases Rats

DOI: 1000-4718

WilEE &



