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Abstract — In this study, we evaluated the effect of soluble EPCR(Soluble Endothelial Protein C Receptor, SEPCR) on
the anti-inflammatory activities by activated protein C(APC) in endothelium. We demonstrated that sSEPCR inhibited the
barrier protective activity, the inhibition of neutrophils adhesion toward endothelial cells and the inhibition of transen-
dothelial migration by APC in endothelial cells. Interestingly, SEPCR also blocked the mechanism by which APC inhib-
ited the expression of cell adhesion molecules(CAM) by TNF-alpha in endothelial cells. These results suggested that the
anti-inflammatory activities of APC was inhibited by SEPCR which blocked the binding motifs of Gla domain of APC
to membrane bound EPCR. This finding will provide the important evidence in the development of new medicine for
the treatment of severe sepsis and inflammatory diseases and good clue for understanding unknown mechanisms by
which APC showed the anti-inflammatory activities in endothelium.
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Fig. 1. Effect of SEPCR on the barrier protective activities of
APC and Th with PC-S195A. (A) Confluent monolayers
of Ea.hy926 cells were treated with indicated concentra-

tions of APC in either absence (O) or presence (@) of a
saturating concentration of sSEPCR (500 nM) for 3 hours

followed by cleavage of monolayer by 5 nM thrombin for
10 min as described under materials and methods. (B)
Ea.hy926 cells were incubated with 80 nM PC, 20 nM
APC, 2 nM thrombin + 80 nM PC-S195A with in the
absence or presence of 500 nM sEPCR for 3 hours before
inducing permeability with S nM thrombin for 10 min. *P
<0.05.
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Fig. 2. Effect of SEPCR on the inhibition of neutrophil adhesion to
endothelial cells by APC and Th with PC-S195A. (A) TNF-
alpha mediated adherence of primary neutrophil to Ea.hy926
cells was analyzed after treating monolayers with 80 nM
PC, 20 nM APC, 2 nM thrombin + 80 nM PC-S195A with
in the absence or presence of S00 nM sEPCR as described
under materials and methods. (B) the same as (A) except
that cell type is THP-1 cells. *P<0.05.
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Fig. 3. Effect of SEPCR on the inhibition of transendothelial migra-
tion by APC and Th with PC-S195A. (A) TNF-alpha medi-
ated migration of primary neutrophil through Ea.hy926
cells was analyzed after treating monolayers with 80 nM
PC, 20 nM APC, 2 nM thrombin + 80 nM PC-S195A with
in the absence or presence of 500 nM sEPCR as described
under materials and methods. (B) the same as (A) except
that cell type is THP-1 cells. *P < 0.05.
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Fig. 4. Analysis of the effect of SEPCR on the inhibition of TNF-
alpha induced expression of cell adhesion molecules in
Ea.hy926 cells by APC and Th with PC-S195A. The expres-
sion of adhesion molecules VCAM (white bars), ICAM (gray
bars) and E-selectin (black bars) in confluent Ea.hy926 cells
was analyzed by EKISA after treating monolayers with 80
nM PC, 20 nM APC, 2 nM thrombin + 80 nM PC-S195A
with in the absence or presence of 500 nM sEPCR. *P<0.05.
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