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Tight Junctions (TJ) are important components of paracellular pathways, and their destruction enhances vascular permeability.
Resolvin D1 (RvD1) is a novel lipid mediator that has treatment effects on inflammatory diseases, but its effect on inflammation
induced increase in vascular permeability is unclear. To understand whether RvD1 counteracts the lipopolysaccharide (LPS)
induced increase in vascular cell permeability, we investigated the effects of RvD1 on endothelial barrier permeability and tight
junction reorganization and expression in the presence or absence of LPS stimulation in cultured Human Vascular Endothelial
Cells (HUVECs). Our results showed that RvD1 decreased LPS-induced increased in cellular permeability and inhibited the LPSinduced redistribution of zo-1, occludin, and F-actin in HUVECs. Moreover, RvD1 attenuated the expression of I𝜅B𝛼 in LPS-induced
HUVECs. The NF-𝜅B inhibitor PDTC enhanced the protective effects of RvD1 on restoration of occludin rather than zo-1 expression
in LPS-stimulated HUVECs. By contrast, the ERK1/2 inhibitor PD98059 had no effect on LPS-induced alterations in zo-1 and
occludin protein expressions in HUVECs. Our data indicate that RvD1 protects against impairment of endothelial barrier function
induced by LPS through upregulating the expression of TJ proteins in HUVECs, which involves the I𝜅B𝛼 pathway but not the
ERK1/2 signaling.

1. Introduction
Endothelial cells form a selective barrier that dynamically
controls the transport of bioactive molecules between the circulating blood and the interstitial fluid [1, 2]. The disruption
of this barrier induces a direct increase in vascular permeability. Vascular permeability is determined by a combination
of transcellular and paracellular pathways, with the latter
being a major contributor to inflammation-induced barrier
disruption [3]. Studies have shown that lipopolysaccharide
(LPS), by eliciting a variety of inflammatory response, can
induce the breakdown of endothelial barrier functions. However, the underlying mechanism is unclear, and the potential

interventions are required to reverse the inflammationinduced barrier disruption.
Tight junctions (TJ) are important components of paracellular pathways, and their destruction causes barrier hyperpermeability. TJ proteins are located at the apical-most portion of the lateral interendothelial membrane. Occludin is a
major transmembrane protein localizing at the TJ [4]. Zonula
occludens 1 (zo-1) is considered as a scaffolding protein,
linking TJ transmembrane proteins to cytoskeletal filaments.
Studies have shown that zo-1 is required for occludin to
be localized at TJ. Disrupting either the expression or the
distribution of zo-1 leads to disruption of TJ assembly [5–
7]. It has also been shown that zo-1 limits solute transport,
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by depleting zo-1 in MDCK cells [5]. These investigations
suggest that TJ proteins occludin and zo-1 play active roles
in regulating paracellular permeability of endothelia [8].
Resolvin D1 (RvD1) is a novel lipid mediator that has been
identified to possess the property in resolving inflammatory
exudates. It is enzymatically derived from docosahexaenoic
acid (DHA) [9, 10]. RvD1 has important beneficial effects in
the treatment of many inflammatory diseases. It markedly
reduces the levels of IL-1𝛽 and IL-6 and increases the levels
of IL-10 and IFN-𝛾 [11]. Pretreatment with RvD1 reduces lung
edema and inhibits the activation of ERK1/2 in an acute lung
injury model of mice [12]. Moreover, some studies show that
activation of the MAPK extracellular signal-regulated kinase
(ERK) 1/2 (p44/p42, resp.) is associated with the disruption of
TJ proteins [13, 14]. Interestingly, RvD1 significantly reduces
tumor necrosis factor (TNF)-𝛼 induced phosphorylation of
I𝜅B, a critical regulator of NF-𝜅B activation and nuclear
translocation in human monocytes [15].
Therefore, in the present study, we tested the hypothesis
that RvD1 could counteract the LPS-induced increase in
permeability, primarily through reversing LPS-induced TJ
proteins disruption and expression in human umbilical vein
endothelial cells (HUVECs).

2. Materials and Methods
2.1. Cell Cultures and Treatments. HUVECs were obtained
from ATCC. Cells were cultured in M199 media with 10% fetal
bovine serum (FBS), 100 U/mL penicillin, and 100 𝜇g/mL
streptomycin. HUVECs were incubated at 37∘ C in a humidified atmosphere of 5% CO2. After 2-3 days, cells reached 80–
90% confluence in all experiments.
HUVECs were randomly divided into four groups: (1)
control group: cells without treatment; (2) LPS group: cells
were treated with LPS (400 ng/mL) for 6 hours (h); (3)
RvD1 group: cells were treated with RvD1 (100 ng/mL) for
6 h; (4) RvD1 + LPS group: cells were pretreated with
RvD1 (100 ng/mL) for 30 min and then treated with LPS
(400 ng/mL) for 6 h. In some experiments, cells were pretreated with PD98059 (20 𝜇M) or PDTC (20 𝜇M) for 30 minutes, before being treated with RvD1 and LPS as described.
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2.2. Permeability Assay. HUVECs (1 × 10 ) were seeded on
transwell filters (0.4-um pore size, Costar) in 24-well dishes
and grown until they reached confluence. After treatment, the
medium was replaced with serum-free medium. Fluorescein
isothiocyanate (FITC)-dextran (Mr 40 000; Sigma) was then
added to the upper chamber at a final concentration of
1 mg/mL. After 1 hour of incubation at 37∘ C, 100 𝜇L samples
were taken from the lower chamber for fluorescence measurements. The fluorescent content of the samples were measured
by using a spectrofluorimeter (𝜆EX 480 nm, 𝜆EM 520 nm;
Bio-Tek Synergy 2).
2.3. Immunofluorescence. After treatment, cells grown on
coverslips were washed with PBS and fixed with 4%
paraformaldehyde. Then, cells were washed twice with 1%
PBS and permeabilized with 0.1% Triton X-100 for 5 min. The

cells were blocked with 1% BSA in PBS for 30 min. For the
staining of F-actin, cells were incubated with FITC-phalloidin
(1 : 50; Enzo Life Sciences) for 60 min at room temperature.
For zo-1 and occludin staining, cells were fixed with 4%
paraformaldehyde and permeabilized with 0.05% Triton X100 for 3 min. The cells were blocked with 1% BSA in PBS
for 30 min and then incubated overnight at 4∘ C with the zo-1
antibody (1 : 50; Zymed, San Francisco, CA) or the occludin
antibody (1 : 60; Zymed, San Francisco, CA) in a solution
of 0.05% Tween-20 in TBS-goat serum (1 : 1). On the next
day, the cell were washed with 0.05% Tween-20 in TBS and
incubated with Dylight 594 AffiniPure Goat Anti-Rabbit IgG
(1 : 400; EarthOx LLC San Francisco, CA) for 30 min at RT.
The slides were incubated with antifade medium with DAPI
for nuclear staining, and cell images were taken with the
Olympus IX71 microscope.
2.4. Western Blotting. Proteins were extracted from scraped
cells with RIPA buffer containing protease and phosphatase inhibitor cocktail tablets. Protein concentrations
were assessed using the BCA protein assay kit. Samples
were boiled in a 99∘ C heat block for 10 min and stored at
−20∘ C until being used for immunoblotting. The samples
(40 𝜇g) were separated by 8% SDS/PAGE, and the separated
proteins were electrically transferred to PVDF membranes.
The membranes were blocked for 1 hour with 5% nonfat dry
milk in TBST (0.1% Tween-20 in TBS) at room temperature
and then incubated overnight at 4∘ C with the following
antibodies: polyclonal rabbit anti-zo-1 (1 : 400, Zymed, San
Francisco, CA), occludin (1 : 500; Zymed, San Francisco, CA),
ERK1/2 (1 : 1000; Cell Signal Technology), P-ERK1/2 (1 : 1000;
Cell Signal Technology), I𝜅B𝛼 (1 : 1000; Cell Signal Technology), or rabbit anti-GAPDH (1 : 1000; Proteintech Group,
Inc.). The membranes were washed 3 times with TBS-T and
incubated with goat anti-rabbit IgG (1 : 5000; Proteintech
Group, Inc) for 1 hour at RT. Protein bands were revealed
by fluorography using ECL (enhanced chemiluminescence)
reagents and quantified by the Image Lab image acquisition
and analysis software (Bio-Rad).
2.5. Statistical Analyses. All data were expressed as the
means ± s.e.m. and were analyzed with one-way analysis of
variance followed by Newman-Keuls Multiple Comparison
Test (GraphPad Prism (version 5 for Windows, San Diego,
CA) software). Statistical significance was defined at 𝑃 < 0.05.

3. Results
3.1. RvD1 Counteracted the LPS-Induced Increase in Endothelial Cell Permeability. The effects of LPS and RvD1 on
endothelial TJ permeability in HUVECs were examined, as
shown in Figure 1. LPS disrupted the permeability barrier in
HUVECs (𝑃 < 0.01 Control versus LPS group) and the result
is consistent with previous study [16]. RvD1 reduced the LPSinduced increase in permeability to a level comparable to that
in the control group in HUVECs (𝑃 < 0.01 LPS group versus
RvD1 + LPS group; Figure 1).
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Figure 1: Effects of LPS and RvD1 on endothelial permeability
measured by fluorescence intensity in HUVECs. Permeability was
measured by determining the flux of FITC-dextran from the upper
to the lower chamber. Data were expressed as mean ± s.e.m. (𝑛 = 3
per group). ∗∗ 𝑃 < 0.01 versus LPS group; ## 𝑃 < 0.01 versus control
group; && 𝑃 < 0.01 versus RvD1 + LPS group.

3.2. RvD1 Reversed the LPS-Induced Reorganization of the
Actin Cytoskeleton and Tight Junctions and Increases zo-1
and Occludin Expression in HUVECs. LPS has been shown
to induce the redistribution of occludin and zo-1 from
intercellular junctions [17, 18]. To study the effect of RvD1 on
the reorganization and expression of zo-1, occludin and Factin in LPS-induced endothelial cells, we treated HUVECs
with RvD1 prior to LPS induction. As demonstrated in
Figure 2, LPS induced a vast assembly of stress fibers and
fragmentation of the occludin and zo-1 signals. Gaps were
detected between cells, and the expression of zo-1 and
occludin decreased significantly (𝑃 < 0.01 control versus
LPS group; Figure 2(d)). Interestingly, RvD1 counteracted
the LPS-induced formation of stress fibers (Figure 2(a)). The
linear structure of the zo-1 and occludin signals appeared
at the cell margins upon pretreatment with RvD1 (Figures
2(b) and 2(c)). In addition the expressions of zo-1 and
occludin were increased (𝑃 < 0.01 LPS group versus RvD1
+ LPS group; Figure 2(d)). The formation of stress fibers and
the changes in tight junctions induced by LPS correlated
with a decrease in endothelial barrier function, as measured
by passage of FITC-dextran through HUVEC monolayers
grown on Transwell filters.
3.3. Effects of RvD1 on ERK1/2 and I𝜅B𝛼 Signaling Pathways
in LPS-Treated Endothelial Cells. Our findings demonstrated
that pretreatment with RvD1 increased I𝜅B𝛼 expression in
LPS-induced HUVECs (Figure 3). There was no significant
difference in ERK1/2 phosphorylation among the different
groups of HUVECs (Figure 3(a)). Compared with the control
group, the expression of I𝜅B𝛼 was reduced in the LPSstimulated group (𝑃 < 0.01; Figure 3(b)). Compared with the
LPS-treated group, the expression of I𝜅B𝛼 was significantly
higher in RvD1 + LPS group (𝑃 < 0.05; Figure 3(b)). ERK

inhibitor PD98059 significantly decreased ERK1/2 phosphorylation in RvD1 + LPS group (𝑃 < 0.05; Figure 3(c)). The NF𝜅B inhibitor PDTC significantly increased I𝜅B𝛼 expression
(𝑃 < 0.05; Figure 3(d)), which was consistent with the
notion that PDTC can suppress the transfer of NF-𝜅B from
the cytoplasm into the nucleus by inhibition of the I𝜅B𝛼
degradation.
3.4. RvD1 Prevented LPS-Induced Disruption of TJ by a Mechanism Dependent on I𝜅B𝛼 rather than ERK1/2. As shown in
Figure 4, RvD1 restored the expression of zo-1 and occludin
in LPS-stimulated HUVECs. The NF-𝜅B inhibitor PDTC
further enhanced the protective effects of RvD1 on restoration of occludin but not zo-1 expression in LPS-stimulated
HUVECs (𝑃 < 0.05 RvD1 + LPS group versus RvD1 + LPS
+ PDTC group). However, ERK inhibitor PD98059 had no
effect on the expression of TJ proteins in RvD1 + LPS group
in HUVECs.

4. Discussion
Rapid changes in local blood vessel perfusion and permeability increase extravasation of circulating leucocytes
and plasma proteins, which is the early phase of an acute
inflammatory response [19]. Endothelial hyperpermeability plays a crucial role in vascular inflammation diseases,
such as ischemia-reperfusion injury, thrombosis, cancer,
and adult respiratory distress syndrome [20]. Increase in
endothelial cell permeability can be caused by stimulation
from a variety of inflammatory mediators including LPS,
an endotoxin in the outer membrane of Gram-negative
bacteria that stimulates mononuclear cells and neutrophils to
produce immunoregulatory and proinflammatory cytokines
[21]. Our results demonstrated that LPS induced an increase
in endothelial cell permeability, which was in agreement with
previous reports showing that LPS disrupts the permeability
barrier of HUVECs [16]. RvD1, generated through sequential
oxygenation of DHA, can reduce human polymorphonuclear
leukocyte (PMN) transendothelial migration and inflammatory pain [22]. Interestingly, RvD1 reduces the levels of
proinflammatory cytokines and increases the levels of antnflammatory cytokines [11]. RvD1 treatment leads to a significant reduction in the inflammatory cytokines IL-1𝛼, IL-1𝛽,
and TNF-𝛼 [23]. We therefore examined whether RvD1 could
protect cells from permeability barrier disruption induced by
LPS. Our results showed that RvD1 indeed counteracted the
LPS-induced increase in endothelial cell permeability. The
reversal of LPS-induced barrier disruption by RvD1 seemed
to be partly associated with the inhibition of inflammatory
signaling pathway.
Inflammation leads to the loss of endothelial cell (EC)
functional integrity and the formation of small gaps between
ECs, which are a major cause of vascular leakage [24]. There
is increasing evidence showing that zo-1 plays a crucial role in
regulating TJ assembly. Studies have shown that TJ assembly
is disrupted in cells with disrupted zo-1 expression [5–7].
Occludin is a 65-kDa protein located at the TJ and is the
first transmembrane TJ protein identified [25]. Occludin also
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Figure 2: Effects of RvD1 and LPS on the junctional localization of zo-1, occludin, and F-actin as well as the expression of zo-1 and occludin
in HUVECs. The locations of F-actin (a), zo-1 (b), and occludin (c) were detected by immunofluorescence. The protein expressions of zo-1
and occludin (d) were detected by western blotting. Data were expressed as mean ± s.e.m. (𝑛 = 3 per group). ∗∗ 𝑃 < 0.01, ∗∗∗ 𝑃 < 0.001 versus
LPS group; ## 𝑃 < 0.01 versus control group; && 𝑃 < 0.01 versus RvD1 + LPS group.

plays an important role in the paracellular barrier which
mediates the flux of large macromolecules [26]. The main
function of occludin involves TJ regulation [27, 28], although
one study using occludin knockout mice and embryonic
stem cells [29] has shown opposite results. Zo-1 and occludin
are key molecules in paracellular permeability. Our results
demonstrated that RvD1 protected the endothelial cells from
barrier dysfunction, as measured by passage of FITC-dextran
through HUVEC monolayers grown on Transwell filters after
LPS stimulation. We also showed that RvD1 inhibited the
redistribution of zo-1 and occludin and increases their expression in LPS-stimulated HUVECs. Exposure of HUEVCs to
LPS significantly reduced zo-1 and occludin protein expressions, and this effect was reversed by pretreatment with RvD1.
We next addressed the mechanism regarding how RvD1
influenced protein expression at TJ.
As a tight junction-associated cytoskeletal protein, zo1 is involved in signal transduction and provides a link
between occludin and the actin cytoskeleton [30]. The Factin cytoskeleton determines cell shape and participates in
the regulation of TJ proteins, which plays a major role in TJ
barrier function and the regulation of paracellular pathways
in different physiological and pathological states [31, 32].
It is thus not surprising that the disruption of this F-actin
pool is associated with increased paracellular permeability.

Recent research shows that incubation of human polymorphonuclears (PMNs) with RvD1 results in a decrease in actin
polymerization [33]. Therefore, we examined whether RvD1
was able to reduce LPS-induced actin polymerization and
reduce LPS-induced increase of permeability in HUVECs.
Our findings revealed that LPS increased actin reorganization, which was consistent with the findings [34]. In addition,
RvD1 indeed reduced LPS-induced actin polymerization.
We thus concluded that RvD1 reversed the LPS-induced
permeability of HUVEC by reducing actin polymerization.
Many inflammatory mediators are known to disrupt
interendothelial junction assembly, thereby causing endothelial hyperpermeability. LPS, the interleukins IL-1, IL-3, and
IL-4, tumor necrosis factor alpha (TNF-𝛼), and interferon
gamma (IFN-𝛾) are shown to influence TJ barrier function
in epithelia and endothelia [35–37]. It is known that RvD1
significantly reduces the levels of IL-1𝛽 and IL-6 and increases
the levels of IL-10 [11]. Moreover, the regulation of cytokines
by RvD1 involves an increase in I𝜅B𝛼 expression, suggesting
reduced NF-𝜅B activation in the lung [38]. It is well known
that the activation of NF-𝜅B is regulated mainly by its
subcellular localization, which is determined by the level of
expression and the nucleocytoplasmic distribution of the I𝜅B
proteins [39]. Although there are a number of I𝜅B proteins,
I𝜅B𝛼 is the main regulator of NF-𝜅B activation, through

Oxidative Medicine and Cellular Longevity

5

P-ERK1/2

I𝜅B𝛼

ERK1/2

GAPDH
0.5

0.8

∗∗

0.6

Relative density

Relative density

0.4

0.4
0.2

∗

0.3
0.2
##&
0.1

0.0
LPS
RvD1

−
−

+
−

−
+

0.0
LPS
RvD1

+
+

−
−

+
−

(a)
I𝜅B𝛼

ERK1/2

GAPDH

0.8

0.5
∗∗&&
Relative density

Relative density

0.6

0.4

0.2

RvD1
PD98059

−
+
−

+
+
−

+
+
+

0.3

∗∗&&
∗∗##

0.2
##&&
0.1

&
−
−
−

+
+

∗∗##&&

0.4

+
−
−

−
+

(b)

P-ERK1/2

0.0
LPS

∗∗

0.0
LPS
RvD1
PDTC

(c)

+
−
−

−
−

−
+
−

−

+
+
−

+
+
+

(d)

Figure 3: Effects of RvD1 and LPS on the ERK1/2 and I𝜅B𝛼 signaling pathways in HUVECs. (a) Effect of RvD1 and LPS on ERK1/2
phosphorylation. (b) Effect of RvD1 and LPS on I𝜅B𝛼 protein expression. (c) Effect of ERK inhibitor PD98059 on ERK1/2 phosphorylation
in RvD1 + LPS group. (d) Effect of NF-𝜅B inhibitor PDTC on I𝜅B𝛼 protein expression in RvD1 + LPS group. Densitometric analysis of the
protein levels of zo-1 and occludin were shown (𝑛 = 3). Data were expressed as mean ± s.e.m. ∗∗ 𝑃 < 0.01, ∗ 𝑃 < 0.05 versus LPS; ## 𝑃 < 0.01
versus control; && 𝑃 < 0.01, & 𝑃 < 0.05 versus LPS + RvD1.

a mechanism involving I𝜅B𝛼 degradation. LPS binds to Tolllike receptor 4 (TLR4) to activate NF-𝜅B and thus induces
the transcription of proinflammatory mediators, leading to
endothelial hyperpermeability [40, 41]. The activation of NF𝜅B can inhibit the expression of TJ proteins [42]. Previous
studies show that the absence of I𝜅B𝛼 increased NF-𝜅B activity after stimulation with LPS [43]. We therefore speculated
that RvD1 might increase the expression of I𝜅B𝛼, causing an

increase in TJ protein expression. Our results showed that
LPS reduced the expression of I𝜅B𝛼, which was consistent
with the report [44]. Importantly, when we pretreated cells
with RvD1 before LPS stimulation, the expression of I𝜅B𝛼 was
enhanced. The NF-𝜅B inhibitor PDTC further enhanced the
protective effect of RvD1 on restoration of occludin but not
zo-1 expression in LPS-stimulated HUVECs. From the above
results, we concluded that RvD1 inhibited the LPS-induced
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Figure 4: Effects of ERK1/2 and NF-𝜅B inhibitors on the expression of zo-1 and occludin in HUVECs. The protein expression of zo-1 (a) and
occludin (b) were detected by western blotting. Densitometric analysis of the protein levels of zo-1 and occludin were shown (𝑛 = 3). Data
was expressed as mean ± s.e.m. ∗∗ 𝑃 < 0.01, ∗ 𝑃 < 0.05 versus LPS group; ## 𝑃 < 0.01, # 𝑃 < 0.05 versus control group; && 𝑃 < 0.01, & 𝑃 < 0.05
versus RvD1 + LPS group.

redistribution of occludin and enhanced its expression in
endothelial cells via a mechanism that partly involved the
I𝜅B𝛼 pathway. However, RvD1 did not affect zo-1 through the
I𝜅B𝛼 pathway, and the mechanism remains to be explored.
As an important regulator in signal transduction pathway, MAPK extracellular signal-regulated kinase (ERK) 1/2
(p44/p42, resp.) can activate many cell types during inflammation [45]. Treatment with LPS results in the loss of TJ
integrity and an increase in paracellular permeability in
corneal and alveolar epithelial monolayers [46, 47]. The
activation of ERK1/2 is also found to be associated with
TJ disruption through an H2 O2 -induced endothelial cell
monolayer [13]. LPS treatment induces the disruption of
epithelial barrier function in epithelial cells through a mechanism involving ERK1/2 phosphorylation [48] and induces
the redistribution of occludin and zo-1 from intercellular junctions [18]. Interestingly, pretreatment of cells with
RvD1 inhibits the activation of ERK1/2 and I𝜅B in the
lung tissues of mice [12]. In view of these findings, we
examined whether RvD1 could inhibit LPS-induced ERK1/2
activation and change endothelial permeability by protecting
TJ integrity in endothelial cells and whether the changes
in TJ protein expression could be reduced by inhibiting
ERK1/2 activation. Unexpectedly, our studies showed that
there were no differences in ERK1/2 phosphorylation in
HUVECs between the experimental groups. In addition, the
ERK1/2 inhibitor PD98059 had no effect on zo-1 and occludin
protein expression in LPS-induced HUVECs. These results
suggested that ERK1/2 signaling was not involved in the

protective effect of RvD1 in LPS-induced redistribution of TJ
proteins.
In summary, our findings revealed that RvD1 protected
against endothelial barrier dysfunction by increasing the
proteins expression of occuludin and zo-1 in LPS-induced
HUVECs and RvD1 did this via a mechanism that involved
the activation of I𝜅B𝛼 pathway but not ERK1/2 pathway.
Notably, many inflammatory diseases involve changes in
TJ protein expression and redistribution. All these were
regarded as accelerating the course of inflammatory diseases,
and research on tight junction proteins may thus become a
new therapeutic strategy for inflammatory diseases.
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[11] N. Chiang, G. Fredman, F. Bäckhed et al., “Infection regulates
pro-resolving mediators that lower antibiotic requirements,”
Nature, vol. 484, no. 7395, pp. 524–528, 2012.
[12] B. Wang, X. Gong, J.-Y. Wan et al., “Resolvin D1 protects mice
from LPS-induced acute lung injury,” Pulmonary Pharmacology
and Therapeutics, vol. 24, no. 4, pp. 434–441, 2011.
[13] C. G. Kevil, T. Oshima, B. Alexander, L. L. Coe, and J. S.
Alexander, “H2 O2 -mediated permeability: role of MAPK and
occludin,” The American Journal of Physiology—Cell Physiology,
vol. 279, no. 1, pp. C21–C30, 2000.
[14] D. Li and R. J. Mrsny, “Oncogenic Raf-1 disrupts epithelial
tight junctions via downregulation of occludin,” Journal of Cell
Biology, vol. 148, no. 4, pp. 791–800, 2000.
[15] A. Recchiuti, S. Krishnamoorthy, G. Fredman, N. Chiang, and
C. N. Serhan, “MicroRNAs in resolution of acute inflammation:

[16]

[17]

[18]

[19]

[20]

[21]

[22]

[23]

[24]

[25]

[26]

[27]

[28]

[29]

identification of novel resolvin D1-miRNA circuits,” The FASEB
Journal, vol. 25, no. 2, pp. 544–560, 2011.
T. H. Kim and J.-S. Bae, “Ecklonia cava extracts inhibit
lipopolysaccharide induced inflammatory responses in human
endothelial cells,” Food and Chemical Toxicology, vol. 48, no. 6,
pp. 1682–1687, 2010.
A. C. Chin, A. N. Flynn, J. P. Fedwick, and A. G. Buret, “The
role of caspase-3 in lipopolysaccharide-mediated disruption
of intestinal epithelial tight junctions,” Canadian Journal of
Physiology and Pharmacology, vol. 84, no. 10, pp. 1043–1050,
2006.
P. Sheth, N. Delos Santos, A. Seth, N. F. LaRusso, and R. K. Rao,
“Lipopolysaccharide disrupts tight junctions in cholangiocyte
monolayers by a c-Src-, TLR4 -, and LBP-dependent mechanism,” The American Journal of Physiology—Gastrointestinal
and Liver Physiology, vol. 293, no. 1, pp. G308–G318, 2007.
G. Fredman and C. N. Serhan, “Specialized proresolving
mediator targets for RvE1 and RvD1 in peripheral blood and
mechanisms of resolution,” Biochemical Journal, vol. 437, no. 2,
pp. 185–197, 2011.
P. Kumar, Q. Shen, C. D. Pivetti, E. S. Lee, M. H. Wu, and S. Y.
Yuan, “Molecular mechanisms of endothelial hyperpermeability: implications in inflammation,” Expert Reviews in Molecular
Medicine, vol. 11, article e19, 2009.
A. E. Medvedev, K. M. Kopydlowski, and S. N. Vogel,
“Inhibition of lipopolysaccharide-induced signal transduction
in endotoxin-tolerized mouse macrophages: dysregulation of
cytokine, chemokine, and Toll-like receptor 2 and 4 gene
expression,” Journal of Immunology, vol. 164, no. 11, pp. 5564–
5574, 2000.
R. Settimio, D. F. Clara, F. Franca, S. Francesca, and D. Michele,
“Resolvin D1 reduces the immunoinflammatory response of the
rat eye following uveitis,” Mediators of Inflammation, vol. 2012,
Article ID 318621, 9 pages, 2012.
Y. Jin, M. Arita, Q. Zhang et al., “Anti-angiogenesis effect of
the novel anti-inflammatory and pro-resolving lipid mediators,”
Investigative Ophthalmology and Visual Science, vol. 50, no. 10,
pp. 4743–4752, 2009.
G. P. van Nieuw Amerongen, C. M. L. Beckers, I. D. Achekar,
S. Zeeman, R. J. P. Musters, and V. W. M. van Hinsbergh,
“Involvement of Rho kinase in endothelial barrier maintenance,” Arteriosclerosis, Thrombosis, and Vascular Biology, vol.
27, no. 11, pp. 2332–2339, 2007.
M. Furuse, T. Hirase, M. Itoh et al., “Occludin: a novel integral
membrane protein localizing at tight junctions,” Journal of Cell
Biology, vol. 123, no. 6, pp. 1777–1788, 1993.
R. Al-Sadi, K. Khatib, S. Guo, D. Ye, M. Youssef, and T. Ma,
“Occludin regulates macromolecule flux across the intestinal
epithelial tight junction barrier,” The American Journal of
Physiology—Gastrointestinal and Liver Physiology, vol. 300, no.
6, pp. G1054–G1064, 2011.
B. T. Hawkins and T. P. Davis, “The blood-brain barrier/neurovascular unit in health and disease,” Pharmacological
Reviews, vol. 57, no. 2, pp. 173–185, 2005.
A. S. L. Yu, K. M. McCarthy, S. A. Francis et al., “Knockdown
of occludin expression leads to diverse phenotypic alterations
in epithelial cells,” The American Journal of Physiology—Cell
Physiology, vol. 288, no. 6, pp. C1231–C1241, 2005.
M. Saitou, K. Fujimoto, Y. Doi et al., “Occludin-deficient
embryonic stem cells can differentiate into polarized epithelial
cells bearing tight junctions,” Journal of Cell Biology, vol. 141, no.
2, pp. 397–408, 1998.

8
[30] A. S. Fanning, B. J. Jameson, L. A. Jesaitis, and J. M. Anderson,
“The tight junction protein ZO-1 establishes a link between the
transmembrane protein occludin and the actin cytoskeleton,”
Journal of Biological Chemistry, vol. 273, no. 45, pp. 29745–
29753, 1998.
[31] H. A. Edens and C. A. Parkos, “Modulation of epithelial and
endothelial paracellular permeability by leukocytes,” Advanced
Drug Delivery Reviews, vol. 41, no. 3, pp. 315–328, 2000.
[32] J.-D. Schulzke and M. Fromm, “Tight junctions: molecular
structure meets function,” Annals of the New York Academy of
Sciences, vol. 1165, pp. 1–6, 2009.
[33] S. Krishnamoorthy, A. Recchiuti, N. Chiang et al., “Resolvin
D1 binds human phagocytes with evidence for proresolving
receptors,” Proceedings of the National Academy of Sciences of
the United States of America, vol. 107, no. 4, pp. 1660–1665, 2010.
[34] P. Fu, A. A. Birukova, J. Xing et al., “Amifostine reduces
lung vascular permeability via suppression of inflammatory
signalling,” European Respiratory Journal, vol. 33, no. 3, pp. 612–
624, 2009.
[35] M. Ahdieh, T. Vandenbos, and A. Youakim, “Lung epithelial
barrier function and wound healing are decreased by IL-4
and IL-13 and enhanced by IFN-𝛾,” The American Journal of
Physiology—Cell Physiology, vol. 281, no. 6, pp. C2029–C2038,
2001.
[36] T. Oshima, F. S. Laroux, L. L. Coe et al., “Interferon-gamma
and interleukin-10 reciprocally regulate endothelial junction
integrity and barrier function,” Microvascular Research, vol. 61,
pp. 130–143, 2001.
[37] A. Youakim and M. Ahdieh, “Interferon-𝛾 decreases barrier
function in T84 cells by reducing ZO-1 levels and disrupting apical actin,” The American Journal of Physiology—Gastrointestinal
and Liver Physiology, vol. 276, no. 5, pp. G1279–G1288, 1999.
[38] B. D. Levy, “Resolvin D1 and resolvin E1 promote the resolution
of allergic airway inflammation via shared and distinct molecular counter-regulatory pathways,” Frontiers in Immunology, vol.
3, article 390, 2012.
[39] P. A. Baeuerle and D. Baltimore, “Nf-𝜅B: ten years after,” Cell,
vol. 87, no. 1, pp. 13–20, 1996.
[40] S.-Q. Wu and W. C. Aird, “Thrombin, TNF-𝛼, and LPS exert
overlapping but nonidentical effects on gene expression in
endothelial cells and vascular smooth muscle cells,” The American Journal of Physiology—Heart and Circulatory Physiology,
vol. 289, no. 2, pp. H873–H885, 2005.
[41] S. M. Opal, “The host response to endotoxin, antilipopolysaccharide strategies, and the management of severe sepsis,”
International Journal of Medical Microbiology, vol. 297, no. 5, pp.
365–377, 2007.
[42] T. Y. Ma, G. K. Iwamoto, N. T. Hoa et al., “TNF-𝛼induced increase in intestinal epithelial tight junction permeability requires NF-𝜅B activation,” The American Journal of
Physiology—Gastrointestinal and Liver Physiology, vol. 286, no.
3, pp. G367–G376, 2004.
[43] S. Gerondakis, R. Grumont, R. Gugasyan et al., “Unravelling
the complexities of the NF-𝜅B signalling pathway using mouse
knockout and transgenic models,” Oncogene, vol. 25, no. 51, pp.
6781–6799, 2006.
[44] C. C. Taggart, C. M. Greene, N. G. McElvaney, and S. O’Neill,
“Secretory leucoprotease inhibitor prevents lipopolysaccharideinduced I𝜅B𝛼 degradation without affecting phosphorylation or
ubiquitination,” Journal of Biological Chemistry, vol. 277, no. 37,
pp. 33648–33653, 2002.

Oxidative Medicine and Cellular Longevity
[45] J. M. Kyriakis and J. Avruch, “Mammalian mitogen-activated
protein kinase signal transduction pathways activated by stress
and inflammation,” Physiological Reviews, vol. 81, no. 2, pp. 807–
869, 2001.
[46] X.-J. Yi, Y. Wang, and F.-S. X. Yu, “Corneal epithelial tight
junctions and their response to lipopolysaccharide challenge,”
Investigative Ophthalmology and Visual Science, vol. 41, no. 13,
pp. 4093–4100, 2000.
[47] H. Eutamene, V. Theodorou, F. Schmidlin et al., “LPS-induced
lung inflammation is linked to increased epithelial permeability: role of MLCK,” European Respiratory Journal, vol. 25, no. 5,
pp. 789–796, 2005.
[48] V. B. Serikov, H. Choi, K. Schmiel et al., “Endotoxin induces
leukocyte transmigration and changes in permeability of the
airway epithelium via protein-kinase C and extracellular regulated kinase activation,” Journal of Endotoxin Research, vol. 10,
no. 1, pp. 55–65, 2004.

MEDIATORS
of

INFLAMMATION

The Scientific
World Journal
Hindawi Publishing Corporation
http://www.hindawi.com

Volume 2014

Gastroenterology
Research and Practice
Hindawi Publishing Corporation
http://www.hindawi.com

Volume 2014

Journal of

Hindawi Publishing Corporation
http://www.hindawi.com

Diabetes Research
Volume 2014

Hindawi Publishing Corporation
http://www.hindawi.com

Volume 2014

Hindawi Publishing Corporation
http://www.hindawi.com

Volume 2014

International Journal of

Journal of

Endocrinology

Immunology Research
Hindawi Publishing Corporation
http://www.hindawi.com

Disease Markers

Hindawi Publishing Corporation
http://www.hindawi.com

Volume 2014

Volume 2014

Submit your manuscripts at
http://www.hindawi.com
BioMed
Research International

PPAR Research
Hindawi Publishing Corporation
http://www.hindawi.com

Hindawi Publishing Corporation
http://www.hindawi.com

Volume 2014

Volume 2014

Journal of

Obesity

Journal of

Ophthalmology
Hindawi Publishing Corporation
http://www.hindawi.com

Volume 2014

Evidence-Based
Complementary and
Alternative Medicine

Stem Cells
International
Hindawi Publishing Corporation
http://www.hindawi.com

Volume 2014

Hindawi Publishing Corporation
http://www.hindawi.com

Volume 2014

Journal of

Oncology
Hindawi Publishing Corporation
http://www.hindawi.com

Volume 2014

Hindawi Publishing Corporation
http://www.hindawi.com

Volume 2014

Parkinson’s
Disease

Computational and
Mathematical Methods
in Medicine
Hindawi Publishing Corporation
http://www.hindawi.com

Volume 2014

AIDS

Behavioural
Neurology
Hindawi Publishing Corporation
http://www.hindawi.com

Research and Treatment
Volume 2014

Hindawi Publishing Corporation
http://www.hindawi.com

Volume 2014

Hindawi Publishing Corporation
http://www.hindawi.com

Volume 2014

Oxidative Medicine and
Cellular Longevity
Hindawi Publishing Corporation
http://www.hindawi.com

Volume 2014

