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Leukocyte recruitment is a hallmark of the inflammatory response. Migrating leukocytes breach the endothelium along with the
vascular basement membrane and associated pericytes. While much is known about leukocyte-endothelial cell interactions, the
mechanisms and role of pericytes in extravasation are poorly understood and the classical paradigm of leukocyte recruitment in
the microvasculature seldom adequately discusses the involvement of pericytes. Emerging evidence shows that pericytes are
essential players in the regulation of leukocyte extravasation in addition to their functions in blood vessel formation and blood-
brain barrier maintenance. Junctions between venular endothelial cells are closely aligned with extracellular matrix protein low
expression regions (LERs) in the basement membrane, which in turn are aligned with gaps between pericytes. This forms
preferential paths for leukocyte extravasation. Breaching of the layer formed by pericytes and the basement membrane entails
remodelling of LERs, leukocyte-pericyte adhesion, crawling of leukocytes on pericyte processes, and enlargement of gaps
between pericytes to form channels for migrating leukocytes. Furthermore, inflamed arteriolar and capillary pericytes induce
chemotactic migration of leukocytes that exit postcapillary venules, and through direct pericyte-leukocyte contact, they induce
efficient interstitial migration to enhance the immunosurveillance capacity of leukocytes. Given their role as regulators of
leukocyte extravasation, proper pericyte function is imperative in inflammatory disease contexts such as diabetic retinopathy
and sepsis. This review summarizes research on the molecular mechanisms by which pericytes mediate leukocyte diapedesis in
inflamed tissues.

1. Introduction

Recruitment of leukocytes to sites of infection or injury is
a tightly regulated multistep process controlled by leuko-
cyte interactions with the endothelial layer and the ability
of the leukocyte to breach the vascular wall. The complete
process of leukocyte penetration of the vascular wall is
referred to as diapedesis. Most of leukocyte-endothelial
interactions are observed in venular compartments [1–4].
However, exceptions exist in highly specialized vascular
beds where substantial numbers of adherent leukocytes
are observed in vessels other than venules, such as hepatic
sinusoids [5], pulmonary capillaries [6], and arterioles in
the heart [7]. The initial step described in the classical par-
adigm of leukocyte recruitment in venules is leukocyte
tethering to and rolling on the endothelium. These

transient adhesive interactions are mediated by endothelial
P-selectin/CD62P and E-selectin/CD62E binding to leuko-
cyte glycoprotein ligands such as P-selectin glycoprotein
ligand- (PSGL-) 1/CD162 and E-selectin ligand- (ESL-) 1.
The rolling leukocyte stops as it adheres to endothelial cells,
an interaction mediated by adhesion molecules expressed
on the endothelium, such as intercellular adhesion molecule-
(ICAM-) 1/CD54 and vascular cell adhesion molecule-
(VCAM-) 1/CD106. These molecules interact with leukocyte
β2 (lymphocyte function-associated antigen- (LFA-) 1;
CD11a/CD18) and α4 integrins, respectively [8]. Next, leuko-
cytes may crawl for variable distances on the endothelium via
ICAM-1 and macrophage-1 antigen (Mac-1; CD11b/CD18)-
dependent mechanism [9]. This step is followed by leukocyte
breaching of the endothelial layer, which mostly happens in
a paracellular fashion. This process is mediated by adhesion
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molecules on endothelial cells—platelet-endothelial cell
adhesion molecule- (PECAM-) 1/CD31, junctional adhe-
sion molecule- (JAM-) A, ICAM-2/CD102, and endothe-
lial cell-selective adhesion molecule (ESAM) [10–12].
The extravascular leukocyte then migrates in the intersti-
tium along a chemokine gradient.

Vascular walls of precapillary arterioles, capillaries,
and postcapillary venules are composed of an endothelial
layer, pericytes, and a basement membrane associated
with both cell types. Pericytes are contractile cells with
long processes wrapping around vessels. Pericytes are
present at intervals along the walls of capillaries and
venules with variable morphologies. Density of pericytes
in vasculature varies in different types of vessels and tis-
sues. Pericyte-to-endothelial cell ratios in humans can
range from 1 : 1 in the retina, 1 : 10 in the lung, and
1 : 12.4 (±7.1) in the dermis [13, 14]. Pericytes are mainly
identified by the expression of α-smooth muscle actin,
neural/glial antigen 2 (NG2), platelet-derived growth fac-
tor receptor- (PDGFR-) β, nestin, desmin, CD146, and
FOXD1 progeny [15–21]. The role of pericytes in blood
flow regulation in different tissues is still debated. Inter-
estingly, in the brain, pericytes were shown to contribute
to postischemic injury by reducing capillary red blood
cell flow through their persistent contraction around cap-
illaries [22].

Pericytes are involved in fine-tuning inflammatory
responses by controlling leukocyte diapedesis. Pericyte-
mediated leukocyte diapedesis involves crawling through
the basement membrane, adhesion to and crawling on
pericytes, and finally migration through pericyte gaps into
interstitial space towards inflammatory foci [23]. Before
migrating through gaps between pericytes, neutrophils first
interact with adhesion molecules on the surface of pericytes
[24]. After stimulation with cytokines, pericytes express
higher levels of proinflammatory molecules, such as major
histocompatibility complexes (MHC II), and are able to
increase the phagocytic activity of neutrophils [25]. This
review will further describe specific cellular and molecular
mechanisms of these leukocyte-pericyte interactions with
an emphasis on murine neutrophils and monocytes—the
cells that are the focus of most studies on this topic.

2. Pericytes Mediate Leukocyte Diapedesis

Leukocyte migration through the vascular wall is commonly
observed to happen along specific paths, with several leuko-
cytes exiting through the same area. These paths are charac-
terized by regions with lower levels of extracellular matrix
proteins in the venular basement membrane, specifically
laminin 8, laminin 10, collagen IV, and nidogen [24, 26].
These areas are termed low expression regions (LERs). LERs
are closely aligned with endothelial cell junctions and
pericyte gaps in small venules of murine cremaster muscle,
forming the aforementioned preferential paths for leukocyte
migration [24]. Specifically, the majority of neutrophils were
associated with endothelial cell junctions (mostly at tricellu-
lar junctions), and over 75% of neutrophils were aligned with
LERs and pericyte gaps in interleukin-1β- (IL-1β-) treated

cremaster venules [24]. Neutrophils were not observed to
go through pericyte bodies and only migrated through peri-
cyte gaps. This suggests that pericyte position influences the
route of leukocyte migration through the endothelial layer.
LERs that were aligned with pericyte gaps were found in
the basement membrane of venules of various organs in
mice, including the cremaster muscle, skin, mesentery,
peritoneal wall, and diaphragm [26]. The quantity and size
of LERs varied widely between the different tissues, with
trends indicating that smaller venules had smaller LERs but
in greater numbers [26].

Neutrophils express integrin receptors, such as α2β1 and
α6β1, for collagen IV and laminin 10 in the vascular
membrane [24]. Neutrophil migration through LERs in lam-
inin 10, laminin 8, and type IV collagen networks in response
to various inflammatory mediators, such as leukotriene B4
(LTB4), CXCL1/keratinocyte chemoattractant (KC), tumor
necrosis factor- (TNF-) α, and endotoxin as well as ische-
mia/reperfusion injury, was shown to cause the LERs to
expand in cremaster muscle venules [26]. The same study
also confirmed that neutrophils induce LER enlargement in
mouse skin after intradermal injection of TNF-α. A portion
of neutrophils that transmigrated through the LERs of the
cremaster venules in response to topical LTB4, or intrascrotal
injection of CXCL1, TNF-α, or endotoxin, was observed to
carry cleaved laminin 10 and laminin 8 fragments on their
surface but no collagen IV fragments were detected [26]. This
may be a potential mechanism of LER remodelling character-
ized by enlargement and thinning of these regions [26, 27].
The serine protease neutrophil elastase on the surface of
transmigrating cells [28] contributed to the observed LER
remodelling [24]. Interestingly, monocytes did not appear
to remodel the LERs as the neutrophils did, suggesting that
leukocyte-specific mechanisms for migration through LERs
exist [26]. Moreover, monocytes do not enlarge LERs
because they are of small diameter, are more deformable
than neutrophils, and form narrower protrusions, allowing
them to squeeze through LERs of the venular basement
membrane in CCL2/monocyte chemoattractant protein-
(MCP-) 1-stimulated cremaster muscle [29].

LER enlargement also happens in concert with pericyte
gap enlargement. Confocal microscopy of cremaster
postcapillary venules of αSMA-RFPcherry × Lys-EGFP-ki
mice with fluorescent pericytes and leukocytes provided
insight into how neutrophils interact with pericyte gaps to
breach the pericyte layer [30]. The authors showed that the
expression and activation of TNF-α and IL-1β receptors on
pericytes increase their expression of ICAM-1 and CXCL1
and that pericyte gaps enlarge in response to stimulation by
TNF-α or IL-1β. The pericyte-derived CXCL1 induced
neutrophil crawling on pericyte processes in vivo until the
neutrophils reached gaps between adjacent pericytes. This
crawling behaviour was mediated by ICAM-1 interactions
with Mac-1 and LFA-1 and was a prerequisite for neutrophils
to breach the pericyte layer [30]. Furthermore, neutrophils
were shown to preferentially migrate through gaps that were
8–50 μm in size between two pericytes and that were rich in
CXCL1 and ICAM-1 expression at the gap border. Several
leukocytes were shown to exit through a given gap. The first
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cell to breach a gap moved slower and with a more torturous
path than subsequent migrating cells. Also, the leading leu-
kocyte appeared more hesitant by inserting a protrusion
through a gap multiple times at different sites before finally
migrating through it. Of note, the authors did not observe
any pericyte transcellular migration [30].

The ultrastructural details behind neutrophil and peri-
cyte contacts were observed using scanning force micros-
copy [23]. TNF-α-stimulated porcine pericytes expressed
ICAM-1 and interacted with neutrophils through cellular
extensions that both cell types formed. Pericyte extensions
were generally broader and larger than neutrophil exten-
sions. However, after neutrophils interacted with peri-
cytes, neutrophil extensions grew to almost the same
height and width as the pericyte extensions [23]. While
Proebstl et al. found that pericyte gap enlargement in
inflammatory conditions was independent of interactions
with neutrophils [30], another study reported that contact
between neutrophils and pericytes causes gap enlargement
in IL-1β-stimulated cremasteric venules as well as peri-
cyte relaxation in culture [27]. Pericyte relaxation and
gap expansion allowed for increased neutrophil transmi-
gration. Treatment of mice with neutralizing antibodies to
ICAM-1 or α6 integrin (laminin receptor) halted neutrophils
in the basement membrane, which prevented neutrophil-
pericyte contact, and consequently, there was no gap or
LER enlargement [27]. The authors also showed that the neu-
trophil contact-induced pericyte relaxation occurred via
decrease in RhoA/ROCK pathway signaling which led to
the loss of stress fibers and focal adhesions in pericytes
in vitro [27]. Pericyte relaxation also appears to be mediated
by endothelial macrophage migration inhibitory factor
(MIF). Mice with conditional knockout of endothelial cell
MIF that were treated intranasally with lipopolysaccharide
(LPS) had significantly decreased leukocyte infiltration in
the lung interstitial space, alveoli, and bronchoalveolar lavage
fluid, which was associated with decreased venular pericyte
relaxation [31].

Pericytes contribute to a mechanism involving temporal
and spatial distribution of chemokines across the venular
wall, which ensures unidirectional luminal-to-abluminal
neutrophil migration [32]. Mice deficient in CXCR2 (chemo-
kine receptor for CXCL1 and CXCL2/macrophage inflam-
matory protein- (MIP-) 2) and mice treated with
neutralizing antibodies to CXCL1 and CXCL2 have blunted
neutrophil transmigration in cremaster venules after local
stimulation with TNF-α. Specifically, blockade of CXCL1
inhibited neutrophil-endothelial adhesion and intraluminal
crawling while blockade of CXCL2 blunted leukocyte trans-
endothelial migration. Neutrophil crawling on pericytes was
also abrogated by the neutralization of CXCL1, and conse-
quently, the neutrophils accumulated in the venular wall.
Thus, the sequential effects of CXCL1 and CXCL2 and then
again CXCL1 are necessary for successful leukocyte diapede-
sis [32]. The endothelial cells were the source of luminal
CXCL1, and pericytes were the source of abluminal CXCL1.
Neutrophils produced CXCL2 and deposited the chemokine
on the atypical chemokine receptor 1 (ACKR1) which is
enriched at endothelial cell junctions. Endothelial ACKR1

was necessary for depositing CXCL2 at endothelial cell
junctions, which was essential for luminal-to-abluminal neu-
trophil migration. Figure 1 outlines generalized steps of
pericyte-mediated leukocyte extravasation derived from
studies on the cremaster muscle.

Intriguingly, venular pericytes are not the only ones that
interact with and influence leukocytes during inflammation.
Stark et al. delineated a role for arteriolar and capillary
pericytes in the murine skin microcirculation in potentiating
leukocyte responses to inflammatory stimuli using intravital
two-photon microscopy of NG2-DsRed-CX3CR1-GFP and
NG2-DsRed-LysM-eGFP mice [33]. The authors showed
that arteriolar and capillary pericytes increase expression of
ICAM-1 and secrete MIF in response to subcutaneous injec-
tion of TNF. The authors also showed that human placental
pericytes trigger chemotaxis of neutrophils and monocytes
via MIF. In vivo, MIF secretion induced the chemotactic
migration of neutrophils and monocytes that exited inflamed
postcapillary venules, leading to contact with capillary and
arteriolar pericytes via ICAM-1. Specifically, pericytes
formed pathways along capillaries and arterioles for rapid
migration of extravasated leukocytes. Blocking ICAM-1
resulted in lower frequency, velocity, and duration of
pericyte-leukocyte interactions [33]. The pericyte-myeloid
cell interaction made the interstitial migration of neutrophils
and macrophages towards inflammatory foci more efficient
after subcutaneous injection of the bacterial peptide N-for-
mylmethionyl-leucyl-phenylalanine. The interaction also
increased their immunosurveillance capacity in addition to
stimulating these myeloid cells to express activation markers,
adhesion molecules, and Toll-like receptors (TLRs) [33].

3. Effects of Inflammatory Mediators on
Pericyte Interactions with Leukocytes

The effects of various proinflammatory molecules on pericyte
morphology and behaviour in relation to leukocyte responses
are summarised as follows.

3.1. Damage-Associated Molecular Patterns (DAMPs) and
Pathogen-Associated Molecular Patterns (PAMPs). DAMPs
and PAMPs are conserved molecular patterns recognized
by pattern recognition receptors, including TLRs, which ini-
tiate a rapid innate immune response. PAMPs refer to com-
mon molecular motifs on microorganisms while DAMPs
are endogenous molecules released or exposed by damaged
or dying cells in the host. DAMPs and PAMPs trigger the
expression of adhesion molecules and chemokines on the
surface of endothelial cells, which promotes neutrophil
migration to sites of tissue damage or infection [33]. Stimula-
tion of pericytes with LPS and incubation with DAMPs
induced pericytes to express chemoattractants, such as
CXCL1, CXCL8/IL-8, and CCL2 as well as MIF and IL-6
[33, 34]. These chemoattractants efficiently induced the
chemotaxis of monocytes and neutrophils.

3.2. TNF-α. TNF-α affects pericyte expression of integrins
which in turn affects pericyte interactions with compo-
nents of the extracellular matrix [35]. Pericytes express
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α1β1 and α2β1 integrins, which bind collagen. Pericytes
also express α5 and α6 integrins, which bind fibronectin
and laminin, respectively. Pericytes particularly express
high levels of α5 integrin and lower levels of α1, α2, and α6
integrins. Adhesion assays showed that pericytes strongly
attach to fibronectin and collagen I and IV, weakly attached
to laminin-1, and do not attach to heparan sulfate proteogly-
can [35]. Fibronectin and collagen I promote remodelling of
pericyte shape. Function-blocking antibodies showed that
α2 integrin is necessary for adhesion of pericytes to collagen.
In culture, TNF-α caused pericytes to change their expression
of integrins from α1 to α2 to stimulate pericyte proliferation
and change in pericyte morphology and motility [35]. Also,
stimulation of human brain pericytes with TNF-α increased
expression of VCAM-1, resulting in a threefold increase in
T cell adhesion to pericytes [36, 37].

3.3. IL-1β. IL-1β enhances pericyte secretion of sVCAM-1,
CX3CL1 (fractalkine), CCL2, and IL-6 [38]. IL-1β, LPS, and
TNF-α are potent inducers of CXCL8 secretion by pericytes,
which chemoattracts neutrophils to pericytes in culture. In
coculture of primary porcine brain capillary endothelial
cells and primary porcine brain capillary pericytes, these
inflammatory mediators induced neutrophil transmigration.
This process was supported bymetalloproteinase-9 (MMP-9)
[25]. Specifically, MMP-9 released neutrophils that adhered

to pericytes, and inhibition of MMP-9 enhanced adhesion
of neutrophils to pericytes.

3.4. IFN-γ. Interferon-γ- (IFN-γ-) stimulated pericytes do
not secrete CXCL8 and do not increase transendothelial neu-
trophil migration when compared to non-IFN-γ-stimulated
pericytes [25]. Also, IFN-γ stimulation of pericytes reduced
activation of T cell receptors through cell-to-cell contact,
and pericytes in long-term cultures highly express T cell
inhibitors program death ligands 1 and 2 (PD-L1 and PD-
L2) when stimulated with IFN-γ [39]. Moreover, IFN-γ-
treated MHC II pericytes did not stimulate allogeneic CD4
T cell proliferation or cytokine production, indicating that
pericytes are poorly immunogenic [40]. These studies
suggest that IFN-γ skews pericytes towards an immuno-
suppressive phenotype.

3.5. IL-17. IL-17 is mainly secreted by T helper 17 cells but is
also produced by other types of T cells, natural killer cells,
type 3 innate lymphocytes, and particular subtypes of neutro-
phils. IL-17 has two receptor types, IL-17RA and IL-17RC.
Pericytes are more responsive to IL-17 stimulation compared
to human umbilical and dermal endothelial cells, and all
three express low levels of IL-17RC [41]. IL-17 increased
both mRNA and protein expression of IL-6 and CXCL8 by
pericytes. Pericytes activated with IL-17 had increased
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via interactions of selectins with leukocyte carbohydrate ligands. Rolling leukocytes slow down and firmly adhere to the endothelium through
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expression of proinflammatory factors, including granulo-
cyte colony-stimulating factor, granulocyte-macrophage
colony-stimulating factor, CXCL1, CXCL6, and CXCL8.
When TNF-α was added with IL-17, pericytes had a greater
increase in expression of IL-6, CXCL8, CXCL5, and CCL20
transcripts, highlighting the synergistic effects of IL-17 and
TNF-α on pericytes. Moreover, IL-17-stimulated pericytes
caused neutrophils to synthesize TNF-α, IL-1α, IL-1β, and
CXCL8. In general, IL-17-stimulated pericytes enhance
neutrophil activation, cytokine production, survival, and
phagocytic capacity compared with basal pericytes [41].
Thus, IL-17 promotes pericyte modulation of neutrophil
function in inflammation.

4. Signaling Pathways in Pericytes during
Leukocyte Extravasation

Inhibition of RhoA/ROCK signaling pathways in pericytes
induces pericyte relaxation, creating larger gaps between
pericytes [27]. Pericytes relax when neutrophils form direct
contacts with them, causing pericytes to become elongated
and narrower with increased motility. Transwell insert
approach was used to observe transmigration of neutrophils
through a single layer of pericytes [27]. In the same study,
pericytes were treated with drugs that either activate or
deactivate RhoA signaling pathway to change pericyte
monolayer permeability. Norepinephrine was used to acti-
vate the RhoA pathway, which maintains stress fibers and
focal adhesions, and causes contraction of pericytes. Nor-
epinephrine decreased pericyte gap area along with the abil-
ity of leukocytes to penetrate these gaps. Before penetration,
neutrophils migrate through the space between endothelial
cells and pericytes. Norepinephrine increased the retention
of neutrophils in this space. On the other hand, Tolazoline,
which inhibits RhoA activity, significantly enlarged pericyte
gaps and LERs, ultimately increasing leukocyte extravasa-
tion [27]. LPS-stimulated pericytes also induce the MyD88
pathway, and inhibition of the MyD88 pathway caused a
6-fold decrease in neutrophil recruitment and reduction in
the amount of activated proinflammatory macrophages in
the mouse kidney [34].

5. Pericytes in Disease

5.1. T Cells and the Tumor Microenvironment. Pericytes
generally support leukocyte transmigration into interstitial
tissue but not CD4 T cell recruitment in the tumor microen-
vironment. Tumor-derived vascular pericytes induce CD4 T
cell inactivation/dysfunction, which is thought to influence
immune surveillance during continuous tumor growth [42].
This was demonstrated using isolated CD4 T cells from
ovalbumin- (OVA-) immunized mice with pericytes incu-
bated in the presence of OVA, where ICAM-1 expression
on tumor-derived pericytes engaged LFA-1 on CD4 T cells
to induce anergy. Mechanisms underlying the effects of peri-
cytes on T cells have been examined using human cultured
cells. Human placental MHC II- (untreated) pericytes and
MHC II+ (treated with IFN- γ) pericytes cultured across
semipermeable membranes from allogeneic endothelial

cell/CD4 T cell cocultures consistently inhibited CD4 T cell
proliferation [40]. However, addition of neutralizing anti-
bodies to pericytes against either IL-10, transforming growth
factor-β (TGF-β), or both significantly relieved the inhibi-
tion of CD4 T cell production caused by MHC II+ pericytes.
Furthermore, human pericytes have high expression of PD-
L1 and PD-L2 under stimulation of IFN- γ [39]. They do
not induce activation or generation of allogeneic resting T
cells without IFN-γ and instead increase the frequency of
allogeneic CD25highFoxP3+ T regulatory cells. Addition of
TGF-β1 to human brain pericytes can also reduce gene
expression of chemokines and adhesion molecules, specifi-
cally CXCL8, CX3CL1, CCL2, and VCAM-1 [38]. Pericytes
were observed to contribute to immunosuppression in
humanmalignant glioma environment where they negatively
correlated with leukocyte recruitment and infiltration of
tumors by CD8 T cells in particular [43]. Conversely, in
another clinical study, pericytes contributed to the produc-
tion of CXCL9, which formed heterocomplexes with
CXCL12 in brain biopsies. These chemokines attracted
CD8 effector T cells and malignant B cells into the primary
central nervous system lymphoma in human tissues, which
is a histological feature of the tumor [44]. Pericytes also influ-
ence metastasis, but this topic is beyond the scope of this
review and is discussed elsewhere [45].

5.2. Diabetes. The retina has the largest pericyte density in the
human body. Loss of retinal pericytes is a symptom of early-
stage diabetic retinopathy in patients and animal studies. In
T cell function assays, mouse and human retinal pericytes
inhibited T cell responses by expressing PD-L1 through
direct cell-to-cell contact with T cells [46]. This mechanism
protected retinal endothelial cells from T cell-mediated
apoptosis. However, under hyperglycemic media culture
conditions, retinal pericytes are less immunosuppressive
towards T cells. Thus, reduced immunosuppression by peri-
cytes may contribute to the chronic and uncontrolled retinal
inflammation in diabetic patients [46]. PDGFβ is involved in
the recruitment of pericytes, and PDGFβ+/- mice with
diabetic retinopathy had decreased pericyte density and
developed microvascular lesions in the retina [47]. High
glucose conditions can cause an imbalance between proapop-
totic and prosurvival factors in human retinal pericytes.
Human retinal pericytes cultured in intermittent high glu-
cose and/or hypoxic conditions had an increase in proa-
poptotic molecules including Fas ligand (FasL), active
caspase-8, tBid, p53, and Bax [48]. FasL binds to Fas
receptor to activate intracellular factors, which causes
activation of caspase-8 and pericyte apoptosis. Interest-
ingly, in a diabetic mouse model, recruitment of leuko-
cytes via ICAM-1/β2 integrin interactions in the retinal
microvasculature led to a loss of endothelial cells and
pericytes, resulting in an increased number of acellular
capillaries [49].

It is important to note that high glucose-induced activa-
tion or dysfunction of pericytes can be suppressed/prevented
by ascorbic acid (vitamin C) treatment. Recent studies indi-
cate that ascorbic acid effectively prevents pericyte apoptosis
induced by high glucose concentration [50, 51]. Ascorbic
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acid is sequestered in pericytes, potentially allowing pericytes
to provide a small supply of vitamin C to neighbouring
endothelial cells [50, 51]. Human brain pericytes cultured
in glucose for six days with ascorbate showed that high
glucose in both long- and short-term cultures depleted intra-
cellular ascorbate in pericytes and increased pericyte apopto-
sis [50]. However, daily addition of 50 or 100 μM ascorbate
decreased apoptosis of pericytes cultured under basal and
high glucose concentration. Pericytes were also cultured in
high levels of glucose for six to seven days to determine if
increased apoptosis in high glucose-induced pericytes is
caused by receptor for advanced glycation end products
(RAGE) activation. Addition of a RAGE inhibitor prevented
apoptosis in high glucose-treated pericytes [50]. In addition,
although pericytes used the ascorbate transporter SVCT2 to
take up ascorbic acid, there was net efflux of ascorbate [51].
The authors suggested that ascorbate efflux from pericytes
has the potential to act as an important mechanism for sup-
plying vitamin C to neighbouring endothelial cells when
extracellular concentration of ascorbate is decreased under
oxidative stress [51].

5.3. Sepsis (Endotoxemia). Pericytes are not merely passive
mural cells but active participants in the inflammatory
response. LPS-stimulated pericytes express TLR4 [52]. Using
RT-PCR approach, it has been shown that stimulation of rat
microvascular lung pericytes with LPS for 4 h results in an
increase in mRNA of CD14, TLR2, and TLR4 expression that
is maintained up to 18 h [52]. Activation of pericyte TLR4
elicits the production of various cytokines. Specifically,
LPS-stimulated pericytes displayed nuclear accumulation of
NF-κB and increased protein expression of cytokines and
chemokines—CXCL8, IL-6, CXCL1, CCL2, CXCL2, and
CXCL3—and adhesion molecules such as ICAM-1 and
VCAM-1 [53]. The increased expression of ICAM-1 and
VCAM-1 on pericytes resulted in increased peripheral blood
leukocyte adhesion to the pericyte monolayer. These in vitro
experiments support the notion that pericytes have patho-
physiological implications in sepsis.

Maintaining pericyte attachment in the microvascular
network is crucial to prevent vascular leakage and excessive
leukocyte recruitment in sepsis. To study the basis of pericyte
loss in sepsis, mice were treated with LPS. LPS decreased the
expression of sirtuin 3 (Sirt3), hypoxia inducible factor (HIF-
2α), and Notch3 in the lungs [54]. LPS treatment also
reduced the density of pericytes, increased angiogenin 2
(Ang-2), and decreased Ang-1 and tyrosine-protein kinase
receptor (Tie-2) expression. Knockout of Sirt3 increased
expression of Ang-2 but decreased expression of Tie-2,
HIF-2α, and Notch3, resulting in an overall loss of pericyte
coverage and an increase in vascular leakage 24 h after LPS
treatment. However, overexpression of Sirt3 reduced Ang-2
expression and increased Ang-1, Tie-2, HIF-2α, and Notch3
expression in LPS-treated mice, which attenuated LPS-
induced pericyte loss and vascular leakage. Interestingly, a
reduction in pericyte density was accompanied by increased
neutrophil/macrophage CD11b+ infiltration in both the heart
and lung after LPS treatment [54]. The neutrophil/macroph-
age CD11b+ infiltration was further exacerbated by Sirt3

knockout, while overexpression of Sirt3 reduced the number
of infiltrating cells. The authors believe that pericyte loss pro-
motes leukocyte infiltration in tissues. Another study also
found that intraperitoneal LPS treatment of mice caused dis-
ruption of the blood-brain barrier by causing disorganization
of the basal lamina and pericyte detachment 6–24 h after
injection [55]. This outcome was further compounded by
the increase in microglial activation characterized by
enlarged cytoplasm and cell bodies, irregular shape, and
enhanced microglia Iba-1 staining [55]. Thus, pericytes
may be a potential therapeutic target given the significance
of pericyte integrity in diseases like septic encephalopathy.

6. Conclusion and Future Perspectives

The role of pericytes in inflammation has been traditionally
underappreciated. Pericytes act as sensors and regulators of
inflammatory processes in the microvasculature with an
important impact on leukocyte function [33]. Pericytes not
only support leukocytes during diapedesis; they also potenti-
ate leukocyte effector functions in the interstitial space.
Pericyte gaps maintain the integrity of the basement mem-
brane by forming preferential paths for leukocyte recruit-
ment in addition to forming a barrier to excessive leukocyte
extravasation [24]. Thus, the role of pericytes in diseases that
are driven by chronic inflammation should be further inves-
tigated. For example, in animal models of peritoneal dialysis,
the peritoneal catheter implant was found to significantly
contribute to pathological peritoneal membrane alterations,
namely fibrosis and new vessel formation [56]. These vessels
were found to have significantly increased levels of leukocyte-
endothelial cell interactions and increased numbers of extra-
vascular leukocytes. Given that loss of pericytes on venules
leads to increased leukocyte infiltration, it is possible that
there is either a lack of pericytes or presence of dysfunctional
pericytes on the immature venules that form in the peritoneal
lining, allowing for excess leukocyte extravasation and con-
stant inflammation in the peritoneum that ultimately leads
to dialysis technique failure. Also, the regenerated microvas-
culature in the mouse extensor digitorum longus muscle after
ischemia-induced obliteration is characterized by abnormal
architecture and microvascular dysfunction, manifested as
altered red blood cell dynamics and inadequate oxygenation
[57]. Further investigation is warranted into whether venules
of the regenerated microvasculature have aberrant pericyte
coverage or function. The altered pericyte density or function
may lead to increased leukocyte infiltration in the steady
state, contributing to ongoing inflammation that prevents
the microvasculature from working properly. Lastly, micro-
vascular dysfunction is a hallmark of sepsis [58, 59]. One of
the ways in which microvascular dysfunction is manifested
in a rat model of septic skeletal muscle microcirculation is
intermittent and stopped flow of red blood cells through
the capillaries. It would be important to establish whether
capillary pericyte constriction contributes to stopped-flow
capillaries of the skeletal muscle in the early stage of sepsis.

Given their role in inflammation, pericytes are potential
targets for anti-inflammatory therapies. Pericytes suppress
T cell reactions in the retina, which protects retinal
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endothelial cells from inflammation-mediated apoptosis.
However, this immunosuppressive ability of retinal pericytes
is lost under hyperglycemic conditions. Under septic condi-
tions, the functionality and density of pericytes in capillary
networks are altered, causing increased vascular leakage
and interactions with leukocytes.

Further studies are necessary to investigate how pericytes
mediate extravasation of specific leukocyte subtypes other
than neutrophils to sites of inflammation and how they
may be mutually influenced by perivascular macrophages
and mast cells. Also, whether pericytes regulate reverse
migration of leukocytes across the vascular wall remains to
be investigated along with the molecular mechanisms of this
poorly understood process [60]. Most studies on the interac-
tions of pericytes and leukocytes used in vitro approaches
and require further confirmation in vivo with intravital video
microscopy techniques. In particular, studies are needed to
address inflammatory function(s) of pericytes in animal
disease models and more work needs to be done on human
cells/tissues in order to increase clinical relevance of pericyte
function in inflammation.

Conflicts of Interest

The authors declare that no conflicts of interest exist.

Acknowledgments

We thank Jacqueline Chevalier (University of Western
Ontario) for her useful input. We are also grateful for the edi-
torial comments provided by Gediminas Cepinskas (Univer-
sity of Western Ontario). This work was funded by the
Collaborative Health Research Projects.

References

[1] P. M. Kowalewska, L. L. Burrows, and A. E. Fox-Robichaud,
“Intravital microscopy of the murine urinary bladder micro-
circulation,” Microcirculation, vol. 18, no. 8, pp. 613–622,
2011.

[2] P. M. Kowalewska, U. T. Nguyen, L. L. Burrows, and A. E. Fox-
Robichaud, “Syndecan-1 (CD138) deficiency increases Staphy-
lococcus aureus infection but has no effect on pathology in a
mouse model of peritoneal dialysis,” Journal of Biomedical Sci-
ence, vol. 23, 2016.

[3] K. Ley and P. Gaehtgens, “Endothelial, not hemodynamic, dif-
ferences are responsible for preferential leukocyte rolling in rat
mesenteric venules,” Circulation Research, vol. 69, no. 4,
pp. 1034–1041, 1991.

[4] H. N. Mayrovitz, S. J. Kang, B. Herscovici, and R. N. Sampsell,
“Leukocyte adherence initiation in skeletal muscle capillaries
and venules,” Microvascular Research, vol. 33, no. 1, pp. 22–
34, 1987.

[5] A. Fox-Robichaud and P. Kubes, “Molecular mechanisms of
tumor necrosis factor α-stimulated leukocyte recruitment into
the murine hepatic circulation,” Hepatology, vol. 31, no. 5,
pp. 1123–1127, 2000.

[6] W. M. Kuebler, J. Borges, A. Sckell et al., “Role of L-selectin in
leukocyte sequestration in lung capillaries in a rabbit model of

endotoxemia,” American Journal of Respiratory and Critical
Care Medicine, vol. 161, no. 1, pp. 36–43, 2000.

[7] W. Li, R. G. Nava, A. C. Bribriesco et al., “Intravital 2-photon
imaging of leukocyte trafficking in beating heart,” Journal of
Clinical Investigation, vol. 122, no. 7, pp. 2499–2508, 2012.

[8] A. L. Patrick, J. Rullo, S. Beaudin, P. Liaw, and A. E. Fox-Robi-
chaud, “Hepatic leukocyte recruitment in response to time-
limited expression of TNF-α and IL-1β,” American Journal
of Physiology-Gastrointestinal and Liver Physiology, vol. 293,
no. 4, pp. G663–G672, 2007.

[9] M. Phillipson, B. Heit, P. Colarusso, L. Liu, C. M. Ballantyne,
and P. Kubes, “Intraluminal crawling of neutrophils to emigra-
tion sites: a molecularly distinct process from adhesion in the
recruitment cascade,” The Journal of Experimental Medicine,
vol. 203, no. 12, pp. 2569–2575, 2006.

[10] M. T. Huang, K. Y. Larbi, C. Scheiermann et al., “ICAM-2
mediates neutrophil transmigration in vivo: evidence for
stimulus specificity and a role in PECAM-1–independent
transmigration,” Blood, vol. 107, no. 12, pp. 4721–4727,
2006.

[11] S. Nourshargh, F. Krombach, and E. Dejana, “The role of JAM-
A and PECAM-1 in modulating leukocyte infiltration in
inflamed and ischemic tissues,” Journal of Leukocyte Biology,
vol. 80, no. 4, pp. 714–718, 2006.

[12] F. Wegmann, B. Petri, A. G. Khandoga et al., “ESAM supports
neutrophil extravasation, activation of Rho, and VEGF-
induced vascular permeability,” The Journal of Experimental
Medicine, vol. 203, no. 7, pp. 1671–1677, 2006.

[13] P. Helmbold, J. Wohlrab, W. C. Marsch, and R. C. Nayak,
“Human dermal pericytes express 3G5 ganglioside - a new
approach for microvessel histology in the skin,” Journal of
Cutaneous Pathology, vol. 28, no. 4, pp. 206–210, 2001.

[14] D. Shepro and N. M. Morel, “Pericyte physiology,” The FASEB
Journal, vol. 7, no. 11, pp. 1031–1038, 1993.

[15] M. Crisan, M. Corselli, W. C. W. Chen, and B. Péault,
“Perivascular cells for regenerative medicine,” Journal of
Cellular and Molecular Medicine, vol. 16, no. 12,
pp. 2851–2860, 2012.

[16] A. P. Hall, “Review of the pericyte during angiogenesis and its
role in cancer and diabetic retinopathy,” Toxicologic Pathology,
vol. 34, no. 6, pp. 763–775, 2006.

[17] F. J. Huang, W. K. You, P. Bonaldo, T. N. Seyfried, E. B. Pas-
quale, and W. B. Stallcup, “Pericyte deficiencies lead to aber-
rant tumor vascularizaton in the brain of the NG2 null
mouse,” Developmental Biology, vol. 344, no. 2, pp. 1035–
1046, 2010.

[18] C. Hung, G. Linn, Y.-H. Chow et al., “Role of lung pericytes
and resident fibroblasts in the pathogenesis of pulmonary
fibrosis,” American Journal of Respiratory and Critical Care
Medicine, vol. 188, no. 7, pp. 820–830, 2013.

[19] Y. Kunisaki, I. Bruns, C. Scheiermann et al., “Arteriolar niches
maintain haematopoietic stem cell quiescence,” Nature,
vol. 502, no. 7473, pp. 637–643, 2013.

[20] C. Pieper, J. J. Marek, M. Unterberg, T. Schwerdtle, and H. J.
Galla, “Brain capillary pericytes contribute to the immune
defense in response to cytokines or LPS in vitro,” Brain
Research, vol. 1550, pp. 1–8, 2014.

[21] E. A. Winkler, R. D. Bell, and B. V. Zlokovic, “Pericyte-specific
expression of PDGF beta receptor in mouse models with nor-
mal and deficient PDGF beta receptor signaling,” Molecular
Neurodegeneration, vol. 5, no. 1, p. 32, 2010.

7Mediators of Inflammation



[22] C. N. Hall, C. Reynell, B. Gesslein et al., “Capillary pericytes
regulate cerebral blood flow in health and disease,” Nature,
vol. 508, no. 7494, pp. 55–60, 2014.

[23] C. Pieper and H.-J. Galla, “Ultra structure analysis of cell–cell
interactions between pericytes and neutrophils in vitro,” Bio-
chemical and Biophysical Research Communications, vol. 445,
no. 1, pp. 180–183, 2014.

[24] S. Wang, M.-B. Voisin, K. Y. Larbi et al., “Venular basement
membranes contain specific matrix protein low expression
regions that act as exit points for emigrating neutrophils,”
The Journal of Experimental Medicine, vol. 203, no. 6,
pp. 1519–1532, 2006.

[25] C. Pieper, P. Pieloch, and H. J. Galla, “Pericytes support neu-
trophil transmigration via interleukin-8 across a porcine co-
culture model of the blood-brain barrier,” Brain Research,
vol. 1524, pp. 1–11, 2013.

[26] M.-B. Voisin, D. Pröbstl, and S. Nourshargh, “Venular base-
ment membranes ubiquitously express matrix protein low-
expression regions,” The American Journal of Pathology,
vol. 176, no. 1, pp. 482–495, 2010.

[27] S. Wang, C. Cao, Z. Chen et al., “Pericytes regulate vascular
basement membrane remodeling and govern neutrophil
extravasation during inflammation,” PLoS One, vol. 7, no. 9,
article e45499, 2012.

[28] G. Cepinskas, M. Sandig, and P. R. Kvietys, “PAF-induced
elastase-dependent neutrophil transendothelial migration is
associated with the mobilization of elastase to the neutrophil
surface and localization to the migrating front,” Journal of Cell
Science, vol. 112, Part 1, pp. 1937–1945, 1999.

[29] M.-B. Voisin, A. Woodfin, and S. Nourshargh, “Monocytes
and neutrophils exhibit both distinct and common mecha-
nisms in penetrating the vascular basement membrane
in vivo,” Arteriosclerosis, Thrombosis, and Vascular Biology,
vol. 29, no. 8, pp. 1193–1199, 2009.

[30] D. Proebstl, M.-B. Voisin, A.Woodfin et al., “Pericytes support
neutrophil subendothelial cell crawling and breaching of venu-
lar walls in vivo,” The Journal of Experimental Medicine,
vol. 209, no. 6, pp. 1219–1234, 2012.

[31] A. S. Pellowe, M. Sauler, Y. Hou et al., “Endothelial cell-
secreted MIF reduces pericyte contractility and enhances neu-
trophil extravasation,” The FASEB Journal, vol. 33, no. 2,
pp. 2171–2186, 2019.

[32] T. Girbl, T. Lenn, L. Perez et al., “Distinct compartmentaliza-
tion of the chemokines CXCL1 and CXCL2 and the atypical
receptor ACKR1 determine discrete stages of neutrophil dia-
pedesis,” Immunity, vol. 49, no. 6, pp. 1062–1076.e6, 2018.

[33] K. Stark, A. Eckart, S. Haidari et al., “Capillary and arteriolar
pericytes attract innate leukocytes exiting through venules
and “instruct” them with pattern-recognition and motility
programs,” Nature Immunology, vol. 14, no. 1, pp. 41–51,
2013.

[34] I. A. Leaf, S. Nakagawa, B. G. Johnson et al., “Pericyte MyD88
and IRAK4 control inflammatory and fibrotic responses to tis-
sue injury,” The Journal of Clinical Investigation, vol. 127,
no. 1, pp. 321–334, 2017.

[35] U. Tigges, A. Boroujerdi, J. V. Welser-Alves, and R. Milner,
“TNF-α promotes cerebral pericyte remodeling in vitro, via a
switch from α1 to α2 integrins,” Journal of Neuroinflamma-
tion, vol. 10, 2013.

[36] R. Balabanov, T. Beaumont, and P. Dore-Duffy, “Role of
central nervous system microvascular pericytes in

activation of antigen-primed splenic T-lymphocytes,” Jour-
nal of Neuroscience Research, vol. 55, no. 5, pp. 578–587,
1999.

[37] M. M. Verbeek, J. R. Westphal, D. J. Ruiter, and R. M. deWaal,
“T lymphocyte adhesion to human brain pericytes is mediated
via very late antigen-4/vascular cell adhesion molecule-1 inter-
actions,” Journal of Immunology, vol. 154, no. 11, pp. 5876–
5884, 1995.

[38] J. Rustenhoven, M. Aalderink, E. L. Scotter et al., “TGF-beta1
regulates human brain pericyte inflammatory processes
involved in neurovasculature function,” Journal of Neuroin-
flammation, vol. 13, 2016.

[39] H. Domev, I. Milkov, J. Itskovitz-Eldor, and A. Dar, “Immu-
noevasive pericytes from human pluripotent stem cells prefer-
entially modulate induction of allogeneic regulatory T cells,”
Stem Cells Translational Medicine, vol. 3, no. 10, pp. 1169–
1181, 2014.

[40] C. L. Maier and J. S. Pober, “Human placental pericytes poorly
stimulate and actively regulate allogeneic CD4 T cell
responses,” Arteriosclerosis, Thrombosis, and Vascular Biology,
vol. 31, no. 1, pp. 183–189, 2011.

[41] R. Liu, H. M. Lauridsen, R. A. Amezquita et al., “IL-17
promotes neutrophil-mediated immunity by activating
microvascular pericytes and not endothelium,” The Journal
of Immunology, vol. 197, no. 6, pp. 2400–2408, 2016.

[42] A. Bose, S. Barik, S. Banerjee et al., “Tumor-derived vascular
pericytes anergize Th cells,” The Journal of Immunology,
vol. 191, no. 2, pp. 971–981, 2013.

[43] K. Ochs, F. Sahm, C. A. Opitz et al., “Immature mesenchymal
stem cell-like pericytes as mediators of immunosuppression in
human malignant glioma,” Journal of Neuroimmunology,
vol. 265, no. 1–2, pp. 106–116, 2013.

[44] D. Venetz, M. Ponzoni, M. Schiraldi et al., “Perivascular
expression of CXCL9 and CXCL12 in primary central nervous
system lymphoma: T-cell infiltration and positioning of malig-
nant B cells,” International Journal of Cancer, vol. 127, no. 10,
pp. 2300–2312, 2010.

[45] A. L. Ribeiro and O. K. Okamoto, “Combined effects of peri-
cytes in the tumor microenvironment,” Stem Cells Interna-
tional, vol. 2015, Article ID 868475, 8 pages, 2015.

[46] Z. Tu, Y. Li, D. S. Smith et al., “Retinal pericytes inhibit acti-
vated T cell proliferation,” Investigative Ophthalmology and
Visual Science, vol. 52, no. 12, pp. 9005–9010, 2011.

[47] H. P. Hammes, J. Lin, O. Renner et al., “Pericytes and the path-
ogenesis of diabetic retinopathy,” Diabetes, vol. 51, no. 10,
pp. 3107–3112, 2002.

[48] E. Beltramo, A. I. Arroba, A. Mazzeo, A. M. Valverde, and
M. Porta, “Imbalance between pro-apoptotic and pro-
survival factors in human retinal pericytes in diabetic-like con-
ditions,” Acta Ophthalmologica, vol. 96, no. 1, pp. e19–e26,
2018.

[49] A. M. Joussen, V. Poulaki, M. L. Y. Le et al., “A central role for
inflammation in the pathogenesis of diabetic retinopathy,” The
FASEB Journal, vol. 18, no. 12, pp. 1450–1452, 2004.

[50] J. M. May, A. Jayagopal, Z. C. Qu, andW. H. Parker, “Ascorbic
acid prevents high glucose-induced apoptosis in human brain
pericytes,” Biochemical and Biophysical Research Communica-
tions, vol. 452, no. 1, pp. 112–117, 2014.

[51] J. M. May and Z. C. Qu, “Ascorbic acid efflux from human
brain microvascular pericytes: role of re-uptake,” BioFactors,
vol. 41, no. 5, pp. 330–338, 2015.

8 Mediators of Inflammation



[52] D. A. Edelman, Y. Jiang, J. Tyburski, R. F. Wilson, and
C. Steffes, “Toll-like receptor-4 message is up-regulated in
lipopolysaccharide-exposed rat lung pericytes,” Journal of Sur-
gical Research, vol. 134, no. 1, pp. 22–27, 2006.

[53] I. Guijarro-Muñoz, M. Compte, A. Álvarez-Cienfuegos,
L. Álvarez-Vallina, and L. Sanz, “Lipopolysaccharide activates
toll-like receptor 4 (TLR4)-mediated NF-κB signaling pathway
and proinflammatory response in human pericytes,” Journal of
Biological Chemistry, vol. 289, no. 4, pp. 2457–2468, 2014.

[54] H. Zeng, X. He, Q. H. Tuo, D. F. Liao, G. Q. Zhang, and J. X.
Chen, “LPS causes pericyte loss and microvascular dysfunction
via disruption of Sirt3/angiopoietins/Tie-2 and HIF-
2α/Notch3 pathways,” Scientific Reports, vol. 6, article 20931,
2016.

[55] T. Nishioku, S. Dohgu, F. Takata et al., “Detachment of brain
pericytes from the basal lamina is involved in disruption of
the blood-brain barrier caused by lipopolysaccharide-induced
sepsis in mice,” Cellular and Molecular Neurobiology, vol. 29,
no. 3, pp. 309–316, 2009.

[56] P. M. Kowalewska, P. J. Margetts, and A. E. Fox-Robichaud,
“Peritoneal dialysis catheter increases leukocyte recruitment
in the mouse parietal peritoneum microcirculation and causes
fibrosis,” Peritoneal Dialysis International, vol. 36, no. 1, pp. 7–
15, 2016.

[57] J. M. Arpino, Z. Nong, F. Li et al., “Four-dimensional micro-
vascular analysis reveals that regenerative angiogenesis in
ischemic muscle produces a flawed microcirculation,” Circula-
tion Research, vol. 120, no. 9, pp. 1453–1465, 2017.

[58] R. M. Bateman, M. D. Sharpe, J. E. Jagger, and C. G. Ellis, “Sep-
sis impairs microvascular autoregulation and delays capillary
response within hypoxic capillaries,” Critical Care, vol. 19,
no. 1, article 389, 2015.

[59] C. G. Ellis, R. M. Bateman, M. D. Sharpe, W. J. Sibbald, and
R. Gill, “Effect of a maldistribution of microvascular blood
flow on capillary O2 extraction in sepsis,” American Journal
of Physiology-Heart and Circulatory Physiology, vol. 282,
no. 1, pp. H156–H164, 2002.

[60] S. Nourshargh, S. A. Renshaw, and B. A. Imhof, “Reverse
migration of neutrophils: where, when, how, and why?,”
Trends in Immunology, vol. 37, no. 5, pp. 273–286, 2016.

9Mediators of Inflammation



Stem Cells 
International

Hindawi
www.hindawi.com Volume 2018

Hindawi
www.hindawi.com Volume 2018

MEDIATORS
INFLAMMATION

of

Endocrinology
International Journal of

Hindawi
www.hindawi.com Volume 2018

Hindawi
www.hindawi.com Volume 2018

Disease Markers

Hindawi
www.hindawi.com Volume 2018

BioMed 
Research International

Oncology
Journal of

Hindawi
www.hindawi.com Volume 2013

Hindawi
www.hindawi.com Volume 2018

Oxidative Medicine and 
Cellular Longevity

Hindawi
www.hindawi.com Volume 2018

PPAR Research

Hindawi Publishing Corporation 
http://www.hindawi.com Volume 2013
Hindawi
www.hindawi.com

The Scientific 
World Journal

Volume 2018

Immunology Research
Hindawi
www.hindawi.com Volume 2018

Journal of

Obesity
Journal of

Hindawi
www.hindawi.com Volume 2018

Hindawi
www.hindawi.com Volume 2018

 Computational and  
Mathematical Methods 
in Medicine

Hindawi
www.hindawi.com Volume 2018

Behavioural 
Neurology

Ophthalmology
Journal of

Hindawi
www.hindawi.com Volume 2018

Diabetes Research
Journal of

Hindawi
www.hindawi.com Volume 2018

Hindawi
www.hindawi.com Volume 2018

Research and Treatment
AIDS

Hindawi
www.hindawi.com Volume 2018

Gastroenterology 
Research and Practice

Hindawi
www.hindawi.com Volume 2018

Parkinson’s 
Disease

Evidence-Based 
Complementary and
Alternative Medicine

Volume 2018
Hindawi
www.hindawi.com

Submit your manuscripts at
www.hindawi.com

https://www.hindawi.com/journals/sci/
https://www.hindawi.com/journals/mi/
https://www.hindawi.com/journals/ije/
https://www.hindawi.com/journals/dm/
https://www.hindawi.com/journals/bmri/
https://www.hindawi.com/journals/jo/
https://www.hindawi.com/journals/omcl/
https://www.hindawi.com/journals/ppar/
https://www.hindawi.com/journals/tswj/
https://www.hindawi.com/journals/jir/
https://www.hindawi.com/journals/jobe/
https://www.hindawi.com/journals/cmmm/
https://www.hindawi.com/journals/bn/
https://www.hindawi.com/journals/joph/
https://www.hindawi.com/journals/jdr/
https://www.hindawi.com/journals/art/
https://www.hindawi.com/journals/grp/
https://www.hindawi.com/journals/pd/
https://www.hindawi.com/journals/ecam/
https://www.hindawi.com/
https://www.hindawi.com/

