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Sleep is a vital phenomenon related to immunomodulation at the central and peripheral level. Sleep de�cient in duration and/or
quality is a common problem in the modern society and is considered a risk factor to develop neurodegenerative diseases. Sleep
loss in rodents induces blood-brain barrier disruption and the underlying mechanism is still unknown. Several reports indicate
that sleep loss induces a systemic low-grade in	ammation characterized by the release of several molecules, such as cytokines,
chemokines, and acute-phase proteins; all of them may promote changes in cellular components of the blood-brain barrier,
particularly on brain endothelial cells. In the present review we discuss the role of in	ammatory mediators that increase during
sleep loss and their association with general disturbances in peripheral endothelium and epithelium and how those in	ammatory
mediators may alter the blood-brain barrier. Finally, this manuscript proposes a hypothetical mechanism by which sleep loss may
induce blood-brain barrier disruption, emphasizing the regulatory e
ect of in	ammatory molecules on tight junction proteins.

1. Introduction

Almost all of our knowledge about the e
ect of in	ammatory
events on blood-brain barrier is related to chronic diseases
or acute events, in which exacerbated responses to pathogens
are present. �e role of low-grade in	ammation in the
generation or exacerbation of neuropathologies is recently
explored because several conditions such as obesity and
diabetes concur with this in	ammatory status during long-
term periods and, perhaps, it may be related to systemic
and central comorbidities. Most, if not all, pathologies are
associatedwith sleep disturbances. Sleep loss per se, including
sleep deprivation, sleep restriction, or sleep fragmentation
(see Table 1 for a full di
erentiation between the concepts),
generates a pathogen-independent low-grade in	ammatory
status. Here, we will review (1) the in	ammatory mediators
that increase during periods of sleep loss and their association
with general disturbances in peripheral endothelium and
epithelium and (2) how those in	ammatory mediators might

alter the blood-brain barrier during sleep loss. With the
evidence presented in this review, we propose a hypothetical
mechanism by which sleep restriction could induce blood-
brain barrier disruption, emphasizing the e
ect of in	amma-
tory molecules on tight junction maintenance.

2. Sleep Loss as an Inflammatory Event

Sleep is one of the most widely observed phenomena in
mammals and is recognized to play a vital regulatory role in a
number of physiological and psychological systems [1, 2].�e
paramount role of sleep in the physiology of animal models
and humans is evident by the e
ects of sleep loss. Serious
physiological consequences of sleep loss include decreased
neurogenesis, cognitive dysfunction (de�cits in learning,
memory, and decision-making), metabolic alterations, car-
diovascular diseases, immune disturbances, and blood-brain
barrier disruption [1–8]. Both chronic and acute sleep loss
associate with energy balance disturbances [9] and changes
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in cellular and humoral immunity [10, 11]; however, the direct
mechanismbywhich sleep induces a low-grade in	ammatory
status is unclear. Experimental research has demonstrated
that acute and chronic sleep loss result in impairments
in the immune response, characterized by de�cits in the
cellular component (both in number and in function) and
increased levels of proin	ammatorymediators, such as tumor
necrosis factor-� (TFN-�), interleukin-1� (IL-1�), IL-6, IL-
17A, and C-reactive protein (CRP) (for details of the cytokine
levels related to varying periods of sleep loss see [12]).
In addition to immune-derived in	ammatory mediators,
sleep loss also increases the levels of other in	ammatory
molecules such as cyclooxygenase-2 (COX-2) [8], nitric oxide
synthase (NOS), endothelin-1 (ET-1), vascular endothelial
growth factor (VEGF), and insulin-like growth factor-1 (IGF-
1) [8, 13].

�e major aim of this review is to discuss the role of low-
grade in	ammation in the blood-brain barrier disruption
induced by sleep loss; nevertheless, because endothelial cells
form the blood-brain barrier we considered it relevant also to
discuss the e
ect of sleep loss on peripheral endothelial and
epithelial cells as early markers of in	ammation.

3. Peripheral Endothelial and Epithelial
Disturbances Induced by Sleep Loss

Endothelial and epithelial cells form protecting barriers
in the central nervous system but also in the periphery.
Several pathological states are known to target peripheral
epithelial and/or endothelial barriers; therefore the knowl-
edge of regulatory mechanisms in those peripheral barriers
may contribute to improving the understanding of central
barriers. Among the pathologies a
ecting body barriers,
those involving infections and also diabetes, cardiovascular
diseases, psoriasis, and cancer are associated with sleep
disturbances [14–16]. Here, we present evidence regarding
the disrupting e
ect of sleep loss on peripheral epithelial and
endothelial cells.

3.1. Humans. When 	uid compartmentalization goes awry,
homeostasis is altered and the possibility exists of induction
of in	ammation by microorganism invasion and even of
tumor microenvironment induction [14]. In humans sleep
restriction increases sympathetic activity and, concomitantly,
causes endothelial dysfunction at the venous level [17]; the
e
ect may be mediated via endothelin-1 (ET-1) because ET-
1-mediated vasoconstriction is greater in adults with short
sleep duration (less than 7 h per night) than in those with
normal sleep duration (7–9 h per night) [18]. ET-1 is the most
potent vasoconstrictor peptide released by the endothelium.
�e link between sleep restriction and increased ET-1 activity
is not clear, but the role of the in	ammatory status induced by
sleep loss may partially explain this association. In this way,
in	ammatory cytokines, insulin, and epinephrine altered
during sleep loss have each been shown to increase ET-1 in
hypertensive subjects [19].�e cytokines that may increase in
sleep-deprived humans (e.g., TNF-�, IL-1�, and IL-6) raise
arterial vascular tone via endothelin receptors [20]. Several

reports indicate that sleep loss induces vascular alterations
related to in	ammatorymarkers (for a review see [21]). Some
studies have tried to clarify the underlying mechanism; for
instance, sleep deprivation in humans induced magnesium
de�ciency [22], which produces arterial constriction, and is a
possible cause of myocardial damage [22]. Other barriers are
not yet studied in sleep-deprived or sleep-restricted humans,
but some studies indicate that sleep de�ciency alters skin
conductance [23].

3.2. Animal Models. Animal models currently used in sleep
research include those that model shi� work by totally
sleep depriving rodents; human sleep de�ciency by sleep
restricting; and sleep loss-associated with pathologies, such
as obstructive apnoea, by promoting sleep fragmentation.
Contrary to the human studies, in the case of animal models,
several studies have identi�ed negative e
ects of sleep loss
on peripheral endothelia and epithelia. For instance, sleep
fragmentation in mice (20 weeks) induces vascular endothe-
lial dysfunction and mild blood pressure increases. �ose
physiological e
ects are accompanied by morphological ves-
sel changes characterized by elastic �ber disruption and
disorganization, increased recruitment of in	ammatory cells
to the vessel wall, and increased plasma levels of IL-6 [24].
In rats, total sleep deprivation reduces endothelial-dependent
cutaneous vasodilation.�is endothelial dysfunction is inde-
pendent of blood pressure and sympathetic activity but is
associated with changes in NOS and COX pathways [25].

�e e
ect of sleep loss on physical barriers such as
the intestinal barrier or blood-testis barrier is not reported;
however, gut bacteria are present in blood a�er sleep depri-
vation [26] and both sleep-deprived and sleep-restricted rats
exhibit lower sperm viabilities associated with an increase
in endothelial NOS expression [27]. �ose data suggest that
sleep loss also might alter the physiology of the above-
mentioned barriers with the ensuing tissue damage.

4. Blood-Brain Barrier Impairment
Induced by Sleep Loss

We reported for the �rst time that sleep restriction induces
blood-brain barrier hyperpermeability in rats [7]. We used
a procedure consisting of 20-hour sleep deprivation plus
4 hours of sleep opportunity during 10 consecutive days;
because a reduction in total sleep time is observed, it is
named sleep restriction. In our conditions, rapid eye move-
ment (REM) sleep is fully suppressed and non-REM sleep
is 30% reduced since the �rst day of sleep restriction. In
those conditions we showed a widespread breakdown of the
blood-brain barrier [7]. We described that brief periods of
sleep opportunity (40 to 120 minutes) induced a progressive
recovery of blood-brain barrier permeability to Evans blue
(>60 000Da) in the majority of brain regions studied, with
exception of the hippocampus and cerebellum [7]. We also
observed that in the hippocampus the number of pinocytic
vesicles increased threefold. In a subsequent study, mice were
subjected to sleep restriction for 6 days in a rotatory bar for 12
hours per day. Sleep restriction by this method induced REM
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sleep loss in the �rst 3 days with partial REM sleep recovery
a�erwards; at the end of the 6th day of sleep restriction,
there was 13.3% increase of wakefulness, 10.2% reduction of
non-REM sleep, and 2.1% reduction of REM sleep [8]. Under
these conditions, increased blood-brain barrier permeability
to sodium 	uorescein, a low molecular-weight tracer, was
observed; sleep recovery by 24 hours fully reverted the e
ect.
In the same way, sleep restriction decreased the mRNA levels
of the tight junction proteins claudin-5, zonula occludens-
2 (ZO-2), and occludin [8]. In the �rst study [7] a yoked
control was included to avoid any potential confounding
e
ects of stress on blood-brain barrier permeability; rats
were placed on large platforms during the same period of
time as sleep-restricted subjects and despite being in the
same stressful conditions as the sleep-restricted subjects they
have a fully functional blood-brain barrier [7]. �e second
study did not include a yoked control, a newly developed
sleep deprivation method was used that involves a rotating
bar at the bottom of the house-cage with random changes
of direction; this method may certainly be stressful to the
rodents due to the presence of forced exercise; however, our
recent results replicate their �ndings (Hurtado-Alvarado et al.
personal communication).�erefore, the evidence of changes
in the blood-brain barrier integrity induced by sleep loss is
substantial and in	ammatory molecules appear to play a key
role in the mechanism subjacent to this phenomenon.

5. Role of Inflammatory Mediators
Released during Sleep Loss in
Blood-Brain Barrier Physiology

�e increase in the levels of in	ammatory mediators during
chronic sleep loss may be related to blood-brain barrier
disruption because several previous reports show that per
se those in	ammatory molecules a
ect the integrity of the
blood-brain barrier (see Table 2 for a summary).

5.1. Proin�ammatory Cytokines Involved in Sleep and

Blood-Brain Barrier Modulation

5.1.1. Tumor Necrosis Factor-�. Tumor necrosis factor-�
(TNF-�) is a protein synthesized mainly by monocytes and
macrophages that plays an essential role in the initial acti-
vation of the immune system. In the central nervous system
TNF-� is a multipotent cytokine produced by neurons, glia,
and microvascular endothelial cells that is implicated in
several physiological events, such as memory consolidation
and sleep regulation. TNF-� is also a potent regulator of
blood-brain barrier permeability. �e role of TNF-� as
an inductor of blood-brain barrier disruption includes its
overexpression in microglia, astrocytes, and microvascular
endothelial cells [28].

Several reports indicate that sleep loss increases the
plasma and brain levels of TNF-� [29–33], the mRNA
expression of TNF-� in the brain [33, 34], the spontaneous
production of TNF-� in lymphocytes [35], and the mRNA
expression of TNF-� in peritoneal and epididymal adipose
tissue [36, 37]. Despite the fact that the changes in TNF-�

induced by sleep loss are 2 to 5 times higher compared to rats
sleeping ad libitum, the levels are below those reported in the
case of infectious diseases; however, the chronic exposure to
this in	ammatory mediator may underlie the sleep-induced
blood-brain barrier dysfunction.

�e e
ect of TNF-� in endothelial cells is well studied. In
vivo and in vitro studies report an increase in the permeability
of microvascular endothelial cells a�er the administration of
TNF-� in both animal models and human cell lines [38–
41]. Nonetheless, the TNF-� levels used in those studies are
100,000 times higher compared to concentrations reported
under sleep loss conditions.�e lower dose of TNF-� used in
in vitro studies (1 ng/mL) results in a transendothelial electric
resistance (TEER) reduction at 60 minutes a�er treatment
with TEER recovery at 210 minutes a�er administration,
which is similar to the results observed using higher doses of
TNF-� (50, 100 ng/mL), suggesting that the e
ect mediated
by TNF-� receptors is saturable [42].

While we can infer that peripheral changes mediate the
main e
ect of TNF-� on blood-brain barrier, we must not
ignore the fact that TNF-� levels also increase in the brain.
In this way, it is known that a�er the administration of TNF-
� (250 ng) in the lateral ventricle an increase in the transport

from cerebrospinal 	uid (CSF) to blood of 125I-human serum
albumin is observed in rats, which demonstrates that TNF-
� promotes the clearance of macromolecules from the CSF
to the venous blood [43]. Taking into consideration that the
restorative function of non-REM sleepmay be a consequence
of the enhanced removal of waste products accumulated in
the awaking brain via the glymphatic system [44], the TNF-
� increase during sleep loss may contribute to the clearance
of toxins by e�ux of potentially neurotoxic waste products
via the blood-brain barrier. Interestingly, in the brain, sleep
restriction increases the mRNA expression of TNF-� in a
region-dependent manner in the mouse [45], suggesting that
if TNF-� regulates the microvascular brain endothelial cells
from inside the brain, it may do it in speci�c areas, such as
the somatosensory and frontal cortices, which indicates that
blood-brain barrier regulation by in	ammatory molecules is
heterogeneous (a �nding reported by us in the case of blood-
brain barrier changes induced by sleep loss and recovery; see
[7]).

Another example of TNF-� role in blood-brain barrier
regulation during peripheral in	ammation occurs a�er the
induction of acute pancreatitis in rats, where an increase in
TNF-� levels is observed as early as 6 hours a�er pancreatitis
induction and at the same time increases the blood-brain
barrier permeability to sodium 	uorescein (365Da) in the
hippocampus and cerebellum as well as to Evans blue in
the hippocampus, basal nuclei, and cerebellum. In the case
of the low molecular-weight tracer the normal blood-brain
barrier permeability reestablishes at 24 hours a�er induction,
while, for Evans blue, reestablishment occurs 48 hours a�er
induction [46].We also observed region-dependent e
ects of
sleep loss and recovery on blood-brain barrier integrity; for
instance, in the cerebellum the hyperpermeability remained
even a�er sleep opportunity periods of 40–120 minutes;
meanwhile the cortex recovered the normal blood-brain
barrier permeability at the same time points [7]. �erefore,
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the cerebellum could be considered as a highly susceptible
region to in	ammatory mediators such as TNF-� [47] in
comparison with other brain regions (e.g., the hippocampus
and cortex). �e di
erential distribution of TNF-� receptors
in the brain may explain why TNF-� regulates blood-brain
barrier function in a region-dependent manner; however, is
it also possible that other molecules may have synergic e
ects
with TNF-� to regulate blood-brain barrier physiology.

5.1.2. Interleukin-1 Beta. IL-1� is the prototypical signalmole-
cule for neuroimmune communication. Classically, phago-
cytic cells in response to in	ammatory stimuli release IL-
1�; in the brain IL-1� activates the regions involved in the
generation of hyperthermia [48]. Similar to the e
ect of
TNF-�, IL-1� administration promotes sleep in mammals [1]
and sleep deprivation has been shown to increase serum IL-
1� levels both in humans and in animal models [3, 4, 29,
49]. In addition, sleep loss induces IL-1� gene expression
in the brain [34, 45], cardiac muscle, and adipose tissue
[36] and onphytohaemagglutinin (PHA) activated peripheral
blood mononuclear cells (PBMC) [50]. In the case of the
brain, several reports indicate that the expression of the IL-
1 receptor-1 (IL-1R1) in endothelial cells is high in the pre-
optic area, subfornical organ, and supraoptic hypothalamus,
while a lesser expression is found in the paraventricular
hypothalamus, cerebral cortex, nucleus of the solitary tract,
ventrolateral medulla, trigeminal and hypoglossal motor
nuclei, and the area postrema [51–53].

In in vitromodels of blood-brain barrier, IL-1� (in doses
of 5, 100, and 1000 ng/mL) decreases the TEER similar to
the levels observed a�er TNF-� administration [42, 54]. IL-
1� also promotes the release of IL-6 and prostaglandin E
(PGE2) in rat brain endothelial cells [55]. Likely, in vivo
studies have shown that IL-1 induces sickness behaviour
mediated by endothelial IL-1R1 activation in rats [56]; the
probablemechanismmay be the induction of COX-2 in brain
endothelial cells a�er IL-1R1 activation with the concomitant
increase in the synthesis of PGE2 [57].

IL-1� may have a key role in blood-brain barrier dys-
function during sleep loss because it has been reported that
sleep loss increases IL-1� gene expression in the cerebral
cortex, hippocampus, and basal forebrain [45]. In addition,
IL-1� released from activated microglia increases blood-
brain barrier permeability; this e
ect may depend on the
suppression of astrocyte-derived signals thatmaintain blood-
brain barrier integrity (e.g., sonic hedgehog, SHH) [58]. IL-
1� action on blood-brain barrier may induce the expression
of other in	ammatory mediators produced by microglia
and astroglia. For instance, the lack of IL-1R1 speci�cally in
endothelial cells precluded the brain increase of IL-1�, TNF-
�, and IL-6 in stressed rats despite the presence of reactive
microglia [59, 60], which places IL-1� and its receptor on
endothelial cells as central mediators of brain in	ammatory
responses. Hence, the role of IL-1� in blood-brain barrier
could be mainly related to endothelial-glial interactions [61].

5.1.3. Interleukin-6. Sleep onset is associated with an increase
in circulating levels of IL-6 [62]; nevertheless, the potential

role of IL-6 in sleep regulation is controversial, and itmay take
a secondary role as compared to its primary role in the acute-
phase response [63]. Some studies indicate an increase of IL-
6 circulating levels in sleep-deprived subjects [64–66] and
also in gene expression in immune cells [35, 50, 67], whereas
others report a delay in the sleep-related peak of plasma IL-
6 in sleep-restricted subjects [62]. Even some authors report
that plasma levels of IL-6 are maintained without change
despite sleep loss [30, 68]. Some studies also show that sleep
recovery a�er total sleep deprivation increases plasma levels
of IL-6 [69]; however, others found that in immune cells
IL-6 levels remain unchanged during sleep recovery [50].
IL-6 is a pleiotropic cytokine key for immune regulation
and if secreted during sleep loss and recovery may have
neuroprotective e
ects; indeed, it has been reported that IL-6
appears to be neuroprotective and is involved in endothelial
survival a�er shear stress [70]. However, given the high
variability of IL-6 a�er sleep loss and recovery, the role of IL-
6 as a possible modulator of blood-brain barrier during sleep
is unclear. It is necessary to elucidate the precise changes in
IL-6 levels both centrally and peripherally to clarify the role
of IL-6 in blood-brain barrier modulation during sleep.

IL-6 has pyrogenic e
ects when endogenously released
during systemic in	ammation; it achieves this function by its
binding to IL-6 receptor� (IL-6 R�) on brain endothelial cells
and the subsequent induction of PGE synthesis. However,
those e
ects require high levels of IL-6 (>1 ng/mL). In
humans, IL-6 serum levels were less than 100 pg/mL and
the normal levels for IL-6 in CSF are around 10 pg/mL,
signi�cantly lesser than thosemeasured in several in vitro and
in vivo experiments [70]. For instance, treatment with 50 or
500 ng of IL-6 reduced the infarct volumes and symptoms
of neurological de�cit in a rat model of cerebral ischemia
[71]. In addition, the administration of IL-6 decreased the
blood-brain barrier permeability to Evans blue by suppress-
ing the expression of matrix metalloproteinase-9 (MMP-
9) [71]. �e role of IL-6 as well as TNF-� and IL-1� may
depend on the brain region, for example, the stimulationwith
lipopolysaccharide (LPS) induces in the brain the expression
of the IL-6 receptor (IL-6R) in the cortex and hippocampus
but not in the cerebellum [72]. �erefore, considering IL-
6 a proin	ammatory cytokine it is possible to suggest that
its role in blood-brain barrier physiology during sleep loss
may be related to the modulation of the expression of other
proin	ammatory cytokines.

5.1.4. Interleukin-17A. �17 cells have been identi�ed as a
subset of T helper lymphocytes characterized by the pro-
duction of a number of cytokines including IL-17A, IL-17F,
and IL-22. �17 cells have emerged as a key factor in the
pathogenesis of autoimmune disorders. For instance, high
expression of IL-17A is associated with autoimmune in	am-
matory diseases includingmultiple sclerosis [73], rheumatoid
arthritis [74], in	ammatory bowel disease [75], and systemic
lupus erythematosus [76]. During sleep loss a subtle increase
of IL-17A is reported (from 0.5 to 3 ng/mL in rat) [29]. IL-
17A high levels were found in plasma even a�er 24 hours
of sleep recovery in sleep-restricted rats [29]. Sleep loss also
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increases the mRNA and protein expression of IL-17A on
PHA activated PBMC in humans [50].

Particularly, the receptor for IL-17A is expressed in
epithelial and endothelial cells and promotes the expression
of in	ammatory mediators such as IL-6 and chemokines
[77]. IL-17A induces epithelial and endothelial dysfunction;
it decreases the TEER and concomitantly increases tracer
permeability; the mechanism is mediated through tight
junction disruption [77]. Finally, from in vitro experiments it
is known that IL-17A increases endothelial cell permeability
at 10 or 100 ng/mL doses [78, 79]. �ese data suggest that
IL-17A might be involved in blood-brain barrier disruption
during sleep loss.

5.2. Other In�ammatory Molecules Altered during Sleep Loss

and 
eir Role in Blood-Brain Barrier Regulation

5.2.1. C-Reactive Protein. C-reactive protein (CRP) is the
major acute-phase protein involved in the resistance to
microbes and autoimmune diseases and is an important risk
marker of cardiovascular and cerebrovascular disorders. �e
plasma levels of CRP increase faster and at higher magnitude
than other acute-phase proteins [80]. Sleep loss increases the
circulating levels of CRP (0.5 �g/mL), which is associated
with increased risk of cardiovascular disease and stroke [4,
8, 50, 67, 81, 81–83].

�e synthesis of CRP in the liver is controlled by proin-
	ammatory cytokines, including TNF-�, IL-1�, IL-6, and IL-
17A [82, 84]. CRP (10–20 �g/mL) induces blood-brain barrier
disruption [85] because brain endothelial cells express high
levels of CRP receptors (CD16 and CD32) and also because
brain endothelial cells express high levels of the p22phox sub-
unit of the NAD(P)H-oxidase. �e high expression of both
exacerbates the generation of reactive oxygen species (ROS)
with the resultant oxidation of tight junction proteins [86].

5.2.2. Intercellular Adhesion Molecule-1 (ICAM-1). �e ex-
pression of ICAM-1 in endothelial cells is pivotal in support-
ing lymphocyte migration across the vascular endothelium
[87]. ICAM-1 associates with an endothelial cytoskeleton
fraction, suggesting that ICAM-1 redistribution is an early
event in the signalling cascade during in	ammatory events,
particularly in lymphocyte transmigration [87]. �e expres-
sion of endothelial cell adhesion molecules increases in
the central nervous system during in	ammation secondary
to pathogen intracerebral administration (e.g., Corynebac-
terium parvum). Brain vessels located in the centre of the
cellular in�ltrate began to express markers of fenestrate
endothelium such as the endothelial-speci�c expression of
MECA32 suggesting an altered functional status of the
endothelial cell [88]. Abundant ICAM-1 expression has been
observed a�er IL-1 or TNF-� stimulation of cultured heart
endothelial cells [89].

Elevated levels of ICAM-1may contribute to cardiovascu-
lar disease and are associated with obstructive sleep apnoea
(OSA) and obesity, in which sleep de�ciency is present [90].
In the sameway, it has been shown that patients with diabetes
mellitus type 2 and poor sleep present higher morbidity
of cardiovascular diseases than diabetes mellitus patients

sleeping normally; those patients also present higher plasma
levels of ICAM-1 [91]. ICAM-1 higher serum levels were also
found during the sleep recovery period a�er 40 hours of total
sleep deprivation in healthymen [69].�erefore it seems that
the mediator between poor sleep (with bad quality and poor
sleep recovery) and higher risk for cardiovascular diseases is
ICAM-1.

5.2.3. Vascular Endothelial Growth Factor. In	ammation
is characterized by upregulation of vascular endothelial
growth factor (VEGF). In in vivo experiments, increases
in VEGF during neuroin	ammation (e.g., in experimen-
tal autoimmune encephalomyelitis (EAE)) are accompa-
nied with increased blood-brain barrier permeability and
decreased expression of tight junction proteins (e.g., claudin-
5 and occludin). Likely, VEGF administration to human brain
endothelial cells increases permeability of the monolayer and
downregulates claudin-5 and occludin, but not junctional
adhesion molecule-1 (JAM-1), cingulin, peripheral plasma
membrane protein (CASK), or ZO-1 [92].

Given the role of VEGF in regulating blood-brain barrier
during neuroin	ammation, it may participate in generating
the vascular changes associated with sleep loss. Indeed, it has
been shown that VEGF is overexpressed in OSA patients and
it is generally considered that VEGF increases are associated
with hypoxia events [93]. However, OSA patients also have
severe sleep fragmentation; therefore, in addition to chronic
intermittent hypoxia, VEGF changes may be related to sleep
loss [94]. In fact, in a study with major depressive disorder
patients, sleep deprivation increased VEGF plasma levels
[95].

5.2.4. Insulin-Like Growth Factor-1. Sleep deprivation de-
creases IGF-1 levels in rats and humans and one night of
sleep recovery is su�cient to restore its basal levels [96]. �e
neuroprotective e
ects of IGF-1 are unclear but it is known
that IGF-1 receptors are present in brain endothelial cells,
microglia, and astroglia and even in neurons [97]. Indeed, it
has been suggested that IGF-1 may promote neuroprotection
by acting on the blood-brain barrier; in an experimental
model of ischemic stroke IGF-1 reduced the in	ammatory
in�ltrate in the brain [97]. In an in vitro experiment with
brain endothelial cells IGF-1 reverted the hyperpermeability
to bovine serum albumin induced by oxygen-glucose
deprivation (an in vitromodel of ischemic stroke) [97].

Changes on in	ammatorymolecules during sleep loss are
well described but we do not know what the source of those
alterations is. In this way the role of microbiota could appear
a good candidate to induce the low-grade proin	ammatory
status during sleep loss.

6. A Brief View of the Microbiota and
Barriers Dysfunction as a Possible Source
of Inflammatory Mediators in
Sleep-Deficient Subjects

�e source of in	ammatory mediators during sleep loss
remains unclear; however, microbiota may play a key role
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in this event. In other conditions that exhibit low-grade
systemic in	ammation, such as chronic depression, obesity,
and diabetes, evidence from murine models initially sug-
gested a role for the gut microbiota in the generation of low-
grade in	ammation, with the consequent increased risk of
endothelial and epithelial dysfunction [98, 99]. For instance,
changes in gut microbiota composition increase intestinal
permeability [100]. In the same way, during sleep deprivation
gut microbiota has been detected in blood, suggesting the
induction of systemic in	ammation andde�cits in gut epithe-
lial permeability [26]. In addition, preclinical evidence from
germ-free mice suggests that the microbiota can also mod-
ulate the blood-brain barrier; exposure of germ-free adult
mice to the faecal microbiota from pathogen-free donors
decreased the blood-brain barrier permeability and increased
the expression of tight junction proteins in brain endothelial
cells [101], therefore strengthening the hypothesis that the
blood-brain barrier may also be sensible to changes in the
gut microbiota composition [100]. �e candidate pathways
to induce barriers dysfunction under altered gut microbiota
composition include serotonin, cytokines, toll-like receptor
activation, and short chain fatty acids [100]. Moreover, the
in	ammatory response subsequent to microbiota-induced
barriers disruption may underlie the sleep loss-related cog-
nitive de�cits and the exacerbation of neurological disorders
such as depression [100].

�ese data might support the theory of a coevolution
between sleep and blood-brain barrier proposed by Korth in
1995 [102]. Because the brain and blood-brain barrier react
sensitively to the exposure to bacterial cell wall constituents
and sleep is regulated by gut microbiota products, Korth
proposed that low amounts of bacterial cell wall constituents
that induce sleep under sleep loss conditions, by themselves
or by cytokine production, increase the blood-brain barrier
permeability ensuing their passage into the brain [102].

7. Molecular Mechanisms by
Which Inflammatory Mediators
Might Induce Blood-Brain Barrier
Disruption during Sleep Loss

Cytokines and other in	ammatory mediators induce blood-
brain barrier disruption through mechanisms involving sig-
nalling pathways that converge in the disorganization of
tight junctions (Figure 1). For instance, it has been reported
that proin	ammatory cytokines, including TNF-� and IL-1�,
decreased ZO-1 expression and ZO-1-occludin coassociation,
concomitant to increased ZO-1 phosphorylation in tyrosine
and threonine residues [103]. �ose e
ects are presumably
mediated by ROS [103]. ZO-1 phosphorylation in tyrosine
residues is also observed a�er VEGF administration [104]. In
this way, VEGF-A also promotes disruption of blood-brain
barrier by downregulating the expression of claudin-5 and
occludin [92]. Low cytokine concentrations (>1 ng/mL) led to
activation of e
ector caspases via c-Jun N-terminal kinases
(JNK) and protein kinase C (PKC) signalling pathways,
increased paracellular 	ux, and redistribution of ZO-1 and
VE-cadherin but failed to induce apoptosis [105]. In addition

to caspase-3, TNF-� activates the production of MMP-9
[106], which is also associated with high levels of IL-1� in
brain parenchyma [107].

TNF-� activates the NF�B signalling pathway, leading
to increased PGE levels via COX-2 [108]. COX-2 plays a
crucial role in the in	ammatory response of the blood-brain
barrier (for review see [109]); particularly COX-2 derived
PGE2 increases blood-brain barrier permeability [110]. Other
cytokines, such as IL-1, use other signalling pathways that
�nally converge in COX-2 induction; particularly, the IL-
1 receptor-1 (IL-1R1) signals via the p38 mitogen-activated
protein kinase (MAPK) and the c-Jun pathway to induce
COX-2 synthesis, whereas activation of the IL-6 receptor
leads to COX-2 expression through activation of signal
transducer and activator of transcription-3 (STAT-3) [111].
�e activation of NF�B by TNF-� and IL-1� is also correlated
with COX-2 expression in microvascular endothelial cells.
Indeed, both I�B� and COX-2 are expressed within the same
endothelial cells, suggesting a potential interaction between
the transcription factor and COX-2 expression in the cerebral
endothelium of animals with systemic in	ammation [112].

TNF-� and IL-1� promote the release of CRP. �e
putative mechanism by which CRP increases blood-brain
barrier permeability is by its action on CD16/CD32 receptors
present in the cell membrane of brain endothelial cells
[85]. �is association activates the Myosin Light Chain
(MLC) phosphorylation by MLC-kinase (MLCK) and the
activation of p38-MAPK, with the subsequent formation
of actin stress �bers [85]. Brain endothelial cells express
the p22phox subunit located in the cell membrane; this
enzyme uses NADH or NADPH as the electron donor for
the single electron reduction of oxygen to produce ROS
during CRP stimulation [86].�e assembly of active NADPH
oxidase requires translocation of cytosolic subunits, p47phox,
p67phox, and Rac1 (a cytosolic GTPase), to the plasmamem-
brane, where they interact with gp91phox and p22phox and
associate with othermembrane cofactors to form a functional
enzyme complex [113]. In addition, CRP stimulation also
disorganizes ZO-1 via MLCK and ROS production [85]. In
this way, IL-17A also induces NADPH oxidase- or xanthine
oxidase-dependent ROS production and downregulates the
expression of occludin by activation of MLCK [79].

�e signalling of in	ammatory mediators and particu-
larlyNADPHoxidasemay promote the upregulation of adhe-
sion molecules such as ICAM-1 via JAK/epidermal growth
factor receptor (EGFR) signalling [113] contributing to a
possible leukocyte in�ltration. �erefore, these changes may
be deemed as the mechanisms involved in brain endothelial
cell dysfunction during sleep loss.

8. Conclusion and Future Directions

We propose that in	ammatory mediators increased during
chronic sleep loss might promote blood-brain barrier dis-
ruption (Figures 1 and 2). For aims of clarity the hypothesis
does not explicitly distinguish between REM and non-REM
sleep and we know that other molecules altered during sleep
loss also should be studied because they may have a potent
role in the blood-brain barrier disruption such as adenosine
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Figure 1: Potential in	ammatory mediators participating in the regulation of blood-brain barrier permeability during sleep loss. �e �gure
shows the platformmethod to induce sleep loss in the rat. Chronic sleep restriction increases blood-brain barrier permeability to circulating
molecules (e.g., Evans blue) and sleep recovery promotes restoration of normal blood-brain barrier permeability. In	ammatory mediators
with barrier regulation properties, such as tumor necrosis factor-� (TNF-�), vascular endothelial growth factor (VEGF), interleukin-1� (IL-
1�), and IL-17A, are released during sleep loss conditions and some of them return to basal levels during sleep recovery; others, like IL-
17A and TNF-�, are maintained at high levels despite sleep recovery. �e barrier changes induced by in	ammatory mediators may lead to
neuroin	ammation and potentially may underlie the cognitive impairments induced by sleep loss.

[114] and hormones [115]. In interpreting these data, a
number of factors need to be considered. For instance, the
cellular components of the blood-brain barrier that promote
in	ammation in the brain, such as microglia and astroglia,
in addition to regulating blood-brain barrier may also be
a
ecting several brain functions during sleep and sleep loss.
On the other hand, pericytes have a unique synergistic
relationship with brain endothelial cells in the regulation
of capillary permeability through secretion of in	ammatory
mediators including cytokines, chemokines, nitric oxide, and
matrix metalloproteinases. �ose in	ammatory mediators
released during sleep restrictionmay directly induce pericyte
detachment from the vessel wall ensuing blood-brain barrier
disruption (for review see Hurtado-Alvarado, 2014 [116]).

Summarizing, chronic sleep loss induces systemic low-
grade in	ammation that may be related to epithelial and

endothelial disturbances both at the systemic and at the
central level. Particularly, the role of in	ammatory mediators
in the blood-brain barrier disruption induced by sleep loss
might explain the cognitive impairment associated with sleep
loss.�e systemic and local e
ect of in	ammatory molecules
accumulated during chronic sleep loss should be taken into
account for the study of general consequences of sleep
de�ciency including the risk of developing neurologic and
neurodegenerative diseases.
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“Sleep loss as a factor to induce cellular and molecular in	am-
matory variations,” Clinical & Developmental Immunology, vol.
2013, Article ID 801341, 14 pages, 2013.

[13] L. Ibrahim, W. Duncan, D. A. Luckenbaugh, P. Yuan, R.
Machado-Vieira, and C. A. Zarate Jr., “Rapid antidepressant
changes with sleep deprivation in major depressive disorder are
associated with changes in vascular endothelial growth factor
(VEGF): a pilot study,” Brain Research Bulletin, vol. 86, no. 1-2,
pp. 129–133, 2011.

[14] J.M.Mullin, N. Agostino, E. Rendon-Huerta, and J. J.�ornton,
“Keynote review: epithelial and endothelial barriers in human
disease,”DrugDiscovery Today, vol. 10, no. 6, pp. 395–408, 2005.

[15] T. Anothaisintawee, S. Reutrakul, E. Van Cauter, and A.
�akkinstian, “Sleep disturbances compared to traditional risk
factors for diabetes development: systematic review and meta-
analysis,” Sleep Medicine Reviews, vol. 30, pp. 11–24, 2016.

[16] M. A. Gupta, F. C. Simpson, and A. K. Gupta, “Psoriasis and
sleep disorders: a systematic review,” Sleep Medicine Reviews,
vol. 29, pp. 63–75, 2016.

[17] J. L. Dettoni, F. M. Consolim-Colombo, L. F. Drager et al.,
“Cardiovascular e
ects of partial sleep deprivation in healthy
volunteers,” Journal of Applied Physiology, vol. 113, no. 2, pp. 232–
236, 2012.

[18] B. R. Weil, M. L. Mestek, C. M. Westby et al., “Short sleep dura-
tion is associated with enhanced endothelin-1 vasoconstrictor
tone,” Canadian Journal of Physiology and Pharmacology, vol.
88, no. 8, pp. 777–781, 2010.

[19] E. L. Schi
rin, “Vascular endothelin in hypertension,” Vascular
Pharmacology, vol. 43, no. 1, pp. 19–29, 2005.

[20] M. Woods, J. A. Mitchell, E. G. Wood et al., “Endothelin-
1 is induced by cytokines in human vascular smooth muscle
cells: evidence for intracellular endothelin-converting enzyme,”
Molecular Pharmacology, vol. 55, no. 5, pp. 902–909, 1999.

[21] M. Kohansieh and A. N. Makaryus, “Sleep de�ciency and
deprivation leading to cardiovascular disease,” International
Journal of Hypertension, vol. 2015, Article ID 615681, 5 pages,
2015.

[22] B. Takase, T. Akima, A.Uehata, F. Ohsuzu, andA.Kurita, “E
ect
of chronic stress and sleep deprivation on both 	ow-mediated
dilation in the brachial artery and the intracellular magnesium
level in humans,” Clinical Cardiology, vol. 27, no. 4, pp. 223–227,
2004.

[23] J. C. J. Liu, S. Verhulst, S. A. A. Massar, and M. W. L. Chee,
“Sleep deprived and sweating it out: the e
ects of total sleep
deprivation on skin conductance reactivity to psychosocial
stress,” Sleep, vol. 38, no. 1, pp. 155–159, 2015.



12 Journal of Immunology Research

[24] A. Carreras, S. X. Zhang, E. Peris et al., “Chronic sleep
fragmentation induces endothelial dysfunction and structural
vascular changes in mice,” Sleep, vol. 37, no. 11, pp. 1817–1824,
2014.

[25] F. Sauvet, G. Florence, P. Van Beers et al., “Total sleep depri-
vation alters endothelial function in rats: a nonsympathetic
mechanism,” SLEEP, vol. 37, no. 3, pp. 465–473, 2014.

[26] C. A. Everson and L. A. Toth, “Systemic bacterial invasion
induced by sleep deprivation,”American Journal of Physiology—
Regulatory Integrative and Comparative Physiology, vol. 278, no.
4, pp. R905–R916, 2000.

[27] T. A. Alvarenga, C. Hirotsu, R. Mazaro-Costa, S. Tu�k, and M.
L. Andersen, “Impairment of male reproductive function a�er
sleep deprivation,” Fertility and Sterility, vol. 103, no. 5, pp. 1355–
1362.e1, 2015.

[28] T. Deboer, A. Fontana, and I. Tobler, “Tumor necrosis factor
(TNF) ligand and TNF receptor de�ciency a
ects sleep and the
sleep EEG,” Journal of Neurophysiology, vol. 88, no. 2, pp. 839–
846, 2002.

[29] S. Yehuda, B. Sredni, R. L. Carasso, and D. Kenigsbuch-Sredni,
“REM sleep deprivation in rats results in in	ammation and
interleukin-17 elevation,” Journal of Interferon and Cytokine
Research, vol. 29, no. 7, pp. 393–398, 2009.

[30] M. Chennaoui, F. Sauvet, C. Drogou et al., “E
ect of one night
of sleep loss on changes in tumor necrosis factor alpha (TNF-�)
levels in healthymen,”Cytokine, vol. 56, no. 2, pp. 318–324, 2011.

[31] D. P. Venancio and D. Suchecki, “Prolonged REM sleep restric-
tion induces metabolic syndrome-related changes: mediation
by pro-in	ammatory cytokines,” Brain, Behavior, and Immu-
nity, vol. 47, pp. 109–117, 2015.

[32] A. Wolkow, B. Aisbett, J. Reynolds, S. A. Ferguson, and L. C.
Main, “Acute psychophysiological relationships between mood,
in	ammatory and cortisol changes in response to simulated
physical �re�ghting work and sleep restriction,” Applied Psy-
chophysiology and Biofeedback, vol. 41, no. 2, pp. 165–180, 2016.

[33] V. Ramesh, D. Nair, S. X. L. Zhang et al., “Disrupted sleep
without sleep curtailment induces sleepiness and cognitive
dysfunction via the tumor necrosis factor-� pathway,” Journal
of Neuroin�ammation, vol. 9, article 91, 2012.

[34] Q. Zhao, X. Xie, Y. Fan et al., “Phenotypic dysregulation of
microglial activation in young o
spring rats withmaternal sleep
deprivation-induced cognitive impairment,” Scienti�c Reports,
vol. 5, article 9513, 2015.

[35] M. R. Irwin, T. Witarama, M. Caudill, R. Olmstead, and
E. C. Breen, “Sleep loss activates cellular in	ammation and
signal transducer and activator of transcription (STAT) family
proteins in humans,” Brain, Behavior, and Immunity, vol. 47, pp.
86–92, 2015.

[36] J. E. Dumaine and N. T. Ashley, “Acute sleep fragmentation
induces tissue-speci�c changes in cytokine gene expression
and increases serum corticosterone concentration,” American
Journal of Physiology—Regulatory, Integrative and Comparative
Physiology, vol. 308, no. 12, pp. R1062–R1069, 2015.

[37] E. M. de Oliveira, B. Visniauskas, S. Sandri et al., “Late e
ects of
sleep restriction: potentiating weight gain and insulin resistance
arising from a high-fat diet in mice,” Obesity, vol. 23, no. 2, pp.
391–398, 2015.

[38] G. A. Rosenberg, E. Y. Estrada, J. E. Denco
, and W. G. Stetler-
Stevenson, “Tumor necrosis factor-�-induced gelatinase B
causes delayed opening of the blood-brain barrier: an expanded
therapeutic window,” Brain Research, vol. 703, no. 1-2, pp. 151–
155, 1995.

[39] K. S. Mark and D. W. Miller, “Increased permeability of
primary cultured brain microvessel endothelial cell monolayers
following TNF-� exposure,” Life Sciences, vol. 64, no. 21, pp.
1941–1953, 1999.

[40] J. Peng, F. He, C. Zhang, X. Deng, and F. Yin, “Protein kinase
C-� signals P115RhoGEF phosphorylation and RhoA activation
in TNF-�-induced mouse brain microvascular endothelial cell
barrier dysfunction,” Journal of Neuroin�ammation, vol. 8,
article 28, 2011.

[41] J. Matsumoto, F. Takata, T. Machida et al., “Tumor necrosis
factor-�-stimulated brain pericytes possess a unique cytokine
and chemokine release pro�le and enhance microglial activa-
tion,” Neuroscience Letters, vol. 578, pp. 133–138, 2014.

[42] H. E. de Vries, M. C. M. Blom-Roosemalen, M. van Oosten et
al., “�e in	uence of cytokines on the integrity of the blood-
brain barrier in vitro,” Journal of Neuroimmunology, vol. 64, no.
1, pp. 37–43, 1996.

[43] J. B. Dickstein, H. Moldofsky, and J. B. Hay, “Brain-blood per-
meability: TNF-alpha promotes escape of protein tracer from
CSF to blood,” American Journal of Physiology—Regulatory,
Integrative andComparative Physiology, vol. 279, no. 1, pp. R148–
R151, 2000.

[44] L. Xie, H. Kang, Q. Xu et al., “Sleep drives metabolite clearance
from the adult brain,” Science, vol. 342, no. 6156, pp. 373–377,
2013.

[45] M. R. Zielinski, Y. Kim, S. A. Karpova, R. W. McCarley, R. E.
Strecker, and D. Gerashchenko, “Chronic sleep restriction ele-
vates brain interleukin-1 beta and tumor necrosis factor-alpha
and attenuates brain-derived neurotrophic factor expression,”
Neuroscience Letters, vol. 580, pp. 27–31, 2014.

[46] G. Farkas, J. Márton, Z. Nagy et al., “Experimental acute pan-
creatitis results in increased blood-brain barrier permeability in
the rat: a potential role for tumor necrosis factor and interleukin
6,” Neuroscience Letters, vol. 242, no. 3, pp. 147–150, 1998.

[47] C. Silwedel and C. Förster, “Di
erential susceptibility of cere-
bral and cerebellar murine brain microvascular endothelial
cells to loss of barrier properties in response to in	ammatory
stimuli,” Journal of Neuroimmunology, vol. 179, no. 1-2, pp. 37–
45, 2006.

[48] D. L. Bornstein, “Leukocytic pyrogen: a major mediator of
the acute phase reaction,” Annals of the New York Academy of
Sciences, vol. 389, no. 1, pp. 323–337, 1982.

[49] J. Hu, Z. Chen, C. P. Gorczynski et al., “Sleep-deprived mice
show altered cytokine production manifest by perturbations
in serum IL-1ra, TNFa, and IL-6 levels,” Brain, Behavior, and
Immunity, vol. 17, no. 6, pp. 498–504, 2003.

[50] W.M.A. van Leeuwen,M. Lehto, P. Karisola et al., “Sleep restric-
tion increases the risk of developing cardiovascular diseases
by augmenting proin	ammatory responses through IL-17 and
CRP,” PLoS ONE, vol. 4, no. 2, Article ID e4589, 2009.

[51] A. Ericsson, C. Liu, R. P. Hart, and P. E. Sawchenko, “Type 1
interleukin-1 receptor in the rat brain: distribution, regulation,
and relationship to sites of IL-1-induced cellular activation,”
Journal of Comparative Neurology, vol. 361, no. 4, pp. 681–698,
1995.

[52] J. P. Konsman and A. Blomqvist, “Brain blood vessel distribu-
tion of interleukin-1 type 1 receptor corresponds to patterns
of jun phosphor- ylation and cyclooxygenase-2 induction by
in	ammatory stimuli,” Society for Neuroscience, vol. 27, pp. 843–
814, 2001.

[53] J. P. Konsman, S. Vigues, L. Mackerlova, A. Bristow, and A.
Blomqvist, “Rat brain vascular distribution of interleukin-1



Journal of Immunology Research 13

type-1 receptor immunoreactivity: relationship to patterns of
inducible cyclooxygenase expression by peripheral in	amma-
tory stimuli,” Journal of Comparative Neurology, vol. 472, no. 1,
pp. 113–129, 2004.

[54] R. A. Skinner, R. M. Gibson, N. J. Rothwell, E. Pinteaux, and J. I.
Penny, “Transport of interleukin-1 across cerebromicrovascular
endothelial cells,” British Journal of Pharmacology, vol. 156, no.
7, pp. 1115–1123, 2009.

[55] A.-M. Van Dam, H. E. De Vries, J. Kuiper et al., “Interleukin-1
receptors on rat brain endothelial cells: a role in neuroimmune
interaction?” 
e FASEB Journal, vol. 10, no. 2, pp. 351–356,
1996.

[56] S. Ching, H. Zhang, N. Belevych et al., “Endothelial-speci�c
knockdown of interleukin-1 (IL-1) type 1 receptor di
erentially
alters CNS responses to IL-1 depending on its route of adminis-
tration,” 
e Journal of Neuroscience, vol. 27, no. 39, pp. 10476–
10486, 2007.

[57] N. Quan, L. He, and W. Lai, “Endothelial activation is an
intermediate step for peripheral lipopolysaccharide induced
activation of paraventricular nucleus,” Brain Research Bulletin,
vol. 59, no. 6, pp. 447–452, 2003.

[58] Y. Wang, S. Jin, Y. Sonobe et al., “Interleukin-1� induces blood-
brain barrier disruption by downregulating sonic hedgehog in
astrocytes,” PLoS ONE, vol. 9, no. 10, Article ID e110024, 2014.

[59] E. S. Wohleb, M. L. Hanke, A. W. Corona et al., “�-
Adrenergic receptor antagonism prevents anxiety-like behavior
andmicroglial reactivity induced by repeated social defeat,”
e
Journal of Neuroscience, vol. 31, no. 17, pp. 6277–6288, 2011.

[60] E. S. Wohleb, J. M. Patterson, V. Sharma, N. Quan, J. P.
Godbout, and J. F. Sheridan, “Knockdown of interleukin-1
receptor type-1 on endothelial cells attenuated stress-induced
neuroin	ammation and prevented anxiety-like behavior,” 
e
Journal of Neuroscience, vol. 34, no. 7, pp. 2583–2591, 2014.

[61] M.-A. Lécuyer, H. Kebir, and A. Prat, “Glial in	uences on BBB
functions and molecular players in immune cell tra�cking,”
Biochimica et Biophysica Acta (BBA)—Molecular Basis of Dis-
ease, vol. 1862, no. 3, pp. 472–482, 2016.

[62] L. Redwine, R. L. Hauger, J. C. Gillin, and M. Irwin, “E
ects of
sleep and sleep deprivation on interleukin-6, growth hormone,
cortisol, andmelatonin levels in humans,”
e Journal of Clinical
Endocrinology & Metabolism, vol. 85, no. 10, pp. 3597–3603,
2000.
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[84] J. V. Castell, M. J. Gómez-Lechón, M. David, R. Fabra, R.
Trullenque, and P. C. Heinrich, “Acute-phase response of
human hepatocytes: regulation of acute-phase protein synthesis
by interleukin-6,”Hepatology, vol. 12, no. 5, pp. 1179–1186, 1990.

[85] C. R. W. Kuhlmann, L. Librizzi, D. Closhen et al., “Mechanisms
of C-reactive protein-induced blood-brain barrier disruption,”
Stroke, vol. 40, no. 4, pp. 1458–1466, 2009.

[86] D. Closhen, B. Bender, H. J. Luhmann, and C. R.W. Kuhlmann,
“CRP-induced levels of oxidative stress are higher in brain than
aortic endothelial cells,” Cytokine, vol. 50, no. 2, pp. 117–120,
2010.
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