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Abstract
The blood–brain barrier (BBB) constitutes the complex anatomic and physiologic interface between the intravascular
compartment and the central nervous system, and its integrity is paramount for the maintenance of the very sensitive
homeostasis of the central nervous system. Arterial hypertension is a leading cause of morbidity and mortality. The BBB has
been shown to be disrupted in essential hypertension. BBB integrity is important for central autonomic control and this may
be implicated in the pathophysiology of hypertension. On the other hand, evidence from experimental studies indicates that
BBB disruption can be present in both hypertensive disease and dementia syndromes, suggesting a possibly key position of
loss of BBB integrity in the pathophysiological pathways linking arterial hypertension with cognitive decline. Although
much still remains to be elucidated with respect to the exact underlying mechanisms, the discovery of novel pathological
pathways has changed our understanding of adult dementia and central nervous system disease overall, pointing out—in
parallel—new potential therapeutic targets. The aim of this review is to summarize current scientific knowledge relevant to
the pathophysiologic pathways that are involved in the disruption of the BBB function and potentially mediate hypertension-
induced cognitive impairment. In parallel, we underline the differential cognition-preserving effect of several
antihypertensive agents of similar blood pressure-lowering capacity, highlighting the presence of previously under-
recognized BBB-protective actions of these drugs.

Introduction

Blood–brain barrier (BBB) is a complex multicellular
structure acting as a selective barrier between peripheral
circulation and central nervous system (CNS). The integrity
of this interface between intravascular compartment and
brain parenchyma is essential for the maintenance of the
very sensitive biological homeostasis of the CNS.

Arterial hypertension causes target organ damage (TOD)
that involves vasculature and vital organs such as the heart,

brain, and kidneys. Hypertension and cerebrovascular dis-
ease are strictly associated. Although the significance of
stroke and ischemic disease in hypertensives is profound in
literature, less interest is given in the role of BBB as a target
of dysfunction in hypertensive disease. Recent evidence
suggests that acute and chronic hypertension may cause
BBB damage [1].

BBB disruption is a cornerstone mechanism in a variety
of CNS diseases. Although the exact mechanisms under-
lying this pathophysiology are not fully clarified, several
newly described pathophysiological pathways have been
implicated. Notably, the discovery of these pathways also
contributes to our understanding of adult dementia and CNS
disease which is a major clinical problem in essential
hypertension [2, 3]. This review primarily focuses on evi-
dence suggesting a key position of BBB disruption in
arterial hypertension and its impact on the progression to
TOD mostly to cognitive decline and dementia. In addition,
we briefly summarize available data regarding the superior
cognition- and BBB-preserving effects of several
antihypertensive agents over others with similar blood
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pressure-lowering capacity. We believe that the importance
of BBB has not been highlighted and this review of the
literature indicates its significance in clinical practice as a
target of damage mediated by high blood pressure levels.
However, it should be emphasized that the data at our
disposal that we will cite hereafter are mostly from
experimental studies in animal models and what exactly is
the role of BBB in the brain of hypertensive patients, cannot
be accurately described so far.

BBB physiology: evidence for its role in blood
pressure regulation

The BBB is the highly selective interface between the
peripheral blood circulation and the CNS, comprised of
endothelial cells, the basement membrane, tight junctions
(TJ), adherens junctions (AJ), pericytes, astrocytes, and
neurons. The main component of BBB is the endothelial
cell layer. Specific properties of the endothelial cell layer of
the cerebral vasculature also contribute to the formation of
the BBB; of particular importance is the relative paucity of
caveolae in the endothelial cells, a feature which opposes
substance transportation across the vessel wall. In addition,
astrocytes, pericytes, and microglia consist an important
part of the neurovascular unit [4]. Pericytes—mural cells of
the microcirculation closely connected to the endothelial
cells, embedded in the basement membrane—are key con-
tributors to the formation and preservation of a functional
BBB. In an age-dependent manner, pericyte number is
gradually reduced, and this results in BBB weakening.
Astrocytes, on the other hand, are separated from endo-
thelial cells by the basement membrane, around which
they extend cell processes termed “end-feet”. In vitro stu-
dies show that these cells are key modulators of TJ
function and can also mediate distribution of transporters to
the endothelium. Pericytes and astrocytes, along with
endothelial cells and their TJs, as well as neurons, inter-
neurons, and extracellular matrix, form a complex func-
tional and anatomical structure termed the neurovascular
unit, which is integral in the regulation of cerebral par-
enchymal homeostasis and in the process of interaction
between myelinated and unmyelinated axons and brain
capillaries [5].

The primary function of the BBB is to ensure a tight
control of the environment of the brain, and its functionality
is paramount for the maintenance of cerebral homeostasis;
indeed, loss of BBB integrity constitutes a key mechanism
in the pathophysiology of various neurological diseases. A
healthy BBB translates into controlled traffic across the
vessel wall, at a molecular and ionic level. Nondiffusible,
nonlipidic molecules are transported by a highly controlled
system of carriers on both sides of endothelial cells, which
is both time- and concentration-dependent. AJs and TJs

together form the interendothelial connections, which are
cornerstone in the maintenance of a viable BBB [2].

BBB integrity is important for central autonomic control
which in turn is crucial for the blood pressure regulation. A
well-regulated BBB protects important anatomical areas
such as the hypothalamus and medulla to respond appro-
priately and maintain homeostasis to the autonomic control
centers [6].

On the other hand, increased angiotensin II (Ang II)
availability activates intracellular pathways and increases
neuronal activity within the autonomic areas as the hypo-
thalamic paraventricular nucleus and brain stem nuclei.
Consequently, an intact BBB is of great importance to
protect autonomic areas from the invasion of increased Ang
II levels. BBB disruption not only facilitates Ang II access,
but also allows circulating inflammatory cells to enter into
the brain parenchyma, contributing to further microglial
activation and inflammation in autonomic areas [7].

Effects of oxidative stress and inflammation on BBB

Oxidative stress has been shown to exert deleterious effects
on the BBB and its ultrastructure and to contribute to the
process of neurodegeneration. Specifically, TJ complexes
and endothelial cells seem to be particularly vulnerable,
with oxidative stress inducing an alteration of their protein
expression profile [8]. Similarly, an oxidative stress-induced
alteration, increased transport across the BBB and disrup-
tion of its protective function, has been demonstrated in
hypertensive subjects [9].

Proposed mechanisms underlying the TJ dysfunction
observed under oxidative stress include an increased
exposure to free radicals and cytokines, activation of MMP,
as well as downregulation of TJ-proteins claudins and
zonulin-1 and metalloproteinase tissue inhibitors—ulti-
mately resulting in increased paracellular leakage [10].
Reactive oxygen species (ROS) constitute the primary
oxidative stress mediators damaging the structure and
function of proteins, DNA and lipids, thus increasing per-
meability of the BBB in a time- and concentration-
dependent manner [11]. Importantly, a significant source
of are beta-amyloid (Aβ) peptides, which primarily affect
the cerebral microvasculature and are typically implicated in
the pathogenesis of cerebral amyloid angiopathy [12]. This
exaggerated generation of free radicals results in a decrease
in the expression of specific TJ proteins, thus adversely
affecting BBB integrity [13].

Neuroinflammation—a process that is linked with oxi-
dative stress—seems to play a key role in both aging and
degenerative processes and has also been associated with
BBB dysfunction. Indeed, inflammatory cytokine levels are
increased in acute ischemic stroke patients and have been
associated with worse prognosis and increased risk of
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recurrence. Vascular dementia—apart from increased age—
is also associated with increased levels of interleukins-1a,
-6, and -8 (IL-1a, IL-6, IL-8, respectively), as well as tumor
necrosis factor. Overexpression of interferon-γ and several
chemokines such as CCL-2 and CXCL-8 also results in
increased BBB permeability [14].

Nitric oxide (NO), on the other hand, appears to exert a
protective effect on the BBB, by inhibiting amyloid plaque
formation, tau phosphorylation, and neuronal loss. How-
ever, during oxidative stress, its metabolite peroxynitrite has
neurotoxic effects similar to ROS [15].

Lipid peroxidation products, produced by the oxidative
damage of polyunsaturated fatty acids, modify the function
of cell membrane phospholipids, disrupt mitochondrial
enzymes, and energetic and increase free radicals release.
The result is perpetuation of oxidative stress BBB destabi-
lization. This effect can be accentuated by the activation of
matrix metalloproteinases (MMP), which are produced by
activated microglia, negatively affecting the integrity of the
endothelial basal lamina and the basement membrane of the
BBB-forming neurovascular unit [16].

Renin–angiotensin aldosterone system (RAAS)
system and BBB integrity

RAAS system is a highly regulated system in essential
hypertension. RAAS is believed to have a pivotal role in
organ damage. Especially, Ang II is a peptide with a
critical role, implicated in the regulation of blood pres-
sure. Due to its hydrophilic behavior circulating Ang II
does not cross the BBB. However, elevated circulating
levels of Ang II during hypertension results in disruption
of the BBB integrity, allowing access of circulating Ang II
(Fig. 1). There are several findings suggesting that per-
ipheral and central RAAS, via disruption of the BBB may
promote exacerbated sympathoexcitatory activity and in
turn neurogenic hypertension [17]. Angiotensin 1 receptor
(AT1R) activation has been shown to affect BBB per-
meability in cultured microvessels [18]. Chronic infusion
of Ang II has been implicated in increased BBB perme-
ability mostly due the downregulation of endothelial tight
junction proteins [19]. Interestingly, local RAAS activa-
tion is also important in organ homeostasis. Components
of the RAAS have been detected in various organs, such
as the heart, kidney, and brain. Indeed, the brain expresses
genes that encode all components of the RAAS. The local
RAAS can be activated independently of the systemic
RAAS, indicating that organ damage may occur even
though the systemic RAAS is attenuated. Disruption of
the BBB allowed the entry of peripherally injected Ang II
into the rostral ventrolateral medulla which activated
tyrosine hydroxylase‐expressing neurons involved in
central cardiovascular regulation [20]. In addition,

peripherally infused Ang II can enter a leaky BBB and
influence CNS signaling [17].

A well-known risk factor for amyloid b (Ab) deposition
and cognitive impairment in AD is a history of arterial
hypertension several years prior to the onset of the disease.
Experimental studies in mice have shown that Ang II may
also be involved in Ab clearance by increasing BBB per-
meability through AT1R [21]. Arterial hypertension has a
well-established impact on the function of cerebral vascu-
lature and can thus affect the receptor-mediated transport
across the BBB, as well as passive passage of substances
across vascular basement membranes [22]. The resultant
impediment of Ab elimination from the brain translates into
deposition of increased amounts of Ab in various forms
such as monomer, oligomer, insoluble fibrils, and plaques in
the CNS. Pronounced accumulation of Ab, in turn, triggers
a cascade of events culminating in neuronal damage and
death, manifesting as progressive clinical dementia of the
Alzheimer type [22]. It is hypothesized that Ab deposition
due to a disorder of cholinergic neurons and vascular injury,
respectively is a key player in dementia which is associated
with both deterioration in the quality of life and poor
prognosis.

Linking evidence between BBB dysfunction and
hypertension: a focus in experimental data

Hypertension—a leading cause of cardiovascular disease—
is characterized by autonomic dysregulation, sympathetic
overactivity, and activation of plasma and tissue RAAS and
of circulating catecholamines [23]. In addition, innate and
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Fig. 1 Graphical representation of the basic mechanisms leading to
blood–brain barrier (BBB) disruption. Ang II angiotensin II, RAAS
renin–angiotensin aldosterone system, SNS sympathetic nervous
system.
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adaptive immunity play a significant role in the pathogen-
esis of hypertension [24, 25]. Immune cells located in BBB
may also have an impact in both pathogenesis of hyper-
tension and BBB disruption. Such cells are the microglia
which role in hypertension has increasingly been recog-
nized. Studies have shown that microglial inhibition in
hypertensive animal models leads to a decrease in blood
pressure [26, 27]. On the other hand, astrocytes are also
involved in the pathogenesis of hypertension through the
signaling cascade of the sympathoexcitatory effects of Ang
II in the PVN [28]. Experimental studies have shown that
pharmacological inhibition of astrocytes using sodium
fluoroacetate causes an increase in blood pressure and a
decrease in BBB permeability [29].

The cerebrospinal fluid (CSF) is a clear colorless fluid
that is produced by the choroid plexus and provides the
brain with mechanical and immunological protection. In
parallel, the CSF plays an active role in cerebral metabo-
lism. Loss of BBB integrity results in a leak of substances—
including proteins—into the CSF, which, when detected,
can be regarded as an indicator of BBB insufficiency [30].
In this context, in a recent study, the CSF was analyzed in
spontaneously hypertensive rats (SHR) and control rats and
significant differences in protein concentration were detec-
ted between the two groups. The BBB disruption observed
in SHRs could be explained by the susceptibility of arteries
with profoundly reduced perfusion to endothelial damage.
In the SHRs, upregulation of α-1-antitrypsin, apolipoprotein
A1, albumin, immunoglobulin G, vitamin D binding pro-
tein, haptoglobin, and α-macroglobulin was observed [30].

In normotensive rats, acute increases in arterial blood
pressure induced a marked increase in CSF pressure,
whereas in SHRs the effects of phenylephrine administra-
tion were milder, suggesting the development of a cere-
broprotective mechanism with chronic hypertension.
However, an increased permeability for sucrose and lower
brain uptake rate was identified in chronic hypertensive
subjects, suggesting a decreased brain capillary density a
reduction in cerebral blood flow (CBF) [29].

Impairment of endothelial homeostasis in SHRs may also
contribute to the selective BBB disruption. In chronic
ischemia, long-standing hypertension may impair of BBB
integrity and induce white matter dysfunction, leading to
worsening of spatial cognitive performance. Leaked plasma
components, known to exert toxic effects on perivascular
neurons, may access periaxonal environment through dis-
rupted paranodal axon-glia junctions, thereby impairing
axon conduction [31].

In parallel, research is focusing on the elucidation of
pathways by which the BBB may be involved in the neu-
ronal dysfunction caused by accumulating ß-amyloid in the
brain [32]. Therapies aiming to increase low-density lipo-
protein receptor related protein-1 expression or reduce

RAGE activity at the BBB and/or restore the peripheral
β-amyloid “sink” action, have been shown to inhibit brain
β-amyloid accumulation and inflammation, and improve
CBF and functional recovery in AD models. Thus, such
therapies have emerged as promising future treatment
modalities for AD patients [33].

Prolonged Ang II-induced hypertension is associated
with large BBB leaks, microglial activation, myelin loss,
and cognitive impairment in the absence of stroke. Finally,
cerebral autoregulatory dysfunction ultimately results in
BBB leakage, allowing the circulating inflammatory factors
to infiltrate the brain to activate glia, especially in response
to elevations in cerebral arterial pressure as it has been
shown in hypertensive animal models [34]. Finally, hyper-
tension promotes highly distinctive alterations in small
arteries which in turn has been shown in animal models to
cause early dysfunction in ΒΒΒ [35].

BBB dysfunction as a link between hypertension
and cognitive decline in human studies

Accumulating evidence has shown that chronic hyperten-
sion is accompanied by BBB dysfunction. The brain, an
organ accounting for 20–25% of the body’s total oxygen
consumption, is critically dependent on the cardiovascular
system. Hypertension is a risk factor for the aggravation of
cognitive impairment [34]. Importantly, recent evidence
suggests the existence of a key vascular component in the
pathophysiology of Alzheimer’s disease (AD), which has
been for long considered as a primarily neurodegenerative
entity [36, 37]. Although much remains to be clarified with
respect to the exact mechanisms, BBB dysfunction appears
to be involved in the association between arterial hyper-
tension and dementia syndromes, as it can be present in
both conditions. However, the impact of blood pressure
perturbations on long-term alterations in cognitive function
appears to be multifactorial and much remains to be eluci-
dated. Indeed, although several studies report that a history
of hypertension decades before the onset of the disease is
correlated with the later occurrence of AD, the time evo-
lution of the blood pressure profile of future AD patients
may demonstrate a significant drop in blood pressure levels
close to the onset of the disease as well as a consistent
decrease throughout the dementia phase [38].

Dementia syndromes, primarily AD, are characterized by
hippocampal atrophy which typically develop early in the
disease course [39]. Similarly, the entorhinal cortex, the
cornu ammonis 1 (CA1) sector and subicular areas are also
affected early, followed by CA2, 3, and 4, whereas the
neocortex is usually involved later in the course of the
disease. The involvement of the CA1 pyramidal cells—and
the sector as a whole—results in the loss of anterograde
memory, resulting in significant impairment of cognitive
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functions. CA2, 3, and 4 hippocampal subfields, on the
other hand, are much less affected by the disease, as sug-
gested by evidence from postmortem AD studies [40].

Memory performance in hypertensive individuals is
related to a blunted regional CBF response [41]. However,
there are sufficient data based on postmortem investigations
showing significant BBB damage in dementia patients [42].
On top of that, numerous studies with magnetic resonance
imaging and positron emission tomography have proved
alterations in regional BBB permeability and cerebral
metabolism in the living human brain in dementia and AD
[43].

Antihypertensive medication for the prevention of
BBB dysfunction and dementia

Angiotensin-converting enzyme inhibitors (ACEIs) and Ang
II receptor blockers

Since Ang II has emerged as a critical factor of BBB dis-
ruption in hypertension, medication targeting to RAAS may
offer protective mechanisms to these structural changes.
Results of experimental studies suggest that treatment with
ACEIs and Ang II type 1 receptor blockers could attenuate
progression of cognitive decline and oppose the develop-
ment of dementia. Ang II likely participates in a feed-
forward mechanism inducing neurogenic hypertension via
neurohumoral activation and reaches the hypothalamus and
brain stem through the disrupted BBB. Recent animal

studies show that Ang II also plays a critical role in BBB
integrity under hypertensive conditions. Indeed, adminis-
tration of Ang II led to increased BBB permeability and
downregulation of constituent BBB proteins, facilitating its
extravasation to critical blood pressure-regulating brain
regions and its interaction with neurons and glial cells,
while treatment with losartan appears to inhibit these effects
and restore, in part, blood pressure homeostasis [17, 44]. In
contrast, administration of hydralazine, a direct vasodilator,
failed to restore BBB disruption. This supports the evidence
that Ang II–AT1R mechanisms are implicated in BBB
dysregulation. Tables 1 and 2 present studies addressing the
effects of antihypertensive medication on BBB function.

Brain RAS hyperactivity has been implicated in the
pathogenesis of essential hypertension in many experi-
mental studies [45–47]. Aminopeptidase A (APA) a
membrane-bound zinc metalloprotease, is involved in the
metabolism of Ang II, The inhibition of central, but not
peripheral, APA by specific and selective inhibitors leads to
a large and sustained decrease in BP via inhibition of AVP
release and sympathetic neuron activity [48].

The molecular weight of ACE inhibitors and ARBs is
small permitting them their passage from BBB depending
on their lipophilicity and concentration of the drug in
plasma. Especially, lisinopril, which is hydrophilic, has
been shown to inhibit central ACE, however trandolapril, a
lipophilic agent, caused more ready inhibition of ACE
binding in cardiovascular regulatory centers inside the BBB
[49]. AT1R blockade has been shown to have

Table 1 Effects of antihypertensive medication on blood–brain barrier (BBB) function in hypertensive animal models.

Authors Medication Experimental model Results

Biancardi et al. [17] Losartan
versus
Hydralazine

Spontaneously
hypertensive rats

BBB disruption, including increased permeability and downregulation of
constituent proteins, was prevented in rats treated with losartan but not
with hydralazine

Kaya et al. [44] Losartan Diabetic
hypertensive rats

losartan significantly attenuates protein’s transport to brain tissue by
reducing BBB disruption

Tan et al. [49] Trandolapril
versus
Lisinopril

Wistar rats Trandolapril and lisinopril caused similar inhibition of brain angiotensin-
converting enzyme outside the BBB. However, inside the BBB,
trandolapril was more effective

Takeda et al. [51] Olmesartan Alzheimer disease-
model
transgenic mice

Olmesartan decreased dysfunction of brain microvessels and prevented
beta-amyloid-induced vascular dysregulation

Pelisch et al. [52] Olmesartan Dahl salt-sensitive
(DSS) rats

Olmesartan decreased brain angiotensin II levels and restored mRNA
expression of tight junctions and collagen-IV in DSS/H rats.

Edvinsson et al. [64] Nimodipine
and Nifedipine

Rats with acute
arterial hypertension

Calcium antagonists failed to prevent BBB disruption in acute
hypertension

Nukhet Turkel et al. [65] Nifedipine Adrenaline-induced
hypertensive rats

Nifedipine can beneficially modify the permeability BBB disruptions
observed in acutely hypertensive rats

Lenzser et al. [69] Diazoxide Rats Diazoxide preconditioning attenuates global cerebral ischemia-induced
BBB permeability

Nishioku et al. [70] Indapamide Mice Indapamide has a protective role against ischemia-induced injury and
dysfunction of the BBB

686 V. Katsi et al.



neuroprotective effects when used for inflammatory brain
disorders that accompany BBB disruption [50]. Evidence
supporting a potential dementia-protective effect of ARBs
was provided by an animal study by Takeda et al. whereby
pretreatment with a low dose of olmesartan was shown to
prevent β-amyloid-induced vascular dysregulation and to
attenuate the impairment of hippocampal synaptic plasticity
[51] and decreased brain Ang II levels and restored mRNA
expression of TJs and collagen-IV in Dahl salt-sensitive rats
[52]. However, no effect on cerebral β-amyloid levels was
observed [51]. Other ARBs have also been pointed out as

neuroprotective agents in animal studies [53]. Character-
istically, in rodent models of AD, administration of several
angiotensin receptor blockers—namely candesartan, losar-
tan, valsartan, and telmisartan—appeared to preserve CBF
and cognition during stroke, decrease inflammation and Aβ
neurotoxicity and to exert cerebroprotective effects in the
context of traumatic brain injury [54]. Similarly, human
cohort analyses indicate that treatment of hypertension with
angiotensin receptor blockers can significantly reduce the
incidence and progression of AD [54]. In patients with
dementia, treatment with perindopril—besides effective

Table 2 Effects of antihypertensive medication and cognitive decline in representative human studies.

Authors Medication Population Results

Davies et al. [54] Treatment with angiotensin II
receptor blockers (ARBs) and
angiotensin-converting enzyme
inhibitors (ACE-I)

Case–control analysis with patients aged
≥60 years with dementia (5797 with
Alzheimer disease, 2186 with vascular
dementia, 1214 with unspecified/other
dementia)

There were inverse dose-response
relationships between ARBs and ACE-I
with dementia

O’Caoimh
et al. [55]

Ramipril, perindopril, lisinopril,
trandolapril, and fosinopri

To compare rates of decline in 91
patients with mild-to-moderate
Alzheimer disease receiving centrally
CACE-I to those not currently treated
with CACE-I

CACE-I and potentially perindopril in
particular, are associated with a reduced
rate of functional decline in Alzheimer
disease patients.

Sink et al. [56] Captopril, fosinopril, lisinopril,
perindopril, ramipril, and
trandolapril versus benazepril,
enalapril, moexapril, and quinapril

Participants in the Cardiovascular Health
Study Cognition Substudy with treated
hypertension (n= 1054) were followed
up for a median of 6 years

Centrally acting angiotensin-converting
enzyme inhibitors (CACE-I) were
associated with 65% less decline in
3MSE scores per year of exposure
compared with non-CACE-I that were
associated with a greater risk of incident
dementia

Gao et al. [57] Perindopril, ramipril, trandolapril,
captopril, fosinopril, lisinopril,
prinivil, and monopril.

Observational case–control study with
817 patients diagnosed with Alzheimer’s
disease, vascular, or mixed dementia

CACE-I is associated with a reduced rate
of cognitive decline in patients with
dementia

Tzourio et al. [58] Perindopril, indapamide 6105 people with prior stroke or transient
ischemic attack

Active treatment was associated with
reduced risks of dementia and cognitive
decline associated with recurrent stroke

Anderson et al. [60] Telmisartan, ramipril 31,526 hypertensive patients In patients with cardiovascular disease or
diabetes, different approaches to
blocking of the renin–angiotensin system
had no clear effects on cognitive
outcomes.

Hanyu et al. [61] Nilvadipine Patients with mild cognitive impairment In the 20-month follow-up, hypertensive
patients treated with nilvadipine were
less likely to develop dementia

Amenta et al. [62] Nicardipine Cochrane review on 6000 patients Improvement of cognitive deterioration
in more than 60% of patients treated with
nicardipine.

Gelber et al. [67] Antihypertensive medication of all
categories

2197 participants with hypertension and
without dementia or cognitive
impairment at baseline, who provided
information on medication use

β-blocker use is associated with a lower
risk of developing cognitive impairment
in elderly Japanese American men.

Khachaturian et al.
[68]

Antihypertensive medication of all
categories

3308 hypertensive patients Use of any antihypertensive medication
was associated with lower incidence of
dementia. Potassium-sparing diuretics, is
associated with even lower incidence of
Alzheimer disease.
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control of blood pressure—was associated with an
improvement of the cognitive function of the patients as
represented by performance on the Mini-Mental State
Examination and this result was sustained after a 12-months
follow-up [55]. However, it should be emphasized that
more data are needed for definite conclusions to be drawn
with respect to preference of specific AT1 receptor blockers
over others in the context of neuroprotection.

Several studies suggest that centrally acting ACEΙs could
decrease the risk for dementia to a greater degree compared
with other antihypertensives; indeed, a reduction in the
incidence of a decline in cognitive scores of up to 65% per
year of exposure has been reported [56–59]. Centrally act-
ing ACE inhibitors include captopril, lisinopril, fosinopril,
perindopril, ramipril, and trandolapril and their more pro-
nounced dementia-protective effect compared with non-
centrally acting representatives of the class could be pri-
marily attributed to the fact that the brain’s intrinsic
renin–angiotensin system is involved in memory and cog-
nition. Nevertheless, the aforementioned BBB-preserving
potential of these agents might also be implicated [57]. In
general, antihypertensives that cross the BBB and affect the
renin–angiotensin-aldosterone system (such as perindopril
or losartan) may provide additional protection beyond BP
control against cognitive decline.

These data clearly raise the question whether centrally
acting ACEIs should be preferred over non-centrally acting
agents, at least in patients at risk for the development of
dementia. In this context, a recent study evaluating the
effects of initiating centrally acting ACEIs in an unselected
outpatient group of elderly patients showed a significant
decrease in the degree of cognitive decline relative to other
patients already on therapy or treated with other medica-
tions. This decrease in cognitive decline was observed as
early as within 6 months from the initiation of treatment
[57]. Furthermore, progression of cognitive decline seemed
to be inhibited in patients with established AD once cen-
trally acting ACEIs—particularly perindopril—were initi-
ated. Importantly, the magnitude of the cognitive function-
preserving effect did not demonstrate correlation to the
degree of change in blood pressure during the 12-month
follow-up period, suggesting a mechanism of action sepa-
rate from the one that mediates the antihypertensive effect
of these agents [57].

However, large clinical trials showed conflicting results
regarding the beneficial effects of RAAS blockers in cog-
nitive function in hypertensive populations [60].

Calcium channel blockers (CCBs)

Dihydropyridine (DHP)-type CCBs, on the other hand, also
appear to slow the progression of dementia and prevent
BBB damage, via increasing the relative regional CBF

dose-dependently. Recent research has been especially
focusing on nilvadipine, as this agent has been shown to be a
much more potent effector of regional CBF functionalities
compared with nicardipine [61]. In fact, in the 20-month
follow-up, hypertensive patients treated with nilvadipine
were less likely to develop AD. Another representative of
this drug class, nimodipine, is also of special interest in this
context, as appears to exert more pronounced neuroprotec-
tive effects than other CCBs, at least in specific clinical
situations; indeed, the agent has been shown to improve
neurological outcome in patients with subarachnoid
hemorrhage from ruptured intracranial berry aneurysms
(Hunt and Hess Grades I–V) and its use is indicated in this
clinical scenario, regardless of their postictal neurological
condition. Even though some studies suggest that nicardi-
pine might be a better choice in terms of treating disorders
associated with arterial hypertension than nimodipine, a
Cochrane review of the clinical efficacy of the latter found
pronounced benefit associated with the administration of the
drug compared with placebo on cognitive function, when the
subjects suffered from either AD or vascular dementia [62].

The lipophilic CCBs easily cross the intact BBB, and this
property enables more pronounced effects in the CNS. It is
hypothesized that DHP CCBs contribute to the amelioration
of cerebral hypoperfusion that precedes clinical manifesta-
tions of both AD and vascular dementia. Interestingly,
DHP-CCBs appear to antagonize the β-amyloid-induced
vasoconstriction associated with AD [30]. However, amlo-
dipine, another DHP-CCB, has been found to be much less
potent in terms of preservation of cognitive functions.
Amlodipine and nifedipine were found to be ineffective in
impeding the accumulation of β-amyloid in the brain. This,
coupled with the well-established fact that antihypertensive
activity is a class effect of CCBs, suggests that the Aβ-
lowering capacity of the DHPs is independent of their blood
pressure-lowering capacity [63]. Furthermore, nilvadipine
and nitrendipine were shown to inhibit Aβ production in
in vitro studies, whereas other representatives of the class
had either no effect or were associated with a rise in Aβ
levels. In vivo, nilvadipine and nitrendipine acutely reduced
brain Aβ levels in a transgenic mouse model of AD (Tg
PS1/APPsw) and improved Aβ clearance across the BBB
[61]. Importantly, this Aβ-lowering action could itself
translate into improved BBB function and, in turn, inhibi-
tion of cognitive decline.

Alterations in cellular calcium handling could constitute
another possible neuroprotective mechanism of action of
CCBs, independent of their blood pressure-lowering effect.
With ageing, the brain loses the capacity to efficiently
regulate intracellular calcium levels. This calcium “mis-
handling” facilitates cell death, while also increasing the
risk of AD development. In this regard, it has been postu-
lated that, to some degree, the cognition-preserving actions
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of DHP-CCBs could be mediated by prevention of intra-
cellular calcium overload [62, 63].

Although data are contradictory, it has been suggested a
beneficial role of CCBs in BBB disruption of hypertensive
animal models [64]. More specifically, nifedipine can
modify the permeability disruptions observed in acutely
hypertensive rats [65].

Nevertheless, much still remains to be clarified and fur-
ther research in humans is required for any CCBs to be
recommended specifically for the prevention of dementia in
hypertensive patients.

Other antihypertensive drugs

A recent experimental study examining different beta
blockers has shown that propranolol is able to cross the
BBB and is found in brain tissue in higher amounts than
atenolol and nadolol but were able to induce the secretion of
signaling molecules in the hypothalamus, independently of
their ability to cross the BBB [66].

The Honolulu-Asia Aging Study determined the asso-
ciations between classes of antihypertensive medication use
and the risk of cognitive impairment among elderly
hypertensive men [67]. The authors found that β-blocker
use as the sole antihypertensive drug at baseline was con-
sistently associated with a lower risk of cognitive impair-
ment as compared with men not taking any antihypertensive
medications. Diuretics, CCBs, ACEIs, or vasodilators alone
were not significantly associated with cognitive impairment.
The authors hypothesized that the neuroprotective effects
of b-blockers may be attributed to the improvement of
microvascular integrity, amyloid deposition, widening of
periarteriolar spaces, and microinfarct reduction. However,
their protective effect has not been confirmed by solid data.

The Cache County Study examined the relationship of
antihypertensive treatment with the incidence of Alzheimer
disease [68]. The study showed that potassium-sparing
diuretics, is associated with reduced incidence of Alzheimer
disease.

Similarly, there are scarred data with the other anti-
hypertensive categories, mostly experimental. In an
experimental study with rats, it has been shown that diaz-
oxide significantly inhibited the extravasation, depolarized
the mitochondrial membrane, suggesting a direct diazoxide
effect on the endothelial mitochondria, and protects the
BBB against ischemic stress [69]. In another study, inda-
pamide may also have a protective role against ischemia-
induced injury and dysfunction of the BBB [70].

Future perspectives

Future studies will advance the current limited knowledge
of the pathophysiology of BBB disorders that occur in

various cardiovascular diseases. Drug delivery to the brain
remains a major obstacle for the treatment of BBB disrup-
tion. There is however emerging evidence that exercise may
prove beneficial in maintaining BBB integrity by reducing
local Ang II [71].

The future emphasis will be on developing drug delivery
systems for the brain that can deliver adequate amounts of
neuroprotective agents in a controlled manner in order to
treat neurological complications of arterial hypertension.
This may include nanobiotechnology-based delivery of
therapeutics such as gene therapy and siRNAs.

Conclusions

Taken together, the aforementioned data indicate a central
position of BBB disruption in the pathophysiological
pathways of arterial hypertension that are also linked with
the development of cognitive decline and dementia. As the
correlation between hypertension, RAAS activation, BBB
dysfunction, and neurodegeneration becomes clearer, early
and tailored antihypertensive treatment—with meticulous
attention paid to the avoidance of hypotensive episodes—
could probably exert cognition-preserving effects. Anti-
hypertensive agents with independent BBB-sparing and
neuroprotective effects—such as centrally acting ACEIs—
would be theoretically be ideal choices in this context. It
should be emphasized, however, that much more evidence
from clinical trials is needed until a specific drug class can
be strongly recommended over another for the sole purpose
of dementia prevention.
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