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Alzheimer’s disease (AD) is a type of incurable neurodegenerative disease

that is characterized by the accumulation of amyloid-β (Aβ; plaques) and tau

hyperphosphorylation as neurofibrillary tangles (NFTs) in the brain followed by neuronal

death, cognitive decline, and memory loss. The high prevalence of AD in the developed

world has become a major public health challenge associated with social and economic

burdens on individuals and society. Due to there being limited options for early diagnosis

and determining the exact pathophysiology of AD, finding effective therapeutic strategies

has become a great challenge. Several possible risk factors associated with AD

pathology have been identified; however, their roles are still inconclusive. Recent clinical

trials of the drugs targeting Aβ and tau have failed to find a cure for the AD pathology.

Therefore, effective preventive strategies should be followed to reduce the exponential

increase in the prevalence of cognitive decline and dementia, especially AD. Although

the search for new therapeutic targets is a great challenge for the scientific community,

the roles of lifestyle interventions and nutraceuticals in the prevention of many metabolic

and neurodegenerative diseases are highly appreciated in the literature. In this article,

we summarize the molecular mechanisms involved in AD pathology and the possible

ameliorative action of lifestyle and nutritional interventions including diet, exercise, Calorie

restriction (CR), and various bioactive compounds on cognitive decline and dementia.

This article will provide insights into the role of non-pharmacologic interventions in the

modulation of AD pathology, which may offer the benefit of improving quality of life by

reducing cognitive decline and incident AD.
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INTRODUCTION

Due to improved healthcare infrastructures and early diagnosis
of diseases, human life expectancy is increasing globally (Oeppen
and Vaupel, 2002). However, the burden of age-associated
diseases will also increase exponentially in the coming decades
(Beard et al., 2016). Aging is a process that is regulated
by various genetic and molecular mechanisms. Dementia
is one of the major causes of disability in the aging
population. Alzheimer’s disease (AD), the most dominant form
of dementia, accounting for 60–80% of dementia cases, is a
multifactorial neurodegenerative disease characterized by the
accumulation of amyloid-β (Aβ; plaques) outside neurons and
the hyperphosphorylation of tau protein and neurofibrillary
tangles (NFTs) inside the neurons in the brain, which lead
to cognitive deficit, memory loss, and then neuron death.
With the aging of the population, the burden of age-related
neurodegenerative disorders is increasing at an exponential
rate all over the world (Prince et al., 2015). Multiple risk
factors including age, education, socioeconomic status, family
history, gene mutations, oxidative damage, neuroinflammation,
et cetera are involved in the pathophysiology of AD. Currently,
pharmacologic drugs targeting Aβ and tau proteins are
unsuccessful in clinical trials, and there is no treatment
available for the cure of AD to date. Due to the failure
of pharmacologic treatments for AD, non-pharmacological
interventions have gained more attention for the prevention
of this disease. Many common molecular mechanisms are
shared among the metabolic and neurodegenerative disorders,
which include mitochondrial dysfunction, oxidative stress,
inflammatory pathways, and calcium homeostasis. There are
many preventive strategies that target these pathways and
are found to be very effective in limiting the burden of
metabolic diseases such as diabetes, obesity, cardiovascular
diseases (CVDs), and cancer. In this review article, we focus
on the molecular mechanisms involved in AD and the
lifestyle and nutritional interventions, such as physical exercise,
a Mediterranean diet (MD), nutraceuticals, and bioactive
compounds, as preventive strategies for the development of AD
in the elderly population. These interventions for the prevention
or delay of the onset of dementia could have significant effects on
individuals, society, and healthcare providers.

PREVALENCE AND ECONOMIC BURDEN
OF ALZHEIMER’S DISEASE

Current demographic trends indicate a significant increase in
older people (above 65 years) in the world’s population, posing
a major risk for the development of dementia. A previous
study indicates that about 6% of the world population is
suffering from dementia (Prince et al., 2013). Recent estimates
by the Alzheimer’s Association reveal that globally, 55 million
people have dementia and every year, more than 10 million
people develop this deadly disease. This number is predicted to
increase by 88 million in the year 2050 (Alzheimer’s Association,
2019). This disease is more prevalent in Americans. Currently,
5.8 million Americans of all ages were living with Alzheimer’s

FIGURE 1 | Annual expenditure, including health care, long-term care, and

hospice care for people with dementia.

dementia in 2019, and this number is projected to increase
by three folds by the year 2050. About 5.6 million people are
above 65 years old. Every 10th American aged above 65 years
is suffering from AD. This increase in the incidence and
prevalence of AD in the elderly population has become a major
public health challenge associated with an economic burden
on individuals, society, caregivers, and federal governments
(Hurd et al., 2013). Figure 1 shows the annual expenditure,
including for health care, long-term care, and hospice care for
people with dementia. Recent estimates predict that there will
be a heavy increase in the overall maintenance cost of AD,
which is expected to increase from $290 billion in 2019 to
more than $1.1 trillion in 2050 (Alzheimer’s Association, 2019).
However, reducing the potentially modifiable risk determinants,
including educational status, cigarette smoking, sedentary
lifestyle, depression, hypertension, diabetes, dyslipidemia, and
obesity, may help in the prevention of about 500,000 cases of
dementia in the United States (GBD 2015Neurological Disorders
Collaborator Group, 2017).

MOLECULAR MECHANISMS INVOLVED IN
ALZHEIMER’S DISEASE PATHOLOGY

Amyloid β Plaques and Tau
Hyperphosphorylation
Two major proteins in the brain are involved in the
pathophysiology of AD, i.e., the Aβ and tau proteins. The Aβ

protein, consisting of 39–43 amino acid residues, is produced
intracellularly in the brain. A disparity between the accumulation
and clearance of Aβ leads to plaque formation in the brain. It
plays a vital role in the progress of AD pathology and cognitive
impairment (Hardy, 1997; George-Hyslop and Rossor, 2001).
Genetic mutations in the genes encoding Aβ, Aβ precursor
protein (AβPP), and Presenilins (PS1 and PS2) lead to abnormal
Aβ aggregation in the brain. In AD, the build-up of amyloid
fibrils as amyloid plaques or senile plaques in the extracellular
region of brain cells is responsible for synaptic damage,
neuronal dysfunction, and inflammatory responses (Lesné et al.,
2013). Tau protein, a family of natively unfolded microtubule-
associated proteins, is located on chromosome 17q21 and plays
an important role in microtubule assembly and stabilization.
In AD pathology, the intense hyperphosphorylation of tau
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protein causes the formation of NFTs, leading to microtubule
disassembly and neuronal loss in the area of the brain associated
with memory and learning centers (Kolarova et al., 2012).

Mitochondrial Dysfunctioning
Mitochondria are double-membrane, intracellular organelles
present in the cells and are known to play a vital role
by metabolizing nutrients. They are also known as the
powerhouse of the cell or ‘‘energy currency,’’ as they
generate adenosine triphosphate (ATP). Several studies
have implicated mitochondrial dysfunction as a major
pathologic condition involved in neurodegenerative diseases.
Mitochondrial dysfunction involves alterations in the processes
of mitochondrial biogenesis and dynamics, which leads to
many pathologic conditions. In mitochondrial biogenesis, the
number and size of mitochondria increases, which is controlled
by peroxisome proliferator-activated receptor (PPAR)-γ
coactivator-1α (PGC-1α), involving several transcription
factors and other proteins including nuclear respiratory
factors (NRF-1 and NRF-2), uncoupling proteins (UCP2),
transcription factor A (Tfam), PPARs, thyroid hormone,
glucocorticoid, estrogen, and estrogen-related receptors
(ERR) α and γ (Hock and Kralli, 2009). AMP-activated
protein kinase (AMPK) also contributes to the regulation of
intracellular energy metabolism (Reznick and Shulman, 2006;
Bhatti et al., 2017a). Figure 2 shows the regulation process of
mitochondrial biogenesis by various transcription factors and
other proteins.

Mitochondrial dynamics is a process by which mitochondria
maintain their shape, structure, and functions by continuously
going through the fission and fusion process (Chan, 2006;
Westermann, 2010; Archer, 2013; Roy et al., 2015). In

mitochondrial fusion, three GTPase genes, including Mitofusin
1 and 2 and optic atrophy1 (Opa1), regulate this process,
whereas the mitochondrial fission is controlled by two GTPase
genes, Fis1 and Drp1. Impaired mitochondrial biogenesis
and dynamics lead to disturbed normal functioning of
mitochondria, resulting in diminished energy generation in
the cells. It is evident from previous studies that impaired
mitochondrial dynamics plays a vital role in aging and
aging-associated metabolic and neurodegenerative diseases
(Reddy, 2011). During mitochondrial biogenesis, some
defective mitochondria that are formed are then removed
by a process called mitophagy. The defective mitochondria
fuse with the lysosomes and are removed by the autophagy-
lysosome system (Ding and Yin, 2012). Aging contributes
to the accumulation of defective mitochondria, oxidative
imbalance, and apoptosis by impairing mitophagy (Chistiakov
et al., 2014). Modifications in mitochondrial biogenesis and
dynamics also lead to the overproduction of reactive oxygen
species (ROS) in the cells, ultimately causing oxidative damage.
Autophagy is a lysosome-mediated degradative pathway
that facilitates the elimination of defective organelles and
recycles various cellular components, including lipids and
proteins (Shintani and Klionsky, 2004). Impairment in
autophagy may lead to the accumulation of Aβ protein
in disease conditions. Autophagy deficit may contribute
to age-associated neurodegenerative diseases, including
AD (Martinez-Vicente, 2015; Zare-Shahabadi et al., 2015).
Emerging strands of evidence indicate that the disruption
in the mammalian target of rapamycin (mTOR) signaling
pathway impacts multiple cellular functions, including
autophagy, glucose metabolism, cell growth, and mitochondrial
functions, that are central in aging and neurodegenerative

FIGURE 2 | Control of mitochondrial biogenesis by transcription factors and PGC-1α.
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diseases (Perluigi et al., 2015). This compelling evidence
indicates that targeting mTOR in the brain might be another
promising strategy that could enable drug discovery for AD.
The dysregulation of the PI3K/AKT/mTOR pathway and
autophagy defects in the brains of AD patients might be
targeted for the development of new drugs. Reddy and Oliver
(2019) recently demonstrated that the accumulation of Aβ and
phosphorylated tau induces defective autophagy and mitophagy
in AD.

With advanced age, the oxidative damage induced by
excessive generation of free radicals reduces antioxidant
capacity, and proinflammatory reactions lead to the aging-
related pathologic conditions. The brain is very much affected
by these oxidative biomarkers. Moreover, the brain normally
has less oxidant capacity than other organs. In dementia,
the accumulation of neurotoxic peptides such as Aβ and tau
might damage the brain tissues (Kapogiannis and Mattson,
2011; Mao and Reddy, 2011). Mitochondria play a vital
role in several metabolic processes. The modifications in the
mitochondrial structure and function may lead to several
age-associated neurodegenerative diseases (Reddy, 2006, 2011;
Roy et al., 2015). The generation of various ROS and
their scavenging is a routine function that takes place in
the mitochondria. An imbalance between the generation of
free radicals in the cells and the ability to detoxify is
called oxidative stress. In the Kreb’s cycle, the electrons
are contributed by NADH and FADH2. These electrons are
then transferred through the electron transport chain (ETC),
which generates electrochemical gradient across the inner
mitochondrial membrane and then produces energy in the
form of ATP (Andreyev et al., 2005). Figure 3 shows the
process of the generation of free radicals and ATP biosynthesis
in the cell. However, this process also leads to the excessive
generation of several reactive species such as superoxide
anion (•O2), hydroxyl radical (•OH), nitric oxide (NO), and
reactive nitrogen species (Dröge, 2002; Valko et al., 2006).
The overproduction of these ROS may damage proteins, lipids,
and DNA (Beckman and Ames, 1999), which disrupts ATP
biosynthesis and other functions in mitochondria (Dröge, 2002;
Murphy, 2009). Cells tend to neutralize the oxidative damage
induced by the overproduction of ROS either by enzymatic
or non-enzymatic mechanisms. The main enzymes known to
detoxify ROS are superoxide dismutase (SOD), catalase (CAT),
glutathione reductase (GR), and glutathione peroxidase (GPx).
On the other hand, there are many non-enzymatic mechanisms
that protect the cells against oxidative damage, including
glutathione (GSH), vitamins E and C, carotenoids, polyphenols,
and flavonoids.

Neuroinflammation
AD pathology is not restricted to the aggregation of misfolded
amyloid or tau proteins; some immunological mechanisms are
also involved in the brain. Neuroinflammation induced by
these misfolded proteins is another key hallmark of AD and
might be targeted as a therapeutic strategy along with peptides
(Heneka et al., 2015). These misfolded proteins, including Aβ

plaques and NFTs in the brain, initiate innate immune responses

by interacting with toll-like receptors (TLRs) and CD4 cells.
There is substantial evidence for neuroinflammation in the early
stages of AD development (Yasuno et al., 2008). Recent studies
also established the role of variants of many immune receptor
genes, including TREM2 and CD33, in the pathogenesis of AD
(Griciuc et al., 2013; Guerreiro et al., 2013; Jonsson et al., 2013).
Excesses of free radicals, NO, cytokines, and some proteolytic
enzymes may be responsible factors that are associated with
neuroinflammation andmay promulgate neuronal death (Cherry
et al., 2014; Yuste et al., 2015). All of these measures are crucial in
age-associated cognitive decline and AD pathology.

Epigenetic Control of Neurodegenerative
Diseases
The term epigenetics refers to mitotically and meiotically
heritable changes in gene expression in response to
environmental stimuli, including stress, diet, or exposure
to adverse environmental factors, without altering DNA
sequences (Babenko et al., 2012; Griñan-Ferré et al., 2016). The
main epigenetic mechanisms are DNA methylation, histone
post-translational modifications, and the regulation of gene
expression mediated by noncoding RNA molecules (Moore
et al., 2013; Holoch and Moazed, 2015; Hwang et al., 2017).
DNA methylation is a well-known epigenetic mechanism that
involves the addition of a methyl group onto the C5 position
of the cytosine to form 5-methylcytosine with the help of
an enzyme, a DNA methyltransferase. DNA methylation
regulates gene expression by recruiting proteins involved in
gene repression or by inhibiting the binding of transcription
factor(s) to DNA (Moore et al., 2013). Histones are the
most abundant proteins associated with DNA and aggregate
with each other, forming the histone octamer around which
DNA is wrapped to create the nucleosome (Bannister and
Kouzarides, 2011). The N-terminal tails of histones may
undergo several post-translational modifications, including
acetylation, methylation, phosphorylation, ubiquitination, and
ADP ribosylation. These changes influence the chromatin
structure, facilitating or inhibiting gene transcription
(Bannister and Kouzarides, 2011). In addition to DNA
methylation and histone modifications, the regulation of
gene expression mediated by noncoding RNA molecules
occurs in many tissues (Peschansky and Wahlestedt, 2014;
Holoch and Moazed, 2015).

Global DNAmodification studies have highlighted a potential
role for epigenetic mechanisms in the complex etiology of
various neurodegenerative diseases, particularly AD (Bradley-
Whitman and Lovell, 2013; Coppieters et al., 2014; Roubroeks
et al., 2017). Besides the nuclear DNA, there is growing
evidence that the mitochondrial DNA (mtDNA) could be
controlled by epigenetic mechanisms (Hroudová et al., 2014;
Blanch et al., 2016; Stoccoro et al., 2017). Several studies have
demonstrated the impact of epigenetic modifications on the
pathogenesis of neurodegenerative diseases (Urdinguio et al.,
2009; Gruber, 2011; Gangisetty and Murugan, 2016; Bassi
et al., 2017; Smith and Lunnon, 2017; Berson et al., 2018;
Gangisetty et al., 2018; Lardenoije et al., 2018; Lascano et al.,
2018; Qazi et al., 2018; Stoccoro and Coppedè, 2018). There
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FIGURE 3 | Process of free radical generation and adenosine triphosphate (ATP) biosynthesis in the cell.

is a growing body of evidence suggesting that epigenetic
mechanisms mediate the risk for AD. Intense research in
experimental models suggests that molecular interventions for
modulating epigenetic mechanisms might have therapeutic
applications to promote cognitive maintenance to an advanced
age (Griñan-Ferré et al., 2016).

Modifiable Risk Factors
Emerging evidence suggests that traditional cardiometabolic
risk factors such as a sedentary lifestyle, central obesity,
dyslipidemia, insulin resistance, hypertension, diabetes,
and CVDs are associated with the progress of cognitive
decline and AD (Cholerton et al., 2013; de la Torre,
2013; Chen et al., 2014; Geijselaers et al., 2015; Xu et al.,
2015; Tamarai et al., 2019). Conversely, Calorie restriction
(CR), antioxidant-rich dietary components, and certain
dietary patterns may limit the progress of metabolic and
neurodegenerative diseases (Everitt et al., 2006; Calder
et al., 2011). The molecular mechanisms linking these
modifiable factors are already discussed in our previous
study (Bhatti et al., 2017b). Figure 4 shows various modifiable
risk determinants affecting various molecular mechanisms

in AD pathology, as demonstrated in a previous study
(Chakrabarti et al., 2015).

PHARMACOLOGIC TREATMENTS FOR
ALZHEIMER’S DISEASE

Many experimental treatments currently undergoing clinical
trials are targeting the molecular mechanisms of AD, including
Aβ plaques, tau hyperphosphorylation, oxidative damage,
mitochondrial dysfunction, neurotransmission, calcium
homeostasis, cell signaling, and anti-inflammatory pathways
(Arvanitakis et al., 2008; Leoutsakos et al., 2012; Latta et al.,
2015; Bhatti et al., 2017a; Hsu and Marshall, 2017). However,
effective pharmacologic treatment strategies for cognitive
decline, mild cognitive impairment (MCI), or dementia are
not available to date. The accumulation of Aβ peptide and tau
hyperphosphorylation are the major hallmarks of AD (Reddy
and Oliver, 2019). Several clinical trials of the drugs targeting
Aβ peptide and tau hyperphosphorylation failed to demonstrate
any positive result. A recent systematic review of 51 unique trials
from January 2009 to July 2017 rated as having low to moderate
risk of bias established that the currently available drugs for
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FIGURE 4 | Various modifiable risk determinants in Alzheimer’s disease (AD) pathology.

dementia, hypertension, and diabetes, that is, anti-inflammatory
medications such as nonsteroidal anti-inflammatory drugs,
statins, and estrogen/progestin agents, neither improved nor
slowed cognitive decline in persons with normal cognition or
with MCI (Fink et al., 2018). This evidence shows the limited
scope of these pharmacologic management approaches for
cognitive protection in individuals with normal cognition or
MCI. Recent studies of clinical trials focusing on cognitive
training (11 trials) and physical exercise (16 trials) did not show
satisfactory results for the prevention of cognitive decline or
dementia (Brasure et al., 2018; Butler et al., 2018). Interestingly,
a randomized controlled trial involving the multidomain
intervention of exercise, diet, and cognitive training prevented
cognitive decline in at-risk older people (Ngandu et al., 2015).

NON-PHARMACOLOGIC INTERVENTIONS
IN AD PATHOLOGY

Since no effective pharmacological treatment is available to
cure dementia, a greater emphasis has been placed on the
implementation of non-pharmacological interventions that may
prevent AD or reduce the escalation of AD burden. It is evident
from various animal and human observational studies that
non-pharmacologic interventions including physical exercise,
CR, antioxidant supplements, diet, nutraceuticals, and several
plant-based bioactive compounds are effective in reducing the
modifiable risk factors such as obesity, diabetes, CVDs, cancer,
etc. Many dietary interventions are known to improve insulin
sensitivity, which further reduces inflammation and improves
cognitive functions (Bayer-Carter et al., 2011; Kelly et al., 2011).
Interventions that target modifiable risk factors for AD hold
promise for reducing the incidence of AD (Xu et al., 2015).

The lifestyle interventions appear to reduce the morbidity and
mortality in aging populations by modulating various molecular
mechanisms and might be promising non-therapeutic measures
for various metabolic and aging-associated diseases (Norton
et al., 2014). Recent studies suggest that elevated incidence
and prevalence of cognitive decline and AD might be reduced
through effective strategies targeting various cardiometabolic
risk factors, including sedentary lifestyle, smoking, midlife
hypertension, midlife obesity, and diabetes (Norton et al., 2014).
Thus, lifestyle and nutritional intervention may be effective
primary prevention strategies for AD. The possible mechanisms
mediating the impact of lifestyle and nutritional interventions on
cognitive decline and AD are discussed here.

DIETARY INTERVENTIONS

Healthy nutritive food components, rich in their antioxidant
and anti-inflammatory properties, are known to regulate the
immune system and may modify the neuroinflammatory events
involved in the progression of cognitive impairment and AD
(McGrattan et al., 2019). These nutraceuticals and dietary
patterns may constitute promising approaches in the prevention
of cognitive decline or delaying the progression to AD (Canevelli
et al., 2016). Several dietary components, such as omega-3 fatty
acids, nutraceuticals, minerals, micronutrients, and vitamins
have been examined for their roles in health and disease
(Wilson et al., 2017). These dietary interventions are known to
play an ameliorative role in the pathophysiology of diabetes,
obesity, CVDs, and cancer, etc. The dietary interventions
modulate the molecular mechanisms, including Aβ formation,
tau hyperphosphorylation, oxidative stress, and epigenetic
controls, in age-associated neurodegenerative diseases. Diet
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can modify the epigenetic mechanisms by regulating DNA
methylation, acetylation, histone modifications, and changes
in miRNA expression, thereby influencing the expression of
particular genes responsible for epigenetic alterations (Park et al.,
2012; Abdul et al., 2017).

Polyunsaturated Fatty Acids (PUFAs)
Lipids are an essential component of the brain, wherein about
one-third are essential Polyunsaturated fatty acids (PUFAs;
Benatti et al., 2004). They constitute vital components of
neuronal cell membranes and are involved in membrane
fluidity, allowing for optimal communication between cells, cell
signaling, and neuroprotection (Bazan, 2005). Essential PUFAs
play a critical role in brain development and functions, with
antioxidant, anti-excitotoxic, and anti-inflammatory activities.
Abnormalities in PUFA status have been implicated in
neuropsychiatric health and diseases, including AD (Liu
et al., 2015). Many studies involving omega-3 fatty acids
concerning cognitive decline have been carried out, and they
show conflicting results. The long-chain omega-3 PUFAs
have been shown to be involved in lowering the risk
of cognitive impairment in individuals without dementia
(Fotuhi et al., 2009). However, the results of other clinical
trials were less conclusive. Thomas et al. (2015) recently
summarized the findings of controlled studies carried out
over the past 10 years and suggested that omega-3 fatty acid
supplementation is advantageous only in the initial stages
of cognitive decline. Another study demonstrated that fish
intake (≥100 g/week) might slow the progress of cognitive
decline in the Chinese population (>65 years; Qin et al., 2014).
Another randomized clinical trial involving supplementation of
omega-3 PUFA to participants aged 60 years without dementia
or cognitive impairment showed no significant improvement
in cognitive function (Sydenham et al., 2012). Recently, a
randomized, placebo-controlled trial reported that long-term use
of omega 3 PUFA supplementation with or without multidomain
intervention had no significant impact on the cognitive decline
over 3 years (Andrieu et al., 2017).

Curcumin
Curcumin is isolated from the rhizome of Curcuma longa,
produced mainly in India and China (Ammon et al., 1992).
It is the principal active compound of turmeric, an Asian
spice, and is known to play a key role in disease prevention
through themodulation of various biochemical pathways (Prasad
et al., 2014; Kunnumakkara et al., 2017). Turmeric powder is
used as a traditional medicine against many conditions because
of its antioxidant, anti-inflammatory, antibacterial, antiviral,
antifungal, and anticancer activities (Sikora et al., 2010; Rahmani
et al., 2018). Frequent use of curcumin in curry may be
associated with better cognitive performance and low prevalence
of AD in elderly Indian populations compared with the US
population (Ganguli et al., 2000; Ng et al., 2006). Recent studies
have established that curcumin plays a protective role against
Aβ in AD due to its potent antioxidant, anti-inflammatory,
and neuroprotective actions (Sundaram et al., 2017; Reddy
et al., 2018). A randomized, placebo-controlled, double-blind,

clinical trial of curcumin (1–4 g/day) in 34 AD patients shows
no significant effect (Baum et al., 2008). Similarly, another
randomized clinical trial of Curcuminoids (2 or 4 g/day) in
36 patients with dementia did not show any significant effect
(Ringman et al., 2012). Curcumin significantly downregulated
the expression of class I HDACs (HDAC1, HDAC3, and
HDAC8) and upregulated the acetylated histone H4 levels
in Raji cells, thereby modulating the epigenetic control (Liu
et al., 2005). Curcumin has been shown to inhibit certain
epigenetic enzymes (Reuter et al., 2011; Vahid et al., 2015).
The results of several studies indicated that although curcumin
has very strong neuroprotective properties, its bioavailability
needs to be improved for future therapeutic strategies against
neurodegenerative diseases.

Flavonoids
Flavonoids are natural compounds with a polyphenolic structure
and are commonly found in fruits, vegetables, grains, bark,
roots, stems, flowers, tea, and wine (Panche et al., 2016).
According to their chemical composition, flavonoids are
categorized into various subclasses such as flavonols, flavones,
flavanones, flavanols, anthocyanins, isoflavones, chalcones, and
dihydrochalcones. Several studies have suggested that flavonoids
display strong antioxidative, anti-inflammatory, anti-mutagenic,
and anti-carcinogenic properties (Pietta, 2000; Panche et al.,
2016). Due to these properties, the flavonoids play a preventive
role in the pathology of cancer, Alzheimer’s, and CVDs
(Benavente-García and Castillo, 2008). The flavonoids possess an
ability to reduce the expression of pro-inflammatory cytokines,
modulate epigenetic control, down-regulate inflammatory
biomarkers, and prevent neural damage and many other
diseases, mainly due to their potent antioxidant properties (Lee
et al., 2009; Almeida Rezende et al., 2016; Hua et al., 2016;
Fernandes et al., 2017; Qadir, 2017; Spagnuolo et al., 2018). All of
these features of flavonoids make them a promising therapeutic
intervention against neurodegenerative diseases. Though several
natural products have been shown to have potential epigenetic
modulatory properties against cancer and CVDs, very few
natural product inhibitors have been shown to modulate the
epigenetic pathways in neurological disorders.

Quercetin is a plant flavonoid present in most plants and
foods, such as red wine, onions, green tea, apples, berries, Ginkgo
biloba, American elder, and others. The molecular mechanisms
underlying the neuroprotective actions of quercetin include
possible up- and/or down-regulation of cytokines via nuclear
factor (Nrf2), Paraoxonase-2, c-Jun N-terminal kinase (JNK),
Protein kinase C, Mitogen-activated protein kinase (MAPK)
signaling cascades, and PI3K/Akt pathways, as demonstrated
by in vivo and in vitro studies (Zaplatic et al., 2019). Cocoa
is a rich source of plant flavonoids and shows neuroprotective
action against cognitive decline in healthy individuals (Sorond
et al., 2008; Lamport et al., 2015). In a clinical trial involving
531 participants aged ≥65 years, chocolate consumption for
48 months was associated with a 41% lower risk of cognitive
decline (Moreira et al., 2016). Anthocyanin is a bioactive
compound found in the seed coat of the black soybean
and is reported to inhibit several diseases. A recent study
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established that supplementation with anthocyanins mitigates
oxidative stress, neurodegeneration, and memory impairment in
a mouse model of AD via the PI3K/Akt/Nrf2/HO-1 pathways
(Ali et al., 2018).

Caffeine reverses cognitive impairment and decreases brain
Aβ levels in aged APP mice (Azam et al., 2003; Arendash
et al., 2009). This reduction in Aβ plaque might be due
to the stimulation of protein kinase A activity, increased
phosphor-CREB levels, and reduced phosphor-JNK and
phosphor-ERK expression in mouse models of AD and
promotes survival cascades in the brain (Zeitlin et al., 2011).
Interestingly, higher blood caffeine levels in MCI patients have
been linked to a lack of progression to dementia (Cao et al.,
2012). A population-based study reported that drinking of
3–5 cups of coffee per day might reduce the incidence of AD
and dementia by 65% (Eskelinen et al., 2009). While animal
data recommend a protective effect for caffeine on cognition,
studies in humans remain inconsistent. A study on 3,494 men
showed that coffee and caffeine intake in midlife was not related
to cognitive impairment (Gelber et al., 2011). Conflicting results
were reported in different populations, wherein a Portuguese
study showed an association of caffeine consumption with
reduced cognitive decline (Santos et al., 2010), while another
study did not show any association in a population in France
(Ritchie et al., 2007).

Resveratrol
Resveratrol, a polyphenol present in grapes and red wine, is
receiving increasing attention due to its strong antioxidant and
anti-inflammatory actions (Gambini et al., 2015; Sawda et al.,
2017). Resveratrol exhibits these properties due to its molecular
structure, which endows it with the ability to bind with several
biomolecules. Resveratrol is known to activate sirtuin 1 (SIRT1),
a class III HDAC (Baur, 2010), and thereby protect cells against
the inflammation and oxidative damage induced by ROS (Cantó
et al., 2009). Resveratrol activates a transcriptional coactivator,
PGC-1α, that promotes energy metabolism by glucose uptake
and mitochondrial biogenesis (Lagouge et al., 2006; Kumar
and Lombard, 2015; Parihar et al., 2015). Recent studies have
demonstrated that maternal resveratrol supplementation and
vitamin D combined with resveratrol could prevent cognitive
impairment in SAMP8 mice offspring through amyloidogenic
pathways, neuroinflammation, tau phosphorylation, epigenetic
changes, and cell signaling pathways (Cheng et al., 2017;
Izquierdo et al., 2019). Another study indicated the ameliorative
action of resveratrol in hippocampal neurodegeneration and
memory performance (Gomes et al., 2018). Some clinical
trials on supplementation with resveratrol for a longer period
reported improved cognitive decline and improved functional
connectivity of the hippocampus (Witte et al., 2014). Several
clinical trials on resveratrol supplementation and its possible
neuroprotective impact on cognitive decline, MCI, and AD
are ongoing (Tome-Carneiro et al., 2013). Owing to its
strong antioxidant, anti-inflammatory, and neuroprotective
properties, supplementation with resveratrol may be a promising
therapeutic measure to combat the rising prevalence of cognitive
deficit and AD (Cheng et al., 2017).

All of these dietary bioactive compounds, such as
curcumin, resveratrol, epigallocatechin-3-gallate, genistein,
phenylisothiocyanate, and indole-3-carbinol, have the ability to
modulate epigenetic mechanisms including regulation of HDAC
and HAT activities and acetylation of histones and non-histone
chromatin protein (Vahid et al., 2015).

Minerals
Deficiency of dietary minerals such as calcium, magnesium,
and potassium plays an important role in a wide variety of
critical cellular processes associated with cognitive impairment
and dementia (Ozawa et al., 2012; Cherbuin et al., 2014).
Substantial evidence shows that higher levels of dietary minerals
play a protective role against many metabolic diseases including
type 2 diabetes, hypertension, stroke, and cognitive decline
(Iso et al., 1999; Larsson and Wolk, 2007; Villegas et al.,
2009; Barbagallo et al., 2011). Compelling evidence shows that
magnesium deficiency may induce oxidative stress in various
tissues through a substantial increase in the formation of free
radicals by inflammatory cells, which further impairs memory
and contributes to AD pathology (Durlach, 1990; Bardgett et al.,
2005; Vural et al., 2010; Barbagallo et al., 2011). Previous studies
have demonstrated that magnesium supplementation modifies
AβPP processing and stimulates the α-secretase cleavage pathway
(Yu et al., 2010) and plays a potential protective role in cognitive
dysfunction (Cilliler et al., 2007). Further well-designed clinical
trial studies are required to ascertain the protective role of
magnesium in cognitive decline and AD pathology.

Vitamin Supplementation
Vitamins perform vital functions in the nervous system and
might be useful in maintaining cognitive function and delaying
the onset of AD (McCleery et al., 2018). Vitamin supplements
are found to be very effective in reducing the burden of
chronic diseases, including CVD and cancer. These dietary
interventions target various molecular mechanisms in disease
pathology, including oxidative stress, mitochondrial dysfunction,
inflammatory pathways, and calcium homeostasis, in many
diseases. A recent study demonstrated the role of vitamins in
aging, MCI, and AD by the modulation of many molecular
mechanisms involved in the pathogenesis of the disease (Fenech,
2017). Very few randomized clinical trials have examined the
effectiveness of vitamin supplements on the primary prevention
of cognitive decline and AD, and contradictory results have been
reported from the few clinical studies on dietary interventions in
AD. A randomized trial of beta-carotene supplementation and
cognitive function in 4,052 men did not show any significant
effect on cognitive function (Grodstein et al., 2007). However,
mixed results have been reported for vitamin B supplementation
in cognitive impairment. A randomized clinical trial of folic
acid, vitamin B6, and B12 supplementation by 299 men aged
>75 years did not show a significant effect on cognitive function
(Ford et al., 2010). Similarly, a meta-analysis of nine RCTs
involving 2,835 persons exhibited no significant effect of folic
acid with or without other B vitamins on cognitive function
(Wald et al., 2010). On the other hand, another study
showed that supplementation with folic acid and vitamin
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B12 together were significantly improving cognitive functions
(Walker et al., 2012).

Mitochondria-Targeted Antioxidants
The excess of ROS produced in cognitive decline and AD
is associated with mitochondrial dysfunction, represented
by altered biogenesis and dynamics (Calkins et al., 2011).
Mitochondria-targeted drugs may be a promising therapeutic
strategy in aging and neurodegenerative diseases (Reddy, 2008).
In the past decade, many mitochondria-targeted antioxidants
have come on the market as supplements for delaying the
onset of brain diseases by boosting mitochondrial biogenesis
and bioenergetics. These mitochondria-targeted antioxidants are
known to improve a variety of pathologic conditions, including
heart disease, obesity, diabetes-related complications, and AD by
modulating the oxidative stress markers and misfolded proteins
(Manczak et al., 2010; Reddy and Reddy, 2011; Bhatti et al.,
2017a; Reddy et al., 2017). Some of the mitochondria-targeted
antioxidant molecules currently available in the market are
MitoQ, MitoVitE, MitoTempo, MitoPBN, and MCAT, which
have the potential to limit free radical formation and improve
mitochondrial dysfunction in many diseases.

Mediterranean Diet Pattern
Lifestyle and diet have been identified as major risk factors in
a number of diseases. The MD, broadly accepted as a healthy
eating model, is characterized by the high consumption of
plant-based foods, olive oil as the main source of fat, low-to-
moderate consumption of fish, dairy products, and poultry, low
consumption of red and processed meat, and low-to-moderate
consumption of wine with meals. Earlier studies demonstrated
that MD is linked with low morbidity and mortality in
several diseases including CVDs, diabetes, obesity, cancer, and
neurodegenerative diseases (Roman et al., 2008; Temple et al.,
2019; Witlox et al., 2019). These dietary interventions impact
several cardiovascular risk determinants, including body weight,
blood pressure, and lipid levels (Rees et al., 2019; Temple
et al., 2019). Previous studies have shown that higher adherence
to the MD may reduce the risk of developing diabetes and
CVDs (Esposito et al., 2017). The modulatory action of the
MD is mediated through the molecular mechanisms involving
inflammation and metabolic abnormalities in AD pathology
(Akiyama et al., 2000; Esposito et al., 2004; Scarmeas et al., 2006;
Gu et al., 2010). Diet-derived bioactive components modulate
DNA methylation by altering histones and chromatin structure
(Bassett and Barnett, 2014). Recent studies also suggest that
following the Mediterranean dietary pattern may reduce the risk
of many types of cancers (Farinetti et al., 2017; Jones et al., 2017;
Schwingshackl et al., 2017).

LIFESTYLE MODIFICATIONS

Physical Activity
A sedentary lifestyle is considered as one of the risk factors for a
wide variety of diseases in the 21st century (Blair, 2009). Physical
activity is defined as any bodily movement produced by skeletal
muscles that result in energy expenditure (Caspersen et al., 1985).

Physically active individuals are healthy and free from many
diseases (Colberg et al., 2016). Recent studies demonstrated
relative reductions of 10% per decade in the prevalence of seven
modifiable risk factors per decade might reduce the prevalence
of AD in 2050 by 8.3% worldwide (Norton et al., 2014; Luck and
Riedel-Heller, 2016). This kind of preventive measure could have
a high impact on the burden of lifestyle-related diseases (Ashby-
Mitchell et al., 2017). Physical activity is one of the potentially
effective training interventions that can limit the prevalence
of a wide variety of cardiometabolic and neurodegenerative
diseases by reducing mitochondrial dysfunction by activating
various transcription factors in bioenergetics processes
(Barbieri et al., 2015).

Regular exercise activates various cell signaling pathways
and helps improve the mitochondrial health in the skeletal
muscles (Russell et al., 2014). It is known to control the blood
sugar level and body weight, maintain blood pressure, reduce
dyslipidemia, and improve muscles and bone health. Another
study demonstrated a reduction in cognitive decline and a
decrease in the accumulation of misfolded proteins in the
brain of transgenic animals (Pietropaolo et al., 2008). Another
study indicated that physical exercise induces neuroplasticity
of the brain and improves cognitive functions, as evidenced
by animal and human studies (Hötting and Röder, 2013).
Physical activity controls the cellular energy homeostasis through
PGC-1α and a nicotinamide adenosine dinucleotide (NAD)-
dependent deacetylase, SIRT1 (Rodgers et al., 2005). CR or
exercise reduces energy and increases the AMP/ATP ratio, which
activates 5′-adenosine monophosphate-activated protein kinase
(AMPK) in the cells. These events further cause stimulation
of a transcription factor, PGC 1, through phosphorylation
and then ultimately induce mitochondrial biogenesis (Jäger
et al., 2007). With aging, there is a loss of muscle mass and
muscle activity. Regular exercise reduces the development of
aging-related muscle deterioration and promotes healthy aging
(Cartee et al., 2016).

Calorie Restriction
Calorie restriction (CR) is another potentially promising
non-pharmacologic intervention that is effective in brain aging
by improving metabolic health (Wahl et al., 2019). CR is effective
through neutralizing the harmful effects of ROS and oxidative
damage (Barja and Herrero, 2000; Zainal et al., 2000; Barja,
2002; Civitarese et al., 2007). CR has been shown to prevent the
development of various diseases through sirtuins as a target. A
previous study showed that long-term CR significantly reduces
β-amyloid and γ-secretase in female Tg2576 mice (Schafer et al.,
2015) and plays a preventive role in AD pathology. Observational
trials and RCTs indicate that CR in humans improves multiple
metabolic factors that are involved in the pathophysiology of
cardiometabolic disorders (Fontana, 2008). CR exerts these
modulations by enhancing their properties by inhibiting vital
nutrient-sensing and inflammatory pathways (Most et al., 2017).
So, as well as physical activity and exercise, CR may also
be considered as a promising nutritional intervention for the
prevention of many age-related chronic diseases.
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CONCLUSIONS AND FUTURE
PERSPECTIVES

The world population is aging at a greater pace, and
age-associated diseases are therefore a matter of concern today.
The rapid increase in the incidence and prevalence of dementia
globally is a major problem and is linked with social and
economic burdens. Unfortunately, there is no permanent cure
available to date. Several pharmacological therapeutics targeting
the major molecular mechanisms, including Aβ and tau proteins,
have failed to achieve satisfactory results in human clinical
trials. There is thus an urgent need to slow down cognitive
decline and halt the progression to AD. Non-pharmacologic
interventions such as lifestyle and nutritional therapies, which
have been proved to be beneficial in the many aging-
related metabolic diseases including diabetes, obesity, CVD,
and cancer, may help in the prevention of dementia. The
unsatisfactory results of some of the clinical trials may be due
to methodological heterogeneity among different studies. These
non-pharmacologic interventions, if implemented carefully, may
be very effective in reducing the exponential rise in the incidence
of AD and curtailing the economic burden on the individuals
affected and society. The area that needs great attention is the

molecular mechanisms and effective therapeutic targets for AD.
Also, large randomized clinical trials should be carried out to
ascertain the effectiveness of new drugs or non-pharmacologic
interventions for cognitive deficit and AD in the human
population. The next decade will be a critical period for the
scientific community to discover an effective treatment for AD.
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Hroudová, J., Singh, N., and Fišar, Z. (2014). Mitochondrial dysfunctions in
neurodegenerative diseases: relevance to Alzheimer’s disease. Biomed Res. Int.

2014:175062. doi: 10.1155/2014/175062
Hsu, D., and Marshall, G. A. (2017). Primary and secondary prevention trials in

Alzheimer disease: looking back, moving forward. Curr. Alzheimer Res. 14,
426–440. doi: 10.2174/1567205013666160930112125

Hua, X., Yu, L., You, R., Yang, Y., Liao, J., Chen, D., et al. (2016). Association
among dietary flavonoids, flavonoid subclasses and ovarian cancer risk: a meta-
analysis. PLoS One 11:e0151134. doi: 10.1371/journal.pone.0151134

Hurd, M. D., Martorell, P., and Langa, K. M. (2013). Monetary costs of dementia
in the United States. N. Engl. J. Med. 369, 489–490. doi: 10.1056/nejmc1305541

Hwang, J.-Y., Aromolaran, K. A., and Zukin, R. S. (2017). The emerging field of
epigenetics in neurodegeneration and neuroprotection. Nat. Rev. Neurosci. 18,
347–361. doi: 10.1038/nrn.2017.46

Iso, H., Stampfer, M. J., Manson, J. E., Rexrode, K., Hennekens, C. H.,
Colditz, G. A., et al. (1999). Prospective study of calcium, potassium and
magnesium intake and risk of stroke in women. Stroke 30, 1772–1779.
doi: 10.1161/01.str.30.9.1772

Izquierdo, V., Palomera-Ávalos, V., López-Ruiz, S., Canudas, A.-M., Pallàs, M.,
and Griñán-Ferré, C. (2019). Maternal resveratrol supplementation prevents
cognitive decline in senescent mice offspring. Int. J. Mol. Sci. 20:E1134.
doi: 10.3390/ijms20051134

Jäger, S., Handschin, C., St-Pierre, J., and Spiegelman, B.M. (2007). AMP-activated
protein kinase (AMPK) action in skeletal muscle via direct phosphorylation
of PGC-1α. Proc. Natl. Acad. Sci. U S A 104, 12017–12022. doi: 10.1073/pnas.
0705070104

Jones, P., Cade, J. E., Evans, C. E. L., Hancock, N., and Greenwood, D. C. (2017).
Themediterranean diet and risk of colorectal cancer in theUKWomen’s cohort
study. Int. J. Epidemiol. 46, 1786–1796. doi: 10.1093/ije/dyx155

Jonsson, T., Stefansson, H., Steinberg, S., Jonsdottir, I., Jonsson, P. V., Snaedal, J.,
et al. (2013). Variant of TREM2 associated with the risk of Alzheimer’s disease.
N. Engl. J. Med. 368, 107–116. doi: 10.1056/NEJMoa1211103

Kapogiannis, D., and Mattson, M. P. (2011). Disrupted energy metabolism and
neuronal circuit dysfunction in cognitive impairment and Alzheimer’s disease.
Lancet Neurol. 10, 187–198. doi: 10.1016/s1474-4422(10)70277-5

Kelly, K. R., Haus, J. M., Solomon, T. P., Patrick-Melin, A. J., Cook, M., Rocco, M.,
et al. (2011). A low-glycemic index diet and exercise intervention reduces
TNF(α) in isolated mononuclear cells of older, obese adults. J. Nutr. 141,
1089–1094. doi: 10.3945/jn.111.139964

Kolarova, M., Garcia-Sierra, F., Bartos, A., Ricny, J., and Ripova, D. (2012).
Structure and pathology of tau protein in Alzheimer disease. Int. J. Alzheimers

Dis. 2012:731526. doi: 10.1155/2012/731526

Frontiers in Aging Neuroscience | www.frontiersin.org 12 January 2020 | Volume 11 | Article 369

https://doi.org/10.1001/jama.292.12.1440
https://doi.org/10.2147/ciia.2006.1.1.11
https://doi.org/10.1016/j.nut.2017.06.008
https://doi.org/10.3945/an.117.015610
https://doi.org/10.3390/molecules22020292
https://doi.org/10.7326/m17-1529
https://doi.org/10.1097/hjr.0b013e3282f17bd4
https://doi.org/10.1212/WNL.0b013e3181f962c4
https://doi.org/10.1038/ncpneuro1044
https://doi.org/10.1155/2015/837042
https://doi.org/10.2741/4654
https://doi.org/10.1007/978-3-319-28383-8_1
https://doi.org/10.1001/archneur.57.6.824
https://doi.org/10.1016/S1474-4422(17)30299-5
https://doi.org/10.1016/s2213-8587(14)70148-2
https://doi.org/10.1016/s2213-8587(14)70148-2
https://doi.org/10.3233/JAD-2010-101428
https://doi.org/10.1016/s0140-6736(01)07014-3
https://doi.org/10.1155/2018/8152373
https://doi.org/10.1016/j.neuron.2013.04.014
https://doi.org/10.1016/j.neuron.2013.04.014
https://doi.org/10.3389/fnagi.2016.00241
https://doi.org/10.1001/archinte.167.20.2184
https://doi.org/10.5604/17322693.956497
https://doi.org/10.5604/17322693.956497
https://doi.org/10.3233/jad-2010-100897
https://doi.org/10.1056/NEJMoa1211851
https://doi.org/10.1016/s0166-2236(96)01030-2
https://doi.org/10.1016/S1474-4422(15)70016-5
https://doi.org/10.1146/annurev.physiol.010908.163119
https://doi.org/10.1038/nrg3863
https://doi.org/10.1016/j.neubiorev.2013.04.005
https://doi.org/10.1155/2014/175062
https://doi.org/10.2174/1567205013666160930112125
https://doi.org/10.1371/journal.pone.0151134
https://doi.org/10.1056/nejmc1305541
https://doi.org/10.1038/nrn.2017.46
https://doi.org/10.1161/01.str.30.9.1772
https://doi.org/10.3390/ijms20051134
https://doi.org/10.1073/pnas.0705070104
https://doi.org/10.1073/pnas.0705070104
https://doi.org/10.1093/ije/dyx155
https://doi.org/10.1056/NEJMoa1211103
https://doi.org/10.1016/s1474-4422(10)70277-5
https://doi.org/10.3945/jn.111.139964
https://doi.org/10.1155/2012/731526
https://www.frontiersin.org/journals/aging-neuroscience
https://www.frontiersin.org
https://www.frontiersin.org/journals/aging-neuroscience#articles


Bhatti et al. Lifestyle Modifications in Alzheimer’s Disease

Kumar, S., and Lombard, D. B. (2015). Mitochondrial sirtuins and their
relationships with metabolic disease and cancer. Antioxid. Redox Signal. 22,
1060–1077. doi: 10.1089/ars.2014.6213

Kunnumakkara, A. B., Bordoloi, D., Padmavathi, G., Monisha, J., Roy, N. K.,
Prasad, S., et al. (2017). Curcumin, the golden nutraceutical: multitargeting for
multiple chronic diseases. Br. J. Pharmacol. 174, 1325–1348. doi: 10.1111/bph.
13621

Lagouge, M., Argmann, C., Gerhart-Hines, Z., Meziane, H., Lerin, C., Daussin, F.,
et al. (2006). Resveratrol improves mitochondrial function and protects against
metabolic disease by activating SIRT1 and PGC-1α. Cell 127, 1109–1122.
doi: 10.1016/j.cell.2006.11.013

Lamport, D. J., Pal, D., Moutsiana, C., Field, D. T., Williams, C. M., Spencer, J. P.,
et al. (2015). The effect of flavanol-rich cocoa on cerebral perfusion in healthy
older adults during conscious resting state: a placebo controlled, crossover,
acute trial. Psychopharmacology 232, 3227–3234. doi: 10.1007/s00213-015-
3972-4

Lardenoije, R., Pishva, E., Lunnon, K., and Van Den Hove, D. L. (2018).
Neuroepigenetics of aging and age-related neurodegenerative disorders. Prog.
Mol. Biol. Transl. Sci. 158, 49–82. doi: 10.1016/bs.pmbts.2018.04.008

Larsson, S. C., andWolk, A. (2007). Magnesium intake and risk of type 2 diabetes:
a meta-analysis. J. Intern. Med. 262, 208–214. doi: 10.1111/j.1365-2796.2007.
01840.x

Lascano, S., Lopez,M., and Arimondo, P. B. (2018). Natural products and chemical
biology tools: alternatives to target epigenetic mechanisms in cancers. Chem.

Rec. 18, 1854–1876. doi: 10.1002/tcr.201800133
Latta, C. H., Brothers, H. M., and Wilcock, D. M. (2015). Neuroinflammation

in Alzheimer’s disease; a source of heterogeneity and target for personalized
therapy. Neuroscience 302, 103–111. doi: 10.1016/j.neuroscience.2014.09.061

Lee, Y. K., Yuk, D. Y., Lee, J. W., Lee, S. Y., Ha, T. Y., Oh, K. W., et al. (2009).
(-)-Epigallocatechin-3-gallate prevents lipopolysaccharide-induced elevation
of β-amyloid generation and memory deficiency. Brain Res. 1250, 164–174.
doi: 10.1016/j.brainres.2008.10.012

Leoutsakos, J. M., Muthen, B. O., Breitner, J. C., Lyketsos, C. G., and ADAPT
Research Team. (2012). Effects of non-steroidal anti-inflammatory drug
treatments on cognitive decline vary by phase of pre-clinical Alzheimer
disease: findings from the randomized controlled Alzheimer’s disease
anti-inflammatory prevention trial. Int. J. Geriatr. Psychiatry 27, 364–374.
doi: 10.1002/gps.2723

Lesné, S. E., Sherman, M. A., Grant, M., Kuskowski, M., Schneider, J. A.,
Bennett, D. A., et al. (2013). Brain amyloid-β oligomers in ageing and
Alzheimer’s disease. Brain 136, 1383–1398. doi: 10.1093/brain/awt062

Liu, H. L., Chen, Y., Cui, G. H., and Zhou, J. F. (2005). Curcumin, a potent
anti-tumor reagent, is a novel histone deacetylase inhibitor regulating B-NHL
cell line Raji proliferation. Acta Pharmacol. Sin. 26, 603–609. doi: 10.1111/j.
1745-7254.2005.00081.x

Liu, J. J., Green, P., John Mann, J., Rapoport, S. I., and Sublette, M. E. (2015).
Pathways of polyunsaturated fatty acid utilization: implications for brain
function in neuropsychiatric health and disease. Brain Res. 1597, 220–246.
doi: 10.1016/j.brainres.2014.11.059

Luck, T., and Riedel-Heller, S. G. (2016). Prevention of Alzheimer’s dementia in
Germany: a projection of the possible potential of reducing selected risk factors.
Nervenarzt 87, 1194–1200. doi: 10.1007/s00115-015-0045-1

Manczak, M., Mao, P., Calkins, M. J., Cornea, A., Reddy, A. P., Murphy, M. P.,
et al. (2010). Mitochondria-targeted antioxidants protect against amyloid-β
toxicity in Alzheimer’s disease neurons. J. Alzheimers Dis. 20, S609–S631.
doi: 10.3233/jad-2010-100564

Mao, P., and Reddy, P. H. (2011). Aging and amyloid β-induced oxidative DNA
damage andmitochondrial dysfunction in Alzheimer’s disease: implications for
early intervention and therapeutics. Biochim. Biophys. Acta 1812, 1359–1370.
doi: 10.1016/j.bbadis.2011.08.005

Martinez-Vicente, M. (2015). Autophagy in neurodegenerative diseases: from
pathogenic dysfunction to therapeutic modulation. Semin. Cell Dev. Biol. 40,
115–126. doi: 10.1016/j.semcdb.2015.03.005

McCleery, J., Abraham, R. P., Denton, D. A., Rutjes, A. W., Chong, L. Y.,
Al-Assaf, A. S., et al. (2018). Vitamin and mineral supplementation
for preventing dementia or delaying cognitive decline in people with
mild cognitive impairment. Cochrane Database Syst. Rev. 11:CD011905.
doi: 10.1002/14651858.cd011905

McGrattan, A. M., Mcguinness, B., Mckinley, M. C., Kee, F., Passmore, P.,
Woodside, J. V., et al. (2019). Diet and inflammation in cognitive ageing
and Alzheimer’s disease. Curr. Nutr. Rep. 8, 53–65. doi: 10.1007/s13668-019-
0271-4

Moore, L. D., Le, T., and Fan, G. (2013). DNA methylation and its basic function.
Neuropsychopharmacology 38, 23–38. doi: 10.1038/npp.2012.112

Moreira, A., Diógenes, M. J., de Mendonça, A., Lunet, N., and Barros, H. (2016).
Chocolate consumption is associated with a lower risk of cognitive decline.
J. Alzheimers Dis. 53, 85–93. doi: 10.3233/jad-160142

Most, J., Tosti, V., Redman, L. M., and Fontana, L. (2017). Calorie restriction in
humans: an update. Ageing Res. Rev. 39, 36–45. doi: 10.1016/j.arr.2016.08.005

Murphy, M. P. (2009). How mitochondria produce reactive oxygen species.
Biochem. J. 417, 1–13. doi: 10.1042/bj20081386

Ng, T. P., Chiam, P. C., Lee, T., Chua, H. C., Lim, L., and Kua, E. H. (2006).
Curry consumption and cognitive function in the elderly. Am. J. Epidemiol.

164, 898–906. doi: 10.1093/aje/kwj267
Ngandu, T., Lehtisalo, J., Solomon, A., Levalahti, E., Ahtiluoto, S., Antikainen, R.,

et al. (2015). A 2 year multidomain intervention of diet, exercise, cognitive
training and vascular risk monitoring versus control to prevent cognitive
decline in at-risk elderly people (FINGER): a randomised controlled trial.
Lancet 385, 2255–2263. doi: 10.1016/S0140-6736(15)60461-5

Norton, S., Matthews, F. E., Barnes, D. E., Yaffe, K., and Brayne, C. (2014).
Potential for primary prevention of Alzheimer’s disease: an analysis of
population-based data. Lancet Neurol. 13, 788–794. doi: 10.1016/S1474-
4422(14)70136-X

Oeppen, J., and Vaupel, J. W. (2002). Broken limits to life expectancy. Science 296,
1029–1031. doi: 10.1126/science.1069675

Ozawa, M., Ninomiya, T., Ohara, T., Hirakawa, Y., Doi, Y., Hata, J., et al. (2012).
Self-reported dietary intake of potassium, calcium, and magnesium and risk
of dementia in the Japanese: the Hisayama Study. J. Am. Geriatr. Soc. 60,
1515–1520. doi: 10.1111/j.1532-5415.2012.04061.x

Panche, A. N., Diwan, A. D., and Chandra, S. R. (2016). Flavonoids: an overview.
J. Nutr. Sci. 5:e47. doi: 10.1017/jns.2016.41

Parihar, P., Solanki, I., Mansuri, M. L., and Parihar, M. S. (2015). Mitochondrial
sirtuins: emerging roles in metabolic regulations, energy homeostasis
and diseases. Exp. Gerontol. 61, 130–141. doi: 10.1016/j.exger.2014.
12.004

Park, L. K., Friso, S., and Choi, S. W. (2012). Nutritional influences
on epigenetics and age-related disease. Proc. Nutr. Soc. 71, 75–83.
doi: 10.1017/s0029665111003302

Perluigi, M., Di Domenico, F., and Butterfield, D. A. (2015). mTOR signaling
in aging and neurodegeneration: at the crossroad between metabolism
dysfunction and impairment of autophagy. Neurobiol. Dis. 84, 39–49.
doi: 10.1016/j.nbd.2015.03.014

Peschansky, V. J., and Wahlestedt, C. (2014). Non-coding RNAs as direct
and indirect modulators of epigenetic regulation. Epigenetics 9, 3–12.
doi: 10.4161/epi.27473

Pietropaolo, S., Sun, Y., Li, R., Brana, C., Feldon, J., and Yee, B. K. (2008). The
impact of voluntary exercise on mental health in rodents: a neuroplasticity
perspective. Behav. Brain Res. 192, 42–60. doi: 10.1016/j.bbr.2008.03.014

Pietta, P. G. (2000). Flavonoids as antioxidants. J. Nat. Prod. 63, 1035–1042.
doi: 10.1021/np9904509

Prasad, S., Gupta, S. C., Tyagi, A. K., and Aggarwal, B. B. (2014). Curcumin, a
component of golden spice: from bedside to bench and back. Biotechnol. Adv.
32, 1053–1064. doi: 10.1016/j.biotechadv.2014.04.004

Prince, M., Bryce, R., Albanese, E., Wimo, A., Ribeiro, W., and Ferri, C. P. (2013).
The global prevalence of dementia: a systematic review and metaanalysis.
Alzheimers Dement. 9, 63.e2–75.e2. doi: 10.1016/j.jalz.2012.11.007

Prince, M. J., Wu, F., Guo, Y., Gutierrez Robledo, L. M., O’Donnell, M.,
Sullivan, R., et al. (2015). The burden of disease in older people and implications
for health policy and practice. Lancet 385, 549–562. doi: 10.1016/S0140-
6736(14)61347-7

Qadir, M. I. (2017). Role of green tea flavonoids and other related contents
in cancer prevention. Crit. Rev. Eukaryot. Gene Expr. 27, 163–171.
doi: 10.1615/critreveukaryotgeneexpr.2017019493

Qazi, T. J., Quan, Z., Mir, A., and Qing, H. (2018). Epigenetics in Alzheimer’s
disease: perspective of DNA methylation. Mol. Neurobiol. 55, 1026–1044.
doi: 10.1007/s12035-016-0357-6

Frontiers in Aging Neuroscience | www.frontiersin.org 13 January 2020 | Volume 11 | Article 369

https://doi.org/10.1089/ars.2014.6213
https://doi.org/10.1111/bph.13621
https://doi.org/10.1111/bph.13621
https://doi.org/10.1016/j.cell.2006.11.013
https://doi.org/10.1007/s00213-015-3972-4
https://doi.org/10.1007/s00213-015-3972-4
https://doi.org/10.1016/bs.pmbts.2018.04.008
https://doi.org/10.1111/j.1365-2796.2007.01840.x
https://doi.org/10.1111/j.1365-2796.2007.01840.x
https://doi.org/10.1002/tcr.201800133
https://doi.org/10.1016/j.neuroscience.2014.09.061
https://doi.org/10.1016/j.brainres.2008.10.012
https://doi.org/10.1002/gps.2723
https://doi.org/10.1093/brain/awt062
https://doi.org/10.1111/j.1745-7254.2005.00081.x
https://doi.org/10.1111/j.1745-7254.2005.00081.x
https://doi.org/10.1016/j.brainres.2014.11.059
https://doi.org/10.1007/s00115-015-0045-1
https://doi.org/10.3233/jad-2010-100564
https://doi.org/10.1016/j.bbadis.2011.08.005
https://doi.org/10.1016/j.semcdb.2015.03.005
https://doi.org/10.1002/14651858.cd011905
https://doi.org/10.1007/s13668-019-0271-4
https://doi.org/10.1007/s13668-019-0271-4
https://doi.org/10.1038/npp.2012.112
https://doi.org/10.3233/jad-160142
https://doi.org/10.1016/j.arr.2016.08.005
https://doi.org/10.1042/bj20081386
https://doi.org/10.1093/aje/kwj267
https://doi.org/10.1016/S0140-6736(15)60461-5
https://doi.org/10.1016/S1474-4422(14)70136-X
https://doi.org/10.1016/S1474-4422(14)70136-X
https://doi.org/10.1126/science.1069675
https://doi.org/10.1111/j.1532-5415.2012.04061.x
https://doi.org/10.1017/jns.2016.41
https://doi.org/10.1016/j.exger.2014.12.004
https://doi.org/10.1016/j.exger.2014.12.004
https://doi.org/10.1017/s0029665111003302
https://doi.org/10.1016/j.nbd.2015.03.014
https://doi.org/10.4161/epi.27473
https://doi.org/10.1016/j.bbr.2008.03.014
https://doi.org/10.1021/np9904509
https://doi.org/10.1016/j.biotechadv.2014.04.004
https://doi.org/10.1016/j.jalz.2012.11.007
https://doi.org/10.1016/S0140-6736(14)61347-7
https://doi.org/10.1016/S0140-6736(14)61347-7
https://doi.org/10.1615/critreveukaryotgeneexpr.2017019493
https://doi.org/10.1007/s12035-016-0357-6
https://www.frontiersin.org/journals/aging-neuroscience
https://www.frontiersin.org
https://www.frontiersin.org/journals/aging-neuroscience#articles


Bhatti et al. Lifestyle Modifications in Alzheimer’s Disease

Qin, B., Plassman, B. L., Edwards, L. J., Popkin, B. M., Adair, L. S., and
Mendez, M. A. (2014). Fish intake is associated with slower cognitive
decline in Chinese older adults. J. Nutr. 144, 1579–1585. doi: 10.3945/jn.114.
193854

Rahmani, A. H., Alsahli, M. A., Aly, S. M., Khan, M. A., and Aldebasi, Y. H. (2018).
Role of curcumin in disease prevention and treatment. Adv. Biomed. Res. 7:38.
doi: 10.4103/abr.abr_147_16

Reddy, P. H. (2006). Mitochondrial oxidative damage in aging and Alzheimer’s
disease: implications for mitochondrially targeted antioxidant therapeutics.
J. Biomed. Biotechnol. 2006:31372. doi: 10.1155/jbb/2006/31372

Reddy, P. H. (2008). Mitochondrial medicine for aging and neurodegenerative
diseases. Neuromolecular Med. 10, 291–315. doi: 10.1007/s12017-008-
8044-z

Reddy, P. H. (2011). Abnormal tau, mitochondrial dysfunction, impaired axonal
transport of mitochondria, and synaptic deprivation in Alzheimer’s disease.
Brain Res. 1415, 136–148. doi: 10.1016/j.brainres.2011.07.052

Reddy, P. H., Manczak, M., and Kandimalla, R. (2017). Mitochondria-targeted
small molecule SS31: a potential candidate for the treatment of Alzheimer’s
disease. Hum. Mol. Genet. 26:1597. doi: 10.1093/hmg/ddx129

Reddy, P. H., Manczak, M., Yin, X., Grady, M. C., Mitchell, A., Tonk, S.,
et al. (2018). Protective effects of indian spice curcumin against amyloid-β in
Alzheimer’s disease. J. Alzheimers Dis. 61, 843–866. doi: 10.3233/JAD-170512

Reddy, P. H., and Oliver, D. M. (2019). Amyloid β and phosphorylated
tau-induced defective autophagy and mitophagy in Alzheimer’s disease. Cells
8:E488. doi: 10.3390/cells8050488

Reddy, P. H., and Reddy, T. P. (2011). Mitochondria as a therapeutic target
for aging and neurodegenerative diseases. Curr. Alzheimer Res. 8, 393–409.
doi: 10.2174/156720511795745401

Rees, K., Takeda, A., Martin, N., Ellis, L., Wijesekara, D., Vepa, A., et al.
(2019). Mediterranean-style diet for the primary and secondary prevention
of cardiovascular disease. Cochrane Database Syst. Rev. 3:CD009825.
doi: 10.1002/14651858.CD009825

Reuter, S., Gupta, S. C., Park, B., Goel, A., and Aggarwal, B. B. (2011). Epigenetic
changes induced by curcumin and other natural compounds. Genes Nutr. 6,
93–108. doi: 10.1007/s12263-011-0222-1

Reznick, R. M., and Shulman, G. I. (2006). The role of AMP-activated protein
kinase inmitochondrial biogenesis. J. Physiol. 574, 33–39. doi: 10.1113/jphysiol.
2006.109512

Ringman, J. M., Frautschy, S. A., Teng, E., Begum, A. N., Bardens, J., Beigi, M.,
et al. (2012). Oral curcumin for Alzheimer’s disease: tolerability and efficacy in
a 24-week randomized, double blind, placebo-controlled study.Alzheimers Res.

Ther. 4:43. doi: 10.1186/alzrt146
Ritchie, K., Carrière, I., De Mendonca, A., Portet, F., Dartigues, J. F., Rouaud, O.,

et al. (2007). The neuroprotective effects of caffeine: a prospective population
study (the Three City Study). Neurology 69, 536–545. doi: 10.1212/01.wnl.
0000266670.35219.0c

Rodgers, J. T., Lerin, C., Haas,W., Gygi, S. P., Spiegelman, B.M., and Puigserver, P.
(2005). Nutrient control of glucose homeostasis through a complex of PGC-1α
and SIRT1. Nature 434, 113–118. doi: 10.1038/nature03354

Roman, B., Carta, L., Martinez-Gonzalez, M. A., and Serra-Majem, L. (2008).
Effectiveness of the mediterranean diet in the elderly. Clin. Interv. Aging 3,
97–109. doi: 10.2147/cia.s1349

Roubroeks, J. A. Y., Smith, R. G., Van Den Hove, D. L. A., and Lunnon, K. (2017).
Epigenetics and DNA methylomic profiling in Alzheimer’s disease and other
neurodegenerative diseases. J. Neurochem. 143, 158–170. doi: 10.1111/jnc.
14148

Roy, M., Reddy, P. H., Iijima, M., and Sesaki, H. (2015). Mitochondrial division
and fusion in metabolism. Curr. Opin. Cell Biol. 33, 111–118. doi: 10.1016/j.
ceb.2015.02.001

Russell, A. P., Foletta, V. C., Snow, R. J., andWadley, G. D. (2014). Skeletal muscle
mitochondria: a major player in exercise, health and disease. Biochim. Biophys.

Acta 1840, 1276–1284. doi: 10.1016/j.bbagen.2013.11.016
Santos, C., Lunet, N., Azevedo, A., De Mendonca, A., Ritchie, K., and Barros, H.

(2010). Caffeine intake is associated with a lower risk of cognitive decline: a
cohort study from Portugal. J. Alzheimers Dis. 20, S175–S185. doi: 10.3233/jad-
2010-091303

Sawda, C., Moussa, C., and Turner, R. S. (2017). Resveratrol for Alzheimer’s
disease. Ann. N Y Acad. Sci. 1403, 142–149. doi: 10.1111/nyas.13431

Scarmeas, N., Stern, Y., Tang, M. X., Mayeux, R., and Luchsinger, J. A. (2006).
Mediterranean diet and risk for Alzheimer’s disease. Ann. Neurol. 59, 912–921.
doi: 10.1002/ana.20854

Schafer, M. J., Alldred, M. J., Lee, S. H., Calhoun, M. E., Petkova, E.,
Mathews, P. M., et al. (2015). Reduction of β-amyloid and γ-secretase by
calorie restriction in female Tg2576 mice. Neurobiol. Aging 36, 1293–1302.
doi: 10.1016/j.neurobiolaging.2014.10.043

Schwingshackl, L., Schwedhelm, C., Galbete, C., and Hoffmann, G. (2017).
Adherence to mediterranean diet and risk of cancer: an updated systematic
review and meta-analysis. Nutrients 9:E1063. doi: 10.3390/nu9101063

Shintani, T., and Klionsky, D. J. (2004). Autophagy in health and disease: a double-
edged sword. Science 306, 990–995. doi: 10.1126/science.1099993

Sikora, E., Scapagnini, G., and Barbagallo, M. (2010). Curcumin, inflammation,
ageing and age-related diseases. Immun. Ageing 7:1. doi: 10.1186/1742-
4933-7-1

Smith, R. G., and Lunnon, K. (2017). DNAmodifications and Alzheimer’s disease.
Adv. Exp. Med. Biol. 978, 303–319. doi: 10.1007/978-3-319-53889-1_16

Sorond, F. A., Lipsitz, L. A., Hollenberg, N. K., and Fisher, N. D. (2008).
Cerebral blood flow response to flavanol-rich cocoa in healthy elderly humans.
Neuropsychiatr. Dis. Treat. 4, 433–440. doi: 10.2147/ndt.s2310

Spagnuolo, C., Moccia, S., and Russo, G. L. (2018). Anti-inflammatory effects of
flavonoids in neurodegenerative disorders. Eur. J. Med. Chem. 153, 105–115.
doi: 10.1016/j.ejmech.2017.09.001

Stoccoro, A., and Coppedè, F. (2018). Role of epigenetics in Alzheimer’s
disease pathogenesis.Neurodegener. Dis. Manag. 8, 181–193. doi: 10.2217/nmt-
2018-0004

Stoccoro, A., Siciliano, G., Migliore, L., and Coppede, F. (2017). Decreased
methylation of the mitochondrial d-loop region in late-onset Alzheimer’s
disease. J. Alzheimers Dis. 59, 559–564. doi: 10.3233/jad-170139

Sundaram, J. R., Poore, C. P., Sulaimee, N. H. B., Pareek, T., Cheong, W. F.,
Wenk, M. R., et al. (2017). Curcumin ameliorates neuroinflammation,
neurodegeneration and memory deficits in p25 transgenic mouse model that
bears hallmarks of Alzheimer’s disease. J. Alzheimers Dis. 60, 1429–1442.
doi: 10.3233/jad-170093

Sydenham, E., Dangour, A. D., and Lim, W. S. (2012). Omega 3 fatty acid for the
prevention of cognitive decline and dementia. Cochrane Database Syst. Rev.

6:CD005379. doi: 10.1002/14651858.cd005379.pub3
Tamarai, K., Bhatti, J. S., and Reddy, P. H. (2019). Molecular and cellular bases

of diabetes: focus on type 2 diabetes mouse model-TallyHo. Biochim. Biophys.

Acta Mol. Basis Dis. 1865, 2276–2284. doi: 10.1016/j.bbadis.2019.05.004
Temple, N. J., Guercio, V., and Tavani, A. (2019). The mediterranean diet and

cardiovascular disease: gaps in the evidence and research challenges. Cardiol.
Rev. 27, 127–130. doi: 10.1097/crd.0000000000000222

Thomas, J., Thomas, C. J., Radcliffe, J., and Itsiopoulos, C. (2015). Omega-3 fatty
acids in early prevention of inflammatory neurodegenerative disease: a focus on
Alzheimer’s disease. Biomed. Res. Int. 2015:172801. doi: 10.1155/2015/172801

Tome-Carneiro, J., Larrosa, M., Gonzalez-Sarrias, A., Tomas-Barberan, F. A.,
Garcia-Conesa, M. T., and Espin, J. C. (2013). Resveratrol and clinical trials:
the crossroad from in vitro studies to human evidence. Curr. Pharm. Des. 19,
6064–6093. doi: 10.2174/13816128113199990407

Urdinguio, R. G., Sanchez-Mut, J. V., and Esteller, M. (2009). Epigenetic
mechanisms in neurological diseases: genes, syndromes and therapies. Lancet
Neurol. 8, 1056–1072. doi: 10.1016/s1474-4422(09)70262-5

Vahid, F., Zand, H., Nosrat-Mirshekarlou, E., Najafi, R., and Hekmatdoost, A.
(2015). The role dietary of bioactive compounds on the regulation of histone
acetylases and deacetylases: a review. Gene 562, 8–15. doi: 10.1016/j.gene.2015.
02.045

Valko, M., Rhodes, C. J., Moncol, J., Izakovic, M., and Mazur, M. (2006). Free
radicals, metals and antioxidants in oxidative stress-induced cancer. Chem.

Biol. Interact. 160, 1–40. doi: 10.1016/j.cbi.2005.12.009
Villegas, R., Gao, Y. T., Dai, Q., Yang, G., Cai, H., Li, H., et al. (2009). Dietary

calcium and magnesium intakes and the risk of type 2 diabetes: the Shanghai
Women’s health study. Am. J. Clin. Nutr. 89, 1059–1067. doi: 10.3945/ajcn.
2008.27182

Vural, H., Demirin, H., Kara, Y., Eren, I., and Delibas, N. (2010). Alterations of
plasma magnesium, copper, zinc, iron and selenium concentrations and some
related erythrocyte antioxidant enzyme activities in patients with Alzheimer’s
disease. J. Trace Elem. Med. Biol. 24, 169–173. doi: 10.1016/j.jtemb.2010.02.002

Frontiers in Aging Neuroscience | www.frontiersin.org 14 January 2020 | Volume 11 | Article 369

https://doi.org/10.3945/jn.114.193854
https://doi.org/10.3945/jn.114.193854
https://doi.org/10.4103/abr.abr_147_16
https://doi.org/10.1155/jbb/2006/31372
https://doi.org/10.1007/s12017-008-8044-z
https://doi.org/10.1007/s12017-008-8044-z
https://doi.org/10.1016/j.brainres.2011.07.052
https://doi.org/10.1093/hmg/ddx129
https://doi.org/10.3233/JAD-170512
https://doi.org/10.3390/cells8050488
https://doi.org/10.2174/156720511795745401
https://doi.org/10.1002/14651858.CD009825
https://doi.org/10.1007/s12263-011-0222-1
https://doi.org/10.1113/jphysiol.2006.109512
https://doi.org/10.1113/jphysiol.2006.109512
https://doi.org/10.1186/alzrt146
https://doi.org/10.1212/01.wnl.0000266670.35219.0c
https://doi.org/10.1212/01.wnl.0000266670.35219.0c
https://doi.org/10.1038/nature03354
https://doi.org/10.2147/cia.s1349
https://doi.org/10.1111/jnc.14148
https://doi.org/10.1111/jnc.14148
https://doi.org/10.1016/j.ceb.2015.02.001
https://doi.org/10.1016/j.ceb.2015.02.001
https://doi.org/10.1016/j.bbagen.2013.11.016
https://doi.org/10.3233/jad-2010-091303
https://doi.org/10.3233/jad-2010-091303
https://doi.org/10.1111/nyas.13431
https://doi.org/10.1002/ana.20854
https://doi.org/10.1016/j.neurobiolaging.2014.10.043
https://doi.org/10.3390/nu9101063
https://doi.org/10.1126/science.1099993
https://doi.org/10.1186/1742-4933-7-1
https://doi.org/10.1186/1742-4933-7-1
https://doi.org/10.1007/978-3-319-53889-1_16
https://doi.org/10.2147/ndt.s2310
https://doi.org/10.1016/j.ejmech.2017.09.001
https://doi.org/10.2217/nmt-2018-0004
https://doi.org/10.2217/nmt-2018-0004
https://doi.org/10.3233/jad-170139
https://doi.org/10.3233/jad-170093
https://doi.org/10.1002/14651858.cd005379.pub3
https://doi.org/10.1016/j.bbadis.2019.05.004
https://doi.org/10.1097/crd.0000000000000222
https://doi.org/10.1155/2015/172801
https://doi.org/10.2174/13816128113199990407
https://doi.org/10.1016/s1474-4422(09)70262-5
https://doi.org/10.1016/j.gene.2015.02.045
https://doi.org/10.1016/j.gene.2015.02.045
https://doi.org/10.1016/j.cbi.2005.12.009
https://doi.org/10.3945/ajcn.2008.27182
https://doi.org/10.3945/ajcn.2008.27182
https://doi.org/10.1016/j.jtemb.2010.02.002
https://www.frontiersin.org/journals/aging-neuroscience
https://www.frontiersin.org
https://www.frontiersin.org/journals/aging-neuroscience#articles


Bhatti et al. Lifestyle Modifications in Alzheimer’s Disease

Wahl, D., Solon-Biet, S. M., Cogger, V. C., Fontana, L., Simpson, S. J., Le
Couteur, D. G., et al. (2019). Aging, lifestyle and dementia. Neurobiol. Dis.
130:104481. doi: 10.1016/j.nbd.2019.104481

Wald, D. S., Kasturiratne, A., and Simmonds, M. (2010). Effect of folic acid, with
or without other B vitamins, on cognitive decline: meta-analysis of randomized
trials. Am. J. Med. 123, 522.e522–527.e522. doi: 10.1016/j.amjmed.2010.01.017

Walker, J. G., Batterham, P. J., Mackinnon, A. J., Jorm, A. F., Hickie, I.,
Fenech, M., et al. (2012). Oral folic acid and vitamin B-12 supplementation to
prevent cognitive decline in community-dwelling older adults with depressive
symptoms—the beyond ageing project: a randomized controlled trial. Am.

J. Clin. Nutr. 95, 194–203. doi: 10.3945/ajcn.110.007799
Westermann, B. (2010). Mitochondrial fusion and fission in cell life and death.

Nat. Rev. Mol. Cell Biol. 11, 872–884. doi: 10.1038/nrm3013
Wilson, D. W., Nash, P., Buttar, H. S., Griffiths, K., Singh, R., De Meester, F., et al.

(2017). The role of food antioxidants, benefits of functional foods and influence
of feeding habits on the health of the older person: an overview. Antioxidants
6:E81. doi: 10.3390/antiox6040081

Witlox, W. J. A., Van Osch, F. H. M., Brinkman, M., Jochems, S., Goossens, M. E.,
Weiderpass, E., et al. (2019). An inverse association between the mediterranean
diet and bladder cancer risk: a pooled analysis of 13 cohort studies. Eur. J. Nutr.
doi: 10.1007/s00394-019-01907-8 [Epub ahead of print].

Witte, A. V., Kerti, L., Margulies, D. S., and Floel, A. (2014). Effects of
resveratrol on memory performance, hippocampal functional connectivity
and glucose metabolism in healthy older adults. J. Neurosci. 34, 7862–7870.
doi: 10.1523/jneurosci.0385-14.2014

Xu, W., Tan, L., Wang, H. F., Jiang, T., Tan, M. S., Tan, L., et al. (2015). Meta-
analysis of modifiable risk factors for Alzheimer’s disease. J. Neurol. Neurosurg.
Psychiatry 86, 1299–1306. doi: 10.1136/jnnp-2015-310548

Yasuno, F., Ota, M., Kosaka, J., Ito, H., Higuchi, M., Doronbekov, T. K., et al.
(2008). Increased binding of peripheral benzodiazepine receptor in Alzheimer’s
disease measured by positron emission tomography with [11C]DAA1106. Biol.
Psychiatry 64, 835–841. doi: 10.1016/j.biopsych.2008.04.021

Yu, J., Sun, M., Chen, Z., Lu, J., Liu, Y., Zhou, L., et al. (2010).
Magnesium modulates amyloid-β protein precursor trafficking and
processing. J. Alzheimers Dis. 20, 1091–1106. doi: 10.3233/JAD-2010-
091444

Yuste, J. E., Tarragon, E., Campuzano, C. M., and Ros-Bernal, F. (2015).
Implications of glial nitric oxide in neurodegenerative diseases. Front. Cell.
Neurosci. 9:322. doi: 10.3389/fncel.2015.00322

Zainal, T. A., Oberley, T. D., Allison, D. B., Szweda, L. I., and Weindruch, R.
(2000). Caloric restriction of rhesus monkeys lowers oxidative damage in
skeletal muscle. FASEB J. 14, 1825–1836. doi: 10.1096/fj.99-0881com

Zaplatic, E., Bule, M., Shah, S. Z. A., Uddin, M. S., and Niaz, K. (2019). Molecular
mechanisms underlying protective role of quercetin in attenuating Alzheimer’s
disease. Life Sci. 224, 109–119. doi: 10.1016/j.lfs.2019.03.055

Zare-Shahabadi, A., Masliah, E., Johnson, G. V., and Rezaei, N. (2015). Autophagy
in Alzheimer’s disease. Rev. Neurosci. 26, 385–395. doi: 10.1515/revneuro-
2014-0076

Zeitlin, R., Patel, S., Burgess, S., Arendash, G. W., and Echeverria, V. (2011).
Caffeine induces beneficial changes in PKA signaling and JNK and ERK
activities in the striatum and cortex of Alzheimer’s transgenic mice. Brain Res.

1417, 127–136. doi: 10.1016/j.brainres.2011.08.036

Conflict of Interest: The authors declare that the research was conducted in the
absence of any commercial or financial relationships that could be construed as a
potential conflict of interest.

Copyright © 2020 Bhatti, Reddy, Reddy and Bhatti. This is an open-access article

distributed under the terms of the Creative Commons Attribution License (CC BY).

The use, distribution or reproduction in other forums is permitted, provided the

original author(s) and the copyright owner(s) are credited and that the original

publication in this journal is cited, in accordance with accepted academic practice.

No use, distribution or reproduction is permitted which does not comply with

these terms.

Frontiers in Aging Neuroscience | www.frontiersin.org 15 January 2020 | Volume 11 | Article 369

https://doi.org/10.1016/j.nbd.2019.104481
https://doi.org/10.1016/j.amjmed.2010.01.017
https://doi.org/10.3945/ajcn.110.007799
https://doi.org/10.1038/nrm3013
https://doi.org/10.3390/antiox6040081
https://doi.org/10.1007/s00394-019-01907-8
https://doi.org/10.1523/jneurosci.0385-14.2014
https://doi.org/10.1136/jnnp-2015-310548
https://doi.org/10.1016/j.biopsych.2008.04.021
https://doi.org/10.3233/JAD-2010-091444
https://doi.org/10.3233/JAD-2010-091444
https://doi.org/10.3389/fncel.2015.00322
https://doi.org/10.1096/fj.99-0881com
https://doi.org/10.1016/j.lfs.2019.03.055
https://doi.org/10.1515/revneuro-2014-0076
https://doi.org/10.1515/revneuro-2014-0076
https://doi.org/10.1016/j.brainres.2011.08.036
http://creativecommons.org/licenses/by/4.0/
https://www.frontiersin.org/journals/aging-neuroscience
https://www.frontiersin.org
https://www.frontiersin.org/journals/aging-neuroscience#articles

	Lifestyle Modifications and Nutritional Interventions in Aging-Associated Cognitive Decline and Alzheimer's Disease
	INTRODUCTION
	PREVALENCE AND ECONOMIC BURDEN OF ALZHEIMER'S DISEASE
	MOLECULAR MECHANISMS INVOLVED IN ALZHEIMER'S DISEASE PATHOLOGY
	Amyloid  Plaques and Tau Hyperphosphorylation
	Mitochondrial Dysfunctioning
	Neuroinflammation
	Epigenetic Control of Neurodegenerative Diseases
	Modifiable Risk Factors

	PHARMACOLOGIC TREATMENTS FOR ALZHEIMER'S DISEASE
	NON-PHARMACOLOGIC INTERVENTIONS IN AD PATHOLOGY
	DIETARY INTERVENTIONS
	Polyunsaturated Fatty Acids (PUFAs)
	Curcumin
	Flavonoids
	Resveratrol
	Minerals
	Vitamin Supplementation
	Mitochondria-Targeted Antioxidants
	Mediterranean Diet Pattern

	LIFESTYLE MODIFICATIONS
	Physical Activity
	Calorie Restriction

	CONCLUSIONS AND FUTURE PERSPECTIVES
	AUTHOR CONTRIBUTIONS
	FUNDING
	REFERENCES


