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Abstract: Alzheimer’s disease (AD) is a devastating neurodegenerative disorder characterized by
progressive cognitive decline and memory loss, imposing a significant burden on affected individuals
and their families. Despite the recent promising progress in therapeutic approaches, more needs to be
done to understand the intricate molecular mechanisms underlying the development and progression
of AD. Growing evidence points to epigenetic changes as playing a pivotal role in the pathogenesis
of the disease. The dynamic interplay between genetic and environmental factors influences the
epigenetic landscape in AD, altering gene expression patterns associated with key pathological
events associated with disease pathogenesis. To this end, epigenetic alterations not only impact
the expression of genes implicated in AD pathogenesis but also contribute to the dysregulation of
crucial cellular processes, including synaptic plasticity, neuroinflammation, and oxidative stress.
Understanding the complex epigenetic mechanisms in AD provides new avenues for therapeutic
interventions. This review comprehensively examines the role of DNA methylation and histone
modifications in the context of AD. It aims to contribute to a deeper understanding of AD pathogenesis
and facilitate the development of targeted therapeutic strategies.
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1. Introduction

Alzheimer’s disease (AD) is the most common neurodegenerative disorder that afflicts
the elderly. The probability of developing AD doubles every 5 years after the age of 65 and
there is a 50% chance of being diagnosed with AD after the age of 85 [1,2]. It is estimated
that almost 44 million people currently suffer from dementia. This number is projected to
triple by 2050. AD is the major cause of dementia, accounting for 50–75% of these cases
worldwide [3]. More than 90% of AD forms are sporadic and occur in people older than
65 years, while the remaining cases are familial or early-onset AD and can manifest in
people between the ages of 30 and 65 [1,2]. While the causes of sporadic AD are unknown,
growing evidence indicates that it is triggered by a complex interplay between genetic and
environmental factors. The major risk factors are age and the presence of the E4 allele of the
apolipoprotein E (APOE) gene [1,2]. The familial cases (FAD) are due to highly penetrant
mutations in three genes, the amyloid precursor protein (APP), presenilin 1 (PSEN1), and
presenilin 2 (PSEN2) [1,2]. It is well established that mutations in these genes lead to the
accumulation and aggregation of the β-amyloid (Aβ) protein [1,2].

Clinically, AD is characterized by a spectrum of clinical manifestations encompassing
cognitive, functional, and behavioral dimensions [2]. Individuals with mild dementia
manifest significant changes in multiple cognitive and behavioral functions, including
memory loss and language difficulties [4]. With the progression of the disease, they start to
manifest impaired judgment, disorientation, and confusion. Minor clinical manifestations
include severe behavioral changes, such as aggression, agitation, and delusions. Later in
the disease, impaired mobility, hallucinations, and seizures could manifest until death,
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which occurs on average 8.5 years after the presentation of the most severe symptoms [1,2].
Generally, death in AD patients occurs for secondary reasons such as pneumonia. The
heterogeneous nature of symptom progression emphasizes the need for early detection
and intervention to enhance the overall quality of life for individuals with Alzheimer’s and
their caregivers.

The major hallmarks associated with AD pathology are plaques and neurofibrillary
tangles (NFTs) [1,2]. Plaques are extracellular deposits made primarily of Aβ, a peptide
comprised of 40–42 amino acids. Aβ derives from the cleavage of a larger protein, the
amyloid precursor protein (APP) located on chromosome 21 [5]. APP is commonly cleaved
through two different pathways: the non-amyloidogenic and amyloidogenic pathways.
In the non-amyloidogenic pathway, APP is cleaved first by α-secretase that cuts in the
middle of the Aβ peptide, yielding a soluble and non-pathogenic precursor, C83, and a
larger fragment known as αAPP, which has neuroprotective properties [5]. Subsequently,
C83 is cut by β-secretase to generate a small hydrophobic fragment p3 that has a role
in synaptic signaling [5]. To generate Aβ, APP is cut first by β-secretase, also known as
β-site APP-cleaving enzyme 1. This enzyme cleaves APP at the N-terminal region of Aβ,
generating a larger N-terminal fragment, βAPP, and C99, a fragment that contains the entire
Aβ peptide. To free Aβ, C99 is subsequently cut by β-secretase, liberating the C-terminal
fragment known as APP intracellular domain and Aβ [5]. Depending on the cleavage site
of the β-secretase, Aβ could be 40 or 42 amino acids long. Aβ42 is less abundant, but highly
insoluble, neurotoxic, and more prone to aggregate [5]. The other pathological feature
present in the brain of AD patients is NFTs, filamentous extracellular aggregates made of
hyperphosphorylated tau protein. In physiological conditions, tau, a protein encoded by
the MAPT gene located on chromosome 17, is a soluble protein that promotes microtubule
assembly and stabilization [5,6]. In AD, however, tau becomes insoluble and aggregates,
forming filamentous structures. In addition, pathological tau is abnormally phosphorylated
at specific residues reducing its affinity for microtubules and leading to neurotoxicity and
neurodegeneration [7].

Inflammation is another neuropathological hallmark of AD brains. Growing evidence
suggests a self-perpetuating cycle between the accumulation of Aβ and microglia activa-
tion [8]. To this end, microglia, the resident immune cells in the brain, become activated
in response to Aβ accumulation. In turn, activated microglia release pro-inflammatory
cytokines, such as interleukin-1β (IL-1β) and tumor necrosis factor-alpha (TNF-α), ex-
acerbating the inflammatory response and contributing to Aβ production [8]. A similar
crosstalk has been found for microglia and tau. Proinflammatory cytokines can activate
several protein kinases which in turn can phosphorylate tau and promote its aggregation.
Concomitantly, the accumulation of NFTs trigger microglia activation and further release
of pro-inflammatory cytokines [8]. Overall, there is an intricate relationship between neu-
roinflammation, and AD neuropathology and several laboratories are actively studying
these processes to gain a better understanding of the underlying mechanisms.

Synaptic degeneration and cell death represent another invariable feature of AD brains.
Synaptic degeneration might manifest before neuronal loss and could contribute to the
cognitive deficits associated with AD patients [9]. Loss in neurons begins in the early stages
in the entorhinal cortex, basal nucleus of Meynert, and in the locus coeruleus but later
spreads in multiple areas like the hippocampus, amygdala, and cortex [9]. While the mech-
anisms that cause cell death in AD brains are poorly understood, strong evidence points to
the buildup of Aβ as a key factor [10–12]. Along these lines, overwhelming evidence has
indicated that accumulation of Aβ can trigger tau pathology, which in turn can directly or
indirectly lead to synaptic dysfunction, neuronal death, and memory deficits [12–14]. Loss
of synapses is the best neuropathological correlate with cognitive decline [15].

Currently, there are no effective treatments for AD. The most prescribed pharmacolog-
ical approach is the use of cholinesterase inhibitors, which include donepezil, galantamine,
and rivastigmine. Mechanistically, these interventions aim to compensate for the death
of cholinergic neurons. They lead to temporary symptomatic improvements and as such
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generally they lose their efficacy rather quickly as the disease progresses. However, these
approaches target the symptoms more than the root of the disease and as such generally
lose their efficacy rather quickly. Memantine, an NMDA-receptor agonist, is usually pre-
scribed for moderate-to-severe AD, but it is characterized by severe side effects. More
recently, the U.S. Food and Drug Administration has approved two monoclonal antibodies
for AD, aducanumab and lecanemab, which have been shown to reduce Aβ deposits in
some patients [16–18]. However, serious safety concerns for these therapies have been
reported and further studies are needed to address whether the benefits outweigh the
risks [19].

In this review, we initially delve into the various approaches employed for evaluating
DNA methylation and histone modification. Subsequently, we elaborate on the intercon-
nection between these epigenetic alterations and AD pathogenesis. Finally, we explore
potential avenues for therapeutic interventions. We focused primarily on original research
articles investigating epigenetic alterations in human AD tissue. We also considered all the
studies that combined the research on human samples with animal and cell models.

2. Available Techniques to Assess DNA Methylation and Histone Modification

The different techniques used to assess DNA methylation and histone modification
have been reviewed elsewhere [20]. Here, we report the basic principles, focusing on their
advantages and disadvantages.

Bisulfite sequencing is a widely used technique in epigenetics research to assess DNA
methylation. The process involves the treatment of DNA with sodium bisulfite, which
converts unmethylated cytosine residues to uracil while leaving methylated cytosines
unchanged [21]. By analyzing the sequence data obtained from bisulfite-treated DNA,
one can determine the methylation status of cytosine residues at single-base resolution.
This level of resolution represents the major advantage of this technique together with the
fact that it can be applied to both targeted regions and whole-genome analysis. However,
bisulfite sequencing has its drawbacks, which include the following: (i) by converting
unmethylated cytosines to uracil, one can miss small nucleotide polymorphisms; (ii) it does
not distinguish between 5-methylcytosine and 5-hydroxymethylcytosine; (iii) it can be time-
consuming and costly; (iv) often some regions of the DNA can be over- or underrepresented;
(v) DNA degradation can occur [22]. Different variations of bisulfite sequencing are now
available, which include whole-genome bisulfite sequencing and reduced representation
bisulfite sequencing. The former is very similar to bisulfite sequencing but applies to the
entire genome. The latter combines bisulfite treatment with restriction enzyme digestion to
selectively sequence regions of the genome enriched for CpG sites [21,23].

Methylation-specific PCR is a sensitive and specific method for detecting DNA methy-
lation at specific loci, making it particularly useful for analyzing DNA methylation patterns
in regions of interest, such as gene promoters or CpG islands [24]. It relies on the differ-
ential sensitivity of methylated and unmethylated cytosines to treatment with sodium
bisulfite, followed by PCR amplification using primers designed to specifically target either
methylated or unmethylated DNA sequences. However, it is important to note that MSP is
limited to the detection of known methylation sites and may not provide comprehensive
information about DNA methylation across the entire genome [24].

Methylated DNA immunoprecipitation sequencing (MeDIP-seq) is a technique used
to investigate DNA methylation patterns at a genome-wide scale [25]. As its name implies,
it combines immunoprecipitation with high-throughput sequencing to identify regions of
DNA that are methylated. Compared to other methods such as bisulfite sequencing, MeDIP-
seq is less affected by DNA degradation and can be applied to relatively small amounts of
input DNA. However, it provides lower resolution information compared to techniques like
bisulfite sequencing, as it identifies methylated regions rather than individual methylated
cytosines. Another drawback is that it depends on specific antibodies against methylated
DNA [25].
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Chromatin immunoprecipitation (ChIP) is a versatile technique that has revolutionized
our understanding of gene regulation and chromatin dynamics by providing insights into
the localization and function of proteins within the chromatin landscape [26]. It is widely
used to study the roles of transcription factors, histone modifications, chromatin remodeling
complexes, and other chromatin-associated proteins. The first step involves cross-linking
histones to DNA to preserve the interactions. The histone/DNA complexes are then
immunoprecipitated and the cross-linkages are reversed by acid or increased temperature.
Histones and DNA can then be analyzed using multiple downstream methods [26]. This
approach allows the study of specific histone modifications at selective genomic loci.
However, it requires a large number of cells, cross-linking reactions which can damage the
DNA and selective antibodies. As such, the background noise can often be high.

Mass spectrometry has been used for direct measurement of histone modification. The
major advantage of this approach is that it provides quantitative data, but it requires high
technical expertise both for the extraction and purification of the histones and the actual
spectrometry analysis [27].

3. DNA Methylation in AD

DNA methylation is an epigenetic mechanism involved in regulating gene expression.
DNA is methylated by a family of enzymes known as DNA methyltransferases (DNMTs) [28].
These enzymes start a one-carbon metabolism cycle, where S-adenosylhomocysteine is con-
verted back to S-adenosylmethionine, after which a methyl group is transferred to the DNA.
The production of homocysteine, an intermediate byproduct of the methylation reaction, is
associated with a higher risk of AD and cerebrovascular disease [29,30]. Generally, DNA
methylation occurs at CpG sites in the genome, and it is estimated that close to 90% of the
CpG sites are methylated. Indeed, 5-methylcytosine is the most abundant modified base in
the mammalian genome. Nonetheless, recent studies have identified that other bases can
also be methylated (e.g., N6-methyladenine and 5-formylcytosine [31].

Among the DNA methyl transferases, DNMT1 is the main enzyme responsible for
the maintenance of the DNA methylation signatures during cell division and is impli-
cated in regulating gene expression and maintaining genome stability. Dysregulation of
DNMT1 activity has been observed in various neurodegenerative diseases. In AD, DNMT1
protein levels are decreased in the hippocampal and temporal brain region but increased
in the frontal cortex, temporal cortex, and cerebellum [32–34]. Importantly, the precise
mechanisms underlying the involvement of DNMT1 in AD are still under investigation,
and most likely, the relationship between DNMT1 dysregulation and AD pathogenesis is
multifaceted. Future research is needed to elucidate the specific genes and pathways that
DNMT1 regulates in AD and to determine whether targeting it could represent a potential
therapeutic strategy.

3.1. Global DNA Methylation

Several research groups have analyzed global DNA methylation in various brain
regions of a sample population with and without AD. A careful analysis of the literature
indicates that contradictory reports have been published on whether global DNA methy-
lation is altered in AD brains. Early reports indicate that global DNA methylation in the
entorhinal cortex and hippocampus of postmortem AD brains is reduced [35,36]. However,
others have reported an overall increase in DNA methylation in AD [32,37–39]. Yet, other
studies have found no changes between AD and controls [40,41]. The inconsistency in
these reports seems to extend beyond the methods used to measure DNA methylation or
the specific brain regions in which the measurements were taken. For example, Chouliaras
and colleagues and Bradley-Whitman and colleagues published opposite results related to
the methylation state of neurons in the hippocampus of AD cases. The former reported
a significant decrease in DNA methylation in AD, while the latter reported a significant
increase [36,38]. More studies are needed to resolve these inconsistencies, and perhaps
the various groups studying DNA methylation in AD should standardize the techniques
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employed, the quality of the tissue, and its processing. A similar attempt has been made to
measure autophagy [42].

The relation between AD neuropathology and changes in DNA methylation is another
unresolved issue. It has been reported that 5 hmC levels are significantly higher in the
middle frontal gyrus and middle temporal gyrus of AD brains compared to age-matched
controls. The authors also reported a positive correlation between high 5 hmC levels
and NFTs [39]. Consistent with these data, 17 differentially methylated positions in the
blood of AD patients were correlated with higher tau pathology [43]. However, others
have reported that global DNA methylation is reduced in tangle-positive neurons [44].
Chouliaras and colleagues measured the hippocampal levels of 5-mC and 5-hmC in AD
and age-matched control cases. They reported that in AD, there was a ~20% decrease for
both markers. Notably, they found a significant inverse correlation between these two
markers and hippocampal Aβ load, while reporting no correlation between 5-mC and
5-hmC levels and NFTs [36]. In a similar study, Coppieters and colleagues measured 5-mC
and 5-hmC in human middle frontal and temporal gyri. In contrast with the report by
Chouliaras and colleagues, they reported that 5-mC and 5-hmC levels were increased
in AD brains compared to age-matched control cases [39]. Furthermore, they reported
a positive correlation between 5 mC and 5 hmC levels and Aβ and tau [39]. While the
number of patients analyzed in these two studies is relatively low (<30 in both studies),
the data are in clear conflict. In a state-of-the-art study, Shireby and colleagues analyzed
genome-wide DNA methylation in dorsolateral prefrontal and occipital cortexes of over
600 AD patients [45]. They found 67 differentially methylated positions associated with
AD. Of these, 22 showed an increase in methylation and a positive correlation with NFTs.
Similarly, 14 hypermethylated sites showed a positive correlation with Aβ load [45].

While the apparent differences between these results remain elusive, it is tempting to
speculate that post-mortem interval and tissue processing may alter DNA methylation and
thus account for some of these inconsistencies [46]. In addition, it has also been suggested
that changes in DNA methylation may result from the varying proportions of cell types
in the AD brain. With the progression of the disease, neurodegeneration may affect the
numbers of neurons and glial cells differently, and these changes may vary from case
to case. Therefore, the fluctuations in cell proportions could potentially confound DNA
methylation studies [47,48].

The methylation of mitochondrial DNA has also been highly investigated. Work in
animal models and a small number of postmortem human brains indicated an increase
in methylation of the D-loop region of mitochondrial DNA, isolated from the entorhinal
cortex, early in the progression of the disease [49,50]. In contrast, in peripheral blood,
methylation levels of the D-loop of mitochondrial DNA appear to be reduced. Indeed,
Stoccoro and colleagues, using blood from over 260 people (133 AD and 130 controls),
reported a 25% reduction in mtDNA D-loop methylation levels [51]. The same group
also reported that in contrast, methylation levels of the mitochondrial DNA’s D-loop were
increased in mild cognitive impairment. As for global DNA methylation, further work is
needed to better elucidate the relationship between mitochondrial DNA methylation and
disease progression.

3.2. Gene-Specific DNA Methylation

Another approach to studying the involvement of DNA methylation in AD patho-
genesis is to focus on the methylation status of specific genes. This targeted approach has
highlighted the role of individual genes in AD pathogenesis. Generally, the methylation
of CpG sites at the 5′ promoter region is associated with reduced transcription, whereas
methylation of CpG sites in other regions of the gene could be associated with enhanced
transcriptional activity [52]. In addition, low methylation levels in enhancers and promoters
usually result in an increased expression of the target gene, which leads to an activation of
apoptotic and inflammatory pathways in AD [53]. In AD, several studies have reported that
the methylation status of APP, PSEN1, BACE1, MAPT, and APOE genes may be altered [54].
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3.2.1. APP

While the involvement of APP in the pathogenesis of AD is undisputed, more needs
to be done to characterize the methylation state of its gene as apparent contradicting
reports have been published. To this end, it has been reported that the APP promoter is
hypomethylated in neurons and glia of AD patients [55,56]. However, others have reported
hypermethylation of the APP gene, which was associated with increased expression in
both neuronal and non-neuronal cells in the temporal cortex of AD. However, others have
reported no differences in the percentage of CpG methylation of APP in the frontal cortex
and hippocampus of AD patients [57]. It is not clear if these apparent discrepancies are
due to technical differences among the groups of the status of the conserved human brain.
To this end, Jarmasz and colleagues reported that DNA methylation is stable for about
72 h post-mortem [58]. These findings underscore the significance of normalizing the
postmortem interval of tissue when comparing methylation studies from different groups.

3.2.2. PSEN1

Several studies have investigated the methylation status of the PSEN1 gene in AD
by employing a variety of approaches, including genome-wide methylation profiling
and targeted methylation analysis, which have been implemented to investigate specific
CpG sites or regions within the PSEN1 gene. Monti and colleagues reported that the
methylation status of PSEN1 5′ flanking was reduced in the cortex of AD patients Braak
I–II and V–VI relative to age-matched controls. Remarkably, they also reported an inverse
correlation between lower methylation and PSEN1 protein levels during the progression of
the disease [59]. The hypomethylation status of Psen1 has also been confirmed in TgCRND8
mice, a mouse model of AD [60]. The altered methylation status of the PSEN1 gene in
AD may have functional consequences for disease pathogenesis. Hypomethylation of the
PSEN1 promoter region may lead to an increase in gene expression and, consequently,
increased PS1 protein levels. High PS1 levels can then increase Aβ production.

3.2.3. MAPT

While there are no mutations in the MAPT gene that are associated with AD, several
changes in its methylation profile have been published, even if often clear inconsistencies
are reported in the literature (Figure 1). For example, in the frontal cortex and hippocampus,
the percentage of CpG methylation of the MAPT gene was similar between AD patients
and control cases [57]. Similarly, Mori and colleagues reported that the MAPT mRNA
expression levels and methylation status were similar in the blood of AD and control
cases [61]. However, hypomethylation of MAPT was observed in the temporal lobe of AD
and was associated with higher tau expression and aggregation [60].

Another interesting aspect regulating tau function is the direct methylation of the tau
protein, which in human brains can be mono- or di-methylated, while more aggregated
tau is only mono-methylated [62], suggesting an inverse relation of tau with the extent
of methylation [63]. To this end, Bichmann and colleagues reported that methylated tau
is not associated with hyperphosphorylated tau [64]. Recently, it has been reported that
tau methylation provides a signal for translocation to different subcellular compartments,
specifically, methylated tau appears to be mainly localized in the cell soma [64]. This
is interesting, considering that pathological tau is mislocalized from neurites to the cell
bodies, where it accumulates. Moreover, physiological tau methylation in KXGS motifs
reduces the phosphorylation potential on adjacent serine implicating the protective role
of methylation [63]. Taken together, these results suggest that modulating methylation
pathways linked to tau might be a promising avenue for research.
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Figure 1. Schematic representation of the effects of methylation of the MAPT promoter on NFTs accu-
mulation and neurodegeneration. Converging evidence indicates a link between hypomethylation of
the MAPT promoter and increased tau production.

3.2.4. APOE

The human apolipoprotein E (APOE) gene, which is strongly associated with AD, has
three alleles, E2, E3, and E4. The presence of a single copy of the E4 allele more than doubles
the risk of developing AD, while the risk for homozygous E4 individuals is ~12-fold higher
than for people homozygous for E3. In contrast, individuals with one or two E2 copies have
a lower risk of developing the disease [1,2]. The exact mechanisms through which APOE4
contributes to the development of AD are complex and not fully understood. However,
strong evidence indicates that APOE4 may influence the clearance of Aβ [65].

In recent years, a large body of evidence has indicated that in AD, the epigenetic
mechanisms that control APOE expression might be altered. For example, a detailed
analysis of the three APOE variants indicates that the base substitution in APOE4 adds a new
CpG site of methylation, while the base substitution in APOE2 removes a CpG methylation
site [Table 1 and [66]]. In addition, converging evidence indicates that changes in the APOE
genotype alter the methylation state of other sites throughout the genome [67–69].

Table 1. The three different APOE isoforms. Compared to APOE3, the single nucleotide changes in
APOE2 and APOE4 lead to a decrease and increase of a methylation site, respectively.

Isoforms Codon 112 Codon 158 CpG

APOE2 TGC TGC −1
APOE3 TGC CGC //
APOE4 CGC CGC +1

Overall, consistent results have shown that the APOE gene is significantly reduced in
AD brains compared to age-matched controls [67,70]. It appears that this hypomethylation
is mainly driven by changes in glia rather than neurons [71]. While it is unclear how
these changes impact the role of the three different APOE isoforms on AD pathogenesis,
Chang-En Yu and colleagues reported an inverse correlation between APOE methylation
level and total APOE RNA in the frontal lobe of old, cognitively healthy people. However,
this correlation was absent in age-matched AD cases [72]. Understanding the role of APOE4
in Alzheimer’s is crucial for advancing research and developing targeted interventions
that may help mitigate the risk or progression of the disease in individuals with this
genetic variant.
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3.2.5. IL1β

As discussed above, IL-1β and other cytokines released from activated microglia,
contribute to Aβ production [8]. Several hypotheses have been proposed to explain the
link between cytokines and Aβ. Nicolia et al. found that the promoter of the IL1β gene is
hypomethylated early in disease progression, but the methylation state is unchanged when
comparing people with advanced AD to age-matched cognitively normal people [73]. In
contrast, they found that IL6 methylation decreased with AD progression in the frontal
cortex of AD compared to healthy controls [73]. These results may explain changes in IL1β
and IL6 protein levels observed through the progression of the disease [74,75]. Further
studies are needed to determine a causal relationship between methylation of the IL1β
promoter and AD neuropathology.

4. Histone Modification in AD

In chromatin, the DNA is wrapped around histone proteins to form a nucleosome. Hi-
stones control chromatin architecture, nucleosome positioning, and access of transcription
factors and other DNA-binding proteins to the DNA. Heterochromatin and euchromatin
refer to chromatin structures that are strongly or loosely packed around histones, respec-
tively. Generally, regions of heterochromatin are less transcriptionally active than regions
of euchromatin. However, posttranslational modifications (PTMs) of the amino-terminal
tails of the histones regulate their interactions with DNA and thereby regulate gene ex-
pression. Physiologically, histone tails undergo methylation, acetylation, ubiquitylation,
SUMOylation, glycosylation, and ADP-ribosylation [76].

4.1. Acetylation

A classic example of histone PTM is represented by acetylation. A family of enzymes
known as histone acetyltransferases (HATs) can add acetyl groups to amino-terminal lysines
of one or more core histones. This is a reversible reaction as histone deacetylases (HDACs)
can remove the acetyl groups added by HATs. Overall, the presence of acetyl groups at the
amino terminal of histones decreases the interaction of histone/DNA thereby “opening” the
chromatin. In other words, by regulating the activity of HATs and HDACs, cells can control
gene expression by making the DNA more or less accessible to DNA-binding proteins such
as transcription factors [77].

In AD, dysregulation of histone acetylation results in changes in synaptic plasticity
and memory processes [78,79] (Table 2). To this end, Santana and colleagues reported that
hyperacetylation of the cerebellum and a slight hypoacetylation of the hippocampus of
AD patients. These changes were associated with the activation of Rho GTPase-mediated
mechanisms and cytoskeletal disorganization [80]. Similar results were obtained in mice; for
example, Arancio and colleagues reported a 50% reduction of learning-induced acetylation
of H4 in the hippocampus of APP/PS1 mice [79]. The positive effects of HDAC inhibitors
on AD-like pathology have been confirmed by others in multiple animal models of AD
(e.g., [81–85]). However, the use of HDAC inhibitors for the treatment of AD is hampered
by the fact that most inhibitors are not selective and as such have notable side effects [86].

Among all HATs, CREB-binding protein (CBP), P300, or p300/CBP-associated factor
(PCAF) are associated with long-term memory mechanisms. Notably, work from different
laboratories has found that modulating the activity of these HATs has beneficial effects on
AD-like pathology in mice. For example, Creighton and colleagues reported that PCAF
activation improved memory loss in 3xTg-AD mice [87], a widely used animal model of
AD. In the same animal model, we found that activity-dependent CREB activation was
impaired in young 3xTg-AD mice. Restoring CREB function by increasing CBP expression
rescued learning and memory deficits [88].

4.2. Histone Methylation/Demethylation

Histone methylation/demethylation is a reversible process involving the addition or
removal of methyl groups to the N-terminal region of lysine or arginine residues. This
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process is mediated by histone methyltransferases (HMTs) and histone demethylases
(HDMs), respectively. Changes in histone methylation are associated with changes in
chromatin structure thereby modifying gene expression. Notably, arginine residues can
undergo mono-methylation, whereas lysine residues can undergo mono-, di-, and tri-
methylation. These modifications result in the activation or suppression of gene expression
and have been linked to several physiological and pathological processes. For example,
mice lacking the Jmjd2B gene in neurons, a histone demethylase specific for H3K9me3, have
impaired working memory [89].

Extensive research has been conducted as to the changes in histone methylation and
AD, which has been reviewed elsewhere, e.g., [90]. Multiple laboratories have reported
changes in histone methylation status in AD (Table 2). For example, Anderson and Turko
found a 25 and 35% reduction in H2B-methylation in residue K108 and R55, respectively,
in the frontal cortex of AD brains [90]. While the number of AD brains in the study was
limited, the results were convincing. Persico and colleagues confirmed lower H3K4me3 and
higher H3K27me3 signals in AD patients compared to healthy individuals [91]. Multiple
hypotheses have been proposed to link the reported changes in histone methylation to
AD pathogenesis. Direct methylation of the MAPT gene has been associated with tau
aggregation and neurodegeneration [92]. In addition, alteration in histone methylation can
reduce autophagy function [93], thereby leading to AD neuropathology. Indeed, multiple
reports indicate that autophagy regulates the turnover of Aβ and tau from the brain of
AD [94]. Overall, more needs to be done to understand the causes and consequences of
modification in histone methylation in AD, which may lead to the identification of novel
therapeutic targets for future drug development.

4.3. Histone Phosphorylation

Histone phosphorylation is another histone modification linked to the modulation
of gene expression. It is mainly linked to chromatin remodeling, DNA repair, and cell
death [95,96]. A well-characterized phosphorylation event is associated with histone H3
phosphorylation. This post-translational modification has been linked to learning and
memory pathways [97]. For example, phosphorylation of Ser28 of histone H3 regulates
the expression of cFOS, an immediate early gene associated with memory formation and
consolidation [95,98]. In AD, Chaput and colleagues showed that phosphorylation levels
of Ser 47 of histone H4 (H4S47p) positively correlate with AD progression. Consistent with
these observations, phosphorylation of histone H3 is also increased in the frontal cortex of
AD [32] (Table 2).

Following double-strand breaks, cells, including neurons, express a variant of histone
H2A known as H2AX, which can be phosphorylated at Ser139. The levels of H2AX at
Ser 139 are increased in cortical and hippocampal astrocytes of AD patients compared to
control individuals [96]. While future studies are needed to fully elucidate the link between
phosphorylated H2AX and AD, these data underscore a novel link between astrocytes
and AD.

Although different hypotheses have been formulated, more needs to be done to
understand the mechanisms underlying neuronal death in AD [99–101]. A prevalent
hypothesis states that in AD, neurons attempt to reenter the cell cycle, and this process
leads to their death, e.g., [101]. This idea is supported by the increase in the levels of histone
H3 phosphorylated at Ser10 in the cytoplasm of hippocampal AD neurons [102]. Indeed,
the presence of cytosolic histones is an indication of cell cycle reactivation.

As we discussed above, often there is no concordance between various studies when it
comes to selective epigenetic changes. This appears not to be the case for phosphorylation
of various histones. Future studies will have to dissect the molecular pathways linking
histone phosphorylation and AD.
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4.4. Histone Ubiquitylation

Lysine ubiquitylation is a posttranslational modification of histones, where a ubiquitin
molecule is attached to specific lysine residues. It can have diverse effects on chromatin
structure and function, depending on the specific lysine residue modified and the number
of ubiquitin molecules added. For example, lysine ubiquitylation can either promote or in-
hibit gene expression, depending on which lysine residue is ubiquitylated. In addition, this
posttranslational modification can alter chromatin structure by affecting the interactions
between histones and DNA, as well as the interactions between neighboring nucleosomes.
This can influence higher-order chromatin organization and dynamics. Another major
consequence of lysine ubiquitylation is the regulation of epigenetic inheritance. To this
end, it can serve as a marker for epigenetic inheritance, influencing the transmission of
chromatin states through cell divisions and potentially across generations [103]. Dysregula-
tion of histone ubiquitylation has been implicated in various human diseases, including
neurodegenerative disorders. To this end, Anderson and Turko showed that in the frontal
cortex of AD cases, there was a striking 91% increase in ubiquitination of K120 on H2B [90]
(Table 2). In an independent study, Guo and colleagues showed that in the cortex of AD
cases, there was a ~50% increase in H2A ubiquitination of K119 and a ~2-fold increase
in the combined levels of mono- and penta-ubiquitinated H2A [104]. While the results
are striking, it should be noted that in both cases, the number of AD brains analyzed was
undoubtedly small (6 and 7, respectively). Thus, further studies are required to establish a
conclusive link between histone ubiquitination and AD.

Table 2. Summary of the major histone modification identified in human AD and mouse models.

Type Site Regulation Proposed Effects Site of the
Analysis Tissue Ref.

Acetylation

Lysine 9 of H3
increase Rho GTPase-mediated

mechanism activation;
cytoskeletal disorganization

Cerebellum
AD patients [80]

decrease Hippocampus

Total acetylation
levels of H4 decrease Reduction of learning Hippocampus APP/PS1

mice [79]

Total acetylation
levels of H3/H4 decrease

Deficit of cognitive function
related to altered hippocampal

gamma oscillations
Hippocampus PSAPP mice [85]

Methylation

Lysine 108 of H2B
and arginine 55

of H4
decrease Altered nucleosome stability by

hydrogen bonding networks Frontal cortex AD patients [90]

Lysine 4 of H3 decrease heterochromatinization
expansion of encoding regions
of the genomes associated with

neurodegeneration

Entorhinal
cortices

AD patients [91]
Lysine 27 of H3 increase

Phosphorylation

Total level
phosphorylation

of H3

increase
Positive correlation with AD

progression

Frontal cortex

AD neurons

[32]

Serine 139 of
H2AX variant

Cortical and
hippocampal

astrocytes
[96]

Serine 10 of H3 Cytoplasm of
hippocampal [102]

Ubiquitylation

Lysine 120 of H2B

increase

Altered nucleosome stability by
hydrogen bonding networks Frontal cortex

AD patients

[90]

Lysine 229 of
H2A

Cellular senescence and
proteasome-mediated histone

H2A proteolysis
Cortex [104]
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5. Therapeutic Opportunities

Mammals have four classes of HDACs. Class I includes HDAC1, HDAC2, HDAC3,
and HDAC8. They are primarily localized in the nucleus and are involved in regulating
gene expression through histone deacetylation. Class II is further subdivided into two
subclasses: IIa and IIb. The latter includes HDAC4, HDAC5, HDAC7, and HDAC9. They
shuttle between the nucleus and cytoplasm and are involved in processes such as muscle
differentiation and development. The former include HDAC6 and HDAC10, which are
localized in the cytoplasm. Class III, also known as sirtuins, includes SIRT1–7. Notably,
the HDACs in this class require NAD+ as a cofactor for their deacetylase activity. Class
IV includes only HDAC11. Its structure resembles both Class I and II HDACs, and its
functions are still being elucidated (see [105] for structural details about the four classes).

Several laboratories have reported the positive effects of HDAC inhibitors on multiple
animal models of AD. For example, Arancio and colleagues, in an early report, highlighted
how acute administration of trichostatin A (TSA) restored the levels of H4 acetylation in
APP/PS1 mice. These changes were associated with improved hippocampal long-term
potentiation and contextual memory [79]. These findings were confirmed in a different
mouse model and with a different dosing paradigm. Specifically, Garcia-Osta and col-
leagues reported that sodium 4-phenylbutyrate (4-PBA) administered daily for five weeks
to 16-month-old Tg2576 mice restored the levels of H4 acetylation while improving learning
and memory [106]. Since these two publications, others have found similar results using yet
other mouse models of AD and, more relevant to the topic at hand, more selective HDAC
inhibitors [107–109]. While the literature consistently shows the beneficial effects of HDAC
inhibitors on AD-like pathology in mouse models of AD, it should be noted that a few
reports have also reported the lack of effects of a pan-specific HDAC inhibitor in transgenic
AD mice. For example, Hanson and colleagues reported that SAHA, when peripherally
administered, showed reduced brain permeability and a lack of effects on cognition [110].

More recently, a great deal of attention has been given to HDAC inhibitors that are
selective for specific classes of HDAC (reviewed in [111]). For example, in an early work,
Green and colleagues dosed 3xTg-AD mice with nicotinamide, a sirtuin inhibitor, for four
months. Nicotinamide was added to the mice’s drinking water before the onset of AD-like
pathology. The authors reported that this experimental paradigm prevented memory
deficits while decreasing tau pathology ([112]). The beneficial effects of nicotinamide have
been replicated by a different group in the same animal model [113]. Unfortunately, a small
double-blind randomized clinical trial (24 patients on nicotinamide and 22 placebo) failed
to show significant changes in CSF tau and Aβ (ClinicalTrials.gov Identifier: NCT03061474
accessed on 20 April 2024).

Over the last several years, sirtuins, a family of enzymes with deacetylase activity, have
taken center stage for their effects on aging and neurological disorders [114]. Mammals
have 7 sirtuin genes: SIRT 1 and SIRT 2 are located in the nucleus and cytoplasm, SIRT 3,
SIRT 4, and SIRT 5 in the mitochondria, SIRT 6 and SIRT 7 in the nucleus ([115]). Sirtuins
possess the ability to remove acetyl or acyl groups from both histone and non-histone
proteins, including some transcription factors. Additionally, Sirt4 and Sirt6 exhibit ADP-
ribosyltransferase activity, allowing them to transfer ADP-ribose from NAD+ to protein
substrates. This broad spectrum of protein modification enables sirtuins to influence
diverse cellular processes, including but not limited to energy metabolism, aging, and
neurodegeneration [114]. Overwhelming evidence highlights a link between sirtuins and
AD. In postmortem human AD brains, Julien and colleagues reported a significant decrease
in the mRNA and protein levels of SIRT1 and an inverse correlation between reduced SIRT1
levels and high cortical Aβ and tau levels [116]. Converging preclinical data indicate a
crosstalk between Aβ/tau and sirtuins; increasing Aβ or tau levels reduced sirtuins while
increasing sirtuins expression decreases Aβ and tau (reviewed in [115]).

Numerous preclinical studies have shown how molecules that increase sirtuin activity
may have beneficial effects for AD. Among these, resveratrol has been tested by multiple
laboratories yielding consistent positive results (reviewed in [117]). However, the results

ClinicalTrials.gov
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in clinical trials have not been so exciting. Over the 52-week trials in a double-blind,
randomized, placebo-controlled phase 2 clinical trial in patients with mild to moderate AD,
resveratrol appeared to increase brain volume loss compared to placebo [118]. It has been
proposed that the increase in brain volume might be due to the anti-inflammatory effects of
resveratrol and the reduction in CNS edema [119]. While some results appear promising,
larger studies are needed to better define the role of resveratrol in AD.

Overall, it appears evident that the lack of isoform specificity and the systemic distribu-
tion of some HDAC inhibitors contribute to safety concerns that have been raised over the
chronic use of this class of inhibitors to treat AD. In addition, many HDAC inhibitors have
limited blood–brain barrier permeability, which hampers their ability to reach a therapeutic
concentration in the brain and may necessitate high doses that increase the risk of systemic
side effects.

6. Concluding Remarks

This comprehensive review underscores the critical role of DNA methylation and
histone modification in the intricate landscape of AD pathogenesis. The devastating impact
that this disorder has on cognitive function and the pressing need for effective therapeutic
interventions highlight the urgency of identifying the molecular mechanisms underlying
its pathogenesis. As highlighted in this review, alterations in DNA methylation and
histone modification have revealed their profound influence on key pathological events
associated with AD. The dynamic interplay between genetic and environmental factors
shaping the epigenetic landscape adds complexity to our understanding of the disease.
Importantly, these epigenetic alterations extend beyond mere gene expression modulation,
reaching into the dysregulation of fundamental cellular processes such as synaptic plasticity,
neuroinflammation, and oxidative stress. The knowledge gleaned from this review not only
deepens our comprehension of AD but also opens new avenues for targeted therapeutic
strategies. As new data continue to bridge the gap between epigenetics and AD, it is
increasingly clear that targeting epigenetic mechanisms may lead to the identification of
innovative approaches that may ultimately lead to more effective treatments.

Author Contributions: Writing—original draft preparation, review and editing, L.M.D.P., S.O. and
A.C. Figure preparation: L.M.D.P. and A.S. All authors have read and agreed to the published version
of the manuscript.

Funding: This research received no external funding.

Conflicts of Interest: The authors declare no conflicts of interest.

References
1. Knopman, D.S.; Amieva, H.; Petersen, R.C.; Chetelat, G.; Holtzman, D.M.; Hyman, B.T.; Nixon, R.A.; Jones, D.T. Alzheimer

disease. Nat. Rev. Dis. Primers 2021, 7, 33. [CrossRef] [PubMed]
2. Scheltens, P.; De Strooper, B.; Kivipelto, M.; Holstege, H.; Chetelat, G.; Teunissen, C.E.; Cummings, J.; van der Flier, W.M.

Alzheimer’s disease. Lancet 2021, 397, 1577–1590. [CrossRef] [PubMed]
3. Robinson, M.; Lee, B.Y.; Hane, F.T. Recent Progress in Alzheimer’s Disease Research, Part 2: Genetics and Epidemiology.

J. Alzheimer’s Dis. 2017, 57, 317–330. [CrossRef] [PubMed]
4. Chhatwal, J.P.; Schultz, A.P.; Johnson, K.A.; Hedden, T.; Jaimes, S.; Benzinger, T.L.S.; Jack, C., Jr.; Ances, B.M.; Ringman, J.M.;

Marcus, D.S.; et al. Preferential degradation of cognitive networks differentiates Alzheimer’s disease from ageing. Brain 2018, 141,
1486–1500. [CrossRef] [PubMed]

5. LaFerla, F.M.; Oddo, S. Alzheimer’s disease: Abeta, tau and synaptic dysfunction. Trends Mol. Med. 2005, 11, 170–176. [CrossRef]
[PubMed]

6. Gao, Y.; Tan, L.; Yu, J.T.; Tan, L. Tau in Alzheimer’s Disease: Mechanisms and Therapeutic Strategies. Curr. Alzheimer Res. 2018, 15,
283–300. [CrossRef] [PubMed]

7. Bramblett, G.T.; Goedert, M.; Jakes, R.; Merrick, S.E.; Trojanowski, J.Q.; Lee, V.M. Abnormal tau phosphorylation at Ser396 in
Alzheimer’s disease recapitulates development and contributes to reduced microtubule binding. Neuron 1993, 10, 1089–1099.
[CrossRef] [PubMed]

8. Mary, A.; Mancuso, R.; Heneka, M.T. Immune Activation in Alzheimer Disease. Annu. Rev. Immunol. 2024, 42. [CrossRef]
[PubMed]

https://doi.org/10.1038/s41572-021-00269-y
https://www.ncbi.nlm.nih.gov/pubmed/33986301
https://doi.org/10.1016/S0140-6736(20)32205-4
https://www.ncbi.nlm.nih.gov/pubmed/33667416
https://doi.org/10.3233/JAD-161149
https://www.ncbi.nlm.nih.gov/pubmed/28211812
https://doi.org/10.1093/brain/awy053
https://www.ncbi.nlm.nih.gov/pubmed/29522171
https://doi.org/10.1016/j.molmed.2005.02.009
https://www.ncbi.nlm.nih.gov/pubmed/15823755
https://doi.org/10.2174/1567205014666170417111859
https://www.ncbi.nlm.nih.gov/pubmed/28413986
https://doi.org/10.1016/0896-6273(93)90057-X
https://www.ncbi.nlm.nih.gov/pubmed/8318230
https://doi.org/10.1146/annurev-immunol-101921-035222
https://www.ncbi.nlm.nih.gov/pubmed/38424470


Cells 2024, 13, 719 13 of 17

9. Serrano-Pozo, A.; Frosch, M.P.; Masliah, E.; Hyman, B.T. Neuropathological alterations in Alzheimer disease. Cold Spring Harb.
Perspect. Med. 2011, 1, a006189. [CrossRef]

10. Ittner, L.M.; Ke, Y.D.; Delerue, F.; Bi, M.; Gladbach, A.; van Eersel, J.; Wolfing, H.; Chieng, B.C.; Christie, M.J.; Napier, I.A.; et al.
Dendritic function of tau mediates amyloid-beta toxicity in Alzheimer’s disease mouse models. Cell 2010, 142, 387–397. [CrossRef]

11. Marttinen, M.; Takalo, M.; Natunen, T.; Wittrahm, R.; Gabbouj, S.; Kemppainen, S.; Leinonen, V.; Tanila, H.; Haapasalo, A.;
Hiltunen, M. Molecular Mechanisms of Synaptotoxicity and Neuroinflammation in Alzheimer’s Disease. Front. Neurosci. 2018,
12, 963. [CrossRef] [PubMed]

12. LaFerla, F.M.; Green, K.N.; Oddo, S. Intracellular amyloid-beta in Alzheimer’s disease. Nat. Rev. Neurosci. 2007, 8, 499–509.
[CrossRef] [PubMed]

13. Oddo, S.; Caccamo, A.; Tseng, B.; Cheng, D.; Vasilevko, V.; Cribbs, D.H.; LaFerla, F.M. Blocking Abeta42 accumulation delays
the onset and progression of tau pathology via the C terminus of heat shock protein70-interacting protein: A mechanistic link
between Abeta and tau pathology. J. Neurosci. 2008, 28, 12163–12175. [CrossRef] [PubMed]

14. Oddo, S.; Vasilevko, V.; Caccamo, A.; Kitazawa, M.; Cribbs, D.H.; LaFerla, F.M. Reduction of soluble Abeta and tau, but not soluble
Abeta alone, ameliorates cognitive decline in transgenic mice with plaques and tangles. J. Biol. Chem. 2006, 281, 39413–39423.
[CrossRef] [PubMed]

15. Tzioras, M.; McGeachan, R.I.; Durrant, C.S.; Spires-Jones, T.L. Synaptic degeneration in Alzheimer disease. Nat. Rev. Neurol. 2023,
19, 19–38. [CrossRef] [PubMed]

16. Cummings, J.; Osse, A.M.L.; Cammann, D.; Powell, J.; Chen, J. Anti-Amyloid Monoclonal Antibodies for the Treatment of
Alzheimer’s Disease. BioDrugs Clin. Immunother. Biopharm. Gene Ther. 2024, 38, 5–22. [CrossRef] [PubMed]

17. Rajput, S.; Malviya, R.; Bahadur, S.; Puri, D. Recent Updates on the Development of Therapeutics for the Targeted Treatment of
Alzheimer’s Disease. Curr. Pharm. Des. 2023, 29, 2802–2813. [CrossRef]

18. Terao, I.; Kodama, W. Comparative efficacy, tolerability and acceptability of donanemab, lecanemab, aducanumab and lithium
on cognitive function in mild cognitive impairment and Alzheimer’s disease: A systematic review and network meta-analysis.
Ageing Res. Rev. 2024, 94, 102203. [CrossRef]

19. Prillaman, M. Heralded Alzheimer’s drug works—But safety concerns loom. Nature 2022, 612, 197–198. [CrossRef]
20. Saini, A.; Rawat, Y.; Jain, K.; Mani, I. State-of-the-art techniques to study epigenetics. Prog. Mol. Biol. Transl. Sci. 2023, 197, 23–50.

[CrossRef]
21. Adusumalli, S.; Mohd Omar, M.F.; Soong, R.; Benoukraf, T. Methodological aspects of whole-genome bisulfite sequencing

analysis. Brief. Bioinform. 2015, 16, 369–379. [CrossRef] [PubMed]
22. Wojdacz, T.K.; Moller, T.H.; Thestrup, B.B.; Kristensen, L.S.; Hansen, L.L. Limitations and advantages of MS-HRM and bisulfite

sequencing for single locus methylation studies. Expert Rev. Mol. Diagn. 2010, 10, 575–580. [CrossRef] [PubMed]
23. Nagarajan, A.; Roden, C.; Wajapeyee, N. Reduced representation bisulfite sequencing to identify global alteration of DNA

methylation. Methods Mol. Biol. 2014, 1176, 23–31. [CrossRef] [PubMed]
24. Ku, J.L.; Jeon, Y.K.; Park, J.G. Methylation-specific PCR. Methods Mol. Biol. 2011, 791, 23–32. [CrossRef] [PubMed]
25. Thu, K.L.; Vucic, E.A.; Kennett, J.Y.; Heryet, C.; Brown, C.J.; Lam, W.L.; Wilson, I.M. Methylated DNA immunoprecipitation.

J. Vis. Exp. 2009, 23, e935. [CrossRef]
26. Milne, T.A.; Zhao, K.; Hess, J.L. Chromatin immunoprecipitation (ChIP) for analysis of histone modifications and chromatin-

associated proteins. Methods Mol. Biol. 2009, 538, 409–423. [CrossRef]
27. Lu, C.; Coradin, M.; Porter, E.G.; Garcia, B.A. Accelerating the Field of Epigenetic Histone Modification Through Mass

Spectrometry-Based Approaches. Mol. Cell Proteom. 2021, 20, 100006. [CrossRef] [PubMed]
28. Gujar, H.; Weisenberger, D.J.; Liang, G. The Roles of Human DNA Methyltransferases and Their Isoforms in Shaping the

Epigenome. Genes 2019, 10, 172. [CrossRef] [PubMed]
29. Pi, T.; Liu, B.; Shi, J. Abnormal Homocysteine Metabolism: An Insight of Alzheimer’s Disease from DNA Methylation. Behav.

Neurol. 2020, 2020, 8438602. [CrossRef]
30. Martinez-Iglesias, O.; Carrera, I.; Carril, J.C.; Fernandez-Novoa, L.; Cacabelos, N.; Cacabelos, R. DNA Methylation in Neurode-

generative and Cerebrovascular Disorders. Int. J. Mol. Sci. 2020, 21, 2220. [CrossRef]
31. Hofer, A.; Liu, Z.J.; Balasubramanian, S. Detection, Structure and Function of Modified DNA Bases. J. Am. Chem. Soc. 2019, 141,

6420–6429. [CrossRef] [PubMed]
32. Rao, J.S.; Keleshian, V.L.; Klein, S.; Rapoport, S.I. Epigenetic modifications in frontal cortex from Alzheimer’s disease and bipolar

disorder patients. Transl. Psychiatry 2012, 2, e132. [CrossRef]
33. Bakulski, K.M.; Dolinoy, D.C.; Sartor, M.A.; Paulson, H.L.; Konen, J.R.; Lieberman, A.P.; Albin, R.L.; Hu, H.; Rozek, L.S. Genome-

wide DNA methylation differences between late-onset Alzheimer’s disease and cognitively normal controls in human frontal
cortex. J. Alzheimer’s Dis. 2012, 29, 571–588. [CrossRef]

34. Wang, S.C.; Oelze, B.; Schumacher, A. Age-specific epigenetic drift in late-onset Alzheimer’s disease. PLoS ONE 2008, 3, e2698.
[CrossRef]

35. Mastroeni, D.; Grover, A.; Delvaux, E.; Whiteside, C.; Coleman, P.D.; Rogers, J. Epigenetic changes in Alzheimer’s disease:
Decrements in DNA methylation. Neurobiol. Aging 2010, 31, 2025–2037. [CrossRef]

https://doi.org/10.1101/cshperspect.a006189
https://doi.org/10.1016/j.cell.2010.06.036
https://doi.org/10.3389/fnins.2018.00963
https://www.ncbi.nlm.nih.gov/pubmed/30618585
https://doi.org/10.1038/nrn2168
https://www.ncbi.nlm.nih.gov/pubmed/17551515
https://doi.org/10.1523/JNEUROSCI.2464-08.2008
https://www.ncbi.nlm.nih.gov/pubmed/19020010
https://doi.org/10.1074/jbc.M608485200
https://www.ncbi.nlm.nih.gov/pubmed/17056594
https://doi.org/10.1038/s41582-022-00749-z
https://www.ncbi.nlm.nih.gov/pubmed/36513730
https://doi.org/10.1007/s40259-023-00633-2
https://www.ncbi.nlm.nih.gov/pubmed/37955845
https://doi.org/10.2174/0113816128274618231105173031
https://doi.org/10.1016/j.arr.2024.102203
https://doi.org/10.1038/d41586-022-04240-z
https://doi.org/10.1016/bs.pmbts.2023.02.004
https://doi.org/10.1093/bib/bbu016
https://www.ncbi.nlm.nih.gov/pubmed/24867940
https://doi.org/10.1586/erm.10.46
https://www.ncbi.nlm.nih.gov/pubmed/20629507
https://doi.org/10.1007/978-1-4939-0992-6_3
https://www.ncbi.nlm.nih.gov/pubmed/25030916
https://doi.org/10.1007/978-1-61779-316-5_3
https://www.ncbi.nlm.nih.gov/pubmed/21913069
https://doi.org/10.3791/935
https://doi.org/10.1007/978-1-59745-418-6_21
https://doi.org/10.1074/mcp.R120.002257
https://www.ncbi.nlm.nih.gov/pubmed/33203747
https://doi.org/10.3390/genes10020172
https://www.ncbi.nlm.nih.gov/pubmed/30813436
https://doi.org/10.1155/2020/8438602
https://doi.org/10.3390/ijms21062220
https://doi.org/10.1021/jacs.9b01915
https://www.ncbi.nlm.nih.gov/pubmed/30896931
https://doi.org/10.1038/tp.2012.55
https://doi.org/10.3233/JAD-2012-111223
https://doi.org/10.1371/journal.pone.0002698
https://doi.org/10.1016/j.neurobiolaging.2008.12.005


Cells 2024, 13, 719 14 of 17

36. Chouliaras, L.; Mastroeni, D.; Delvaux, E.; Grover, A.; Kenis, G.; Hof, P.R.; Steinbusch, H.W.; Coleman, P.D.; Rutten, B.P.; van den
Hove, D.L. Consistent decrease in global DNA methylation and hydroxymethylation in the hippocampus of Alzheimer’s disease
patients. Neurobiol. Aging 2013, 34, 2091–2099. [CrossRef] [PubMed]

37. Watson, C.T.; Roussos, P.; Garg, P.; Ho, D.J.; Azam, N.; Katsel, P.L.; Haroutunian, V.; Sharp, A.J. Genome-wide DNA methylation
profiling in the superior temporal gyrus reveals epigenetic signatures associated with Alzheimer’s disease. Genome Med. 2016, 8,
5. [CrossRef] [PubMed]

38. Bradley-Whitman, M.A.; Lovell, M.A. Epigenetic changes in the progression of Alzheimer’s disease. Mech. Ageing Dev. 2013, 134,
486–495. [CrossRef]

39. Coppieters, N.; Dieriks, B.V.; Lill, C.; Faull, R.L.; Curtis, M.A.; Dragunow, M. Global changes in DNA methylation and
hydroxymethylation in Alzheimer’s disease human brain. Neurobiol. Aging 2014, 35, 1334–1344. [CrossRef]

40. Lashley, T.; Gami, P.; Valizadeh, N.; Li, A.; Revesz, T.; Balazs, R. Alterations in global DNA methylation and hydroxymethylation
are not detected in Alzheimer’s disease. Neuropathol. Appl. Neurobiol. 2015, 41, 497–506. [CrossRef]

41. Condliffe, D.; Wong, A.; Troakes, C.; Proitsi, P.; Patel, Y.; Chouliaras, L.; Fernandes, C.; Cooper, J.; Lovestone, S.; Schalkwyk, L.;
et al. Cross-region reduction in 5-hydroxymethylcytosine in Alzheimer’s disease brain. Neurobiol. Aging 2014, 35, 1850–1854.
[CrossRef] [PubMed]

42. Klionsky, D.J.; Abdel-Aziz, A.K.; Abdelfatah, S.; Abdellatif, M.; Abdoli, A.; Abel, S.; Abeliovich, H.; Abildgaard, M.H.; Abudu,
Y.P.; Acevedo-Arozena, A.; et al. Guidelines for the use and interpretation of assays for monitoring autophagy (4th edition) (1).
Autophagy 2021, 17, 1–382. [CrossRef] [PubMed]

43. Madrid, A.; Hogan, K.J.; Papale, L.A.; Clark, L.R.; Asthana, S.; Johnson, S.C.; Alisch, R.S. DNA Hypomethylation in Blood Links
B3GALT4 and ZADH2 to Alzheimer’s Disease. J. Alzheimer’s Dis. 2018, 66, 927–934. [CrossRef] [PubMed]

44. Phipps, A.J.; Vickers, J.C.; Taberlay, P.C.; Woodhouse, A. Neurofilament-labeled pyramidal neurons and astrocytes are deficient in
DNA methylation marks in Alzheimer’s disease. Neurobiol. Aging 2016, 45, 30–42. [CrossRef] [PubMed]

45. Shireby, G.; Dempster, E.L.; Policicchio, S.; Smith, R.G.; Pishva, E.; Chioza, B.; Davies, J.P.; Burrage, J.; Lunnon, K.; Seiler Vellame,
D.; et al. DNA methylation signatures of Alzheimer’s disease neuropathology in the cortex are primarily driven by variation in
non-neuronal cell-types. Nat. Commun. 2022, 13, 5620. [CrossRef] [PubMed]

46. Rhein, M.; Hagemeier, L.; Klintschar, M.; Muschler, M.; Bleich, S.; Frieling, H. DNA methylation results depend on DNA
integrity-role of post mortem interval. Front. Genet. 2015, 6, 182. [CrossRef] [PubMed]

47. Houseman, E.A.; Accomando, W.P.; Koestler, D.C.; Christensen, B.C.; Marsit, C.J.; Nelson, H.H.; Wiencke, J.K.; Kelsey, K.T. DNA
methylation arrays as surrogate measures of cell mixture distribution. BMC Bioinform. 2012, 13, 86. [CrossRef] [PubMed]

48. Houseman, E.A.; Molitor, J.; Marsit, C.J. Reference-free cell mixture adjustments in analysis of DNA methylation data. Bioinfor-
matics 2014, 30, 1431–1439. [CrossRef] [PubMed]

49. Xu, Y.; Xu, L.; Han, M.; Liu, X.; Li, F.; Zhou, X.; Wang, Y.; Bi, J. Altered mitochondrial DNA methylation and mitochondrial DNA
copy number in an APP/PS1 transgenic mouse model of Alzheimer disease. Biochem. Biophys. Res. Commun. 2019, 520, 41–46.
[CrossRef]

50. Blanch, M.; Mosquera, J.L.; Ansoleaga, B.; Ferrer, I.; Barrachina, M. Altered Mitochondrial DNA Methylation Pattern in Alzheimer
Disease-Related Pathology and in Parkinson Disease. Am. J. Pathol. 2016, 186, 385–397. [CrossRef]

51. Stoccoro, A.; Siciliano, G.; Migliore, L.; Coppede, F. Decreased Methylation of the Mitochondrial D-Loop Region in Late-Onset
Alzheimer’s Disease. J. Alzheimer’s Dis. 2017, 59, 559–564. [CrossRef] [PubMed]

52. Jones, P.A. Functions of DNA methylation: Islands, start sites, gene bodies and beyond. Nat. Rev. Genet. 2012, 13, 484–492.
[CrossRef] [PubMed]

53. Li, P.; Marshall, L.; Oh, G.; Jakubowski, J.L.; Groot, D.; He, Y.; Wang, T.; Petronis, A.; Labrie, V. Epigenetic dysregulation of
enhancers in neurons is associated with Alzheimer’s disease pathology and cognitive symptoms. Nat. Commun. 2019, 10, 2246.
[CrossRef] [PubMed]

54. Rabaneda-Bueno, R.; Mena-Montes, B.; Torres-Castro, S.; Torres-Carrillo, N.; Torres-Carrillo, N.M. Advances in Genetics and
Epigenetic Alterations in Alzheimer’s Disease: A Notion for Therapeutic Treatment. Genes 2021, 12, 1959. [CrossRef] [PubMed]

55. West, R.L.; Lee, J.M.; Maroun, L.E. Hypomethylation of the amyloid precursor protein gene in the brain of an Alzheimer’s disease
patient. J. Mol. Neurosci. 1995, 6, 141–146. [CrossRef] [PubMed]

56. Gasparoni, G.; Bultmann, S.; Lutsik, P.; Kraus, T.F.J.; Sordon, S.; Vlcek, J.; Dietinger, V.; Steinmaurer, M.; Haider, M.; Mulholland,
C.B.; et al. DNA methylation analysis on purified neurons and glia dissects age and Alzheimer’s disease-specific changes in the
human cortex. Epigenet. Chromatin 2018, 11, 41. [CrossRef] [PubMed]

57. Barrachina, M.; Ferrer, I. DNA methylation of Alzheimer disease and tauopathy-related genes in postmortem brain. J. Neuropathol.
Exp. Neurol. 2009, 68, 880–891. [CrossRef] [PubMed]

58. Jarmasz, J.S.; Stirton, H.; Davie, J.R.; Del Bigio, M.R. DNA methylation and histone post-translational modification stability in
post-mortem brain tissue. Clin. Epigenet. 2019, 11, 5. [CrossRef]

59. Monti, N.; Cavallaro, R.A.; Stoccoro, A.; Nicolia, V.; Scarpa, S.; Kovacs, G.G.; Fiorenza, M.T.; Lucarelli, M.; Aronica, E.; Ferrer, I.;
et al. CpG and non-CpG Presenilin1 methylation pattern in course of neurodevelopment and neurodegeneration is associated
with gene expression in human and murine brain. Epigenetics 2020, 15, 781–799. [CrossRef]

60. Fuso, A.; Nicolia, V.; Pasqualato, A.; Fiorenza, M.T.; Cavallaro, R.A.; Scarpa, S. Changes in Presenilin 1 gene methylation pattern
in diet-induced B vitamin deficiency. Neurobiol. Aging 2011, 32, 187–199. [CrossRef]

https://doi.org/10.1016/j.neurobiolaging.2013.02.021
https://www.ncbi.nlm.nih.gov/pubmed/23582657
https://doi.org/10.1186/s13073-015-0258-8
https://www.ncbi.nlm.nih.gov/pubmed/26803900
https://doi.org/10.1016/j.mad.2013.08.005
https://doi.org/10.1016/j.neurobiolaging.2013.11.031
https://doi.org/10.1111/nan.12183
https://doi.org/10.1016/j.neurobiolaging.2014.02.002
https://www.ncbi.nlm.nih.gov/pubmed/24679604
https://doi.org/10.1080/15548627.2020.1797280
https://www.ncbi.nlm.nih.gov/pubmed/33634751
https://doi.org/10.3233/JAD-180592
https://www.ncbi.nlm.nih.gov/pubmed/30372681
https://doi.org/10.1016/j.neurobiolaging.2016.05.003
https://www.ncbi.nlm.nih.gov/pubmed/27459923
https://doi.org/10.1038/s41467-022-33394-7
https://www.ncbi.nlm.nih.gov/pubmed/36153390
https://doi.org/10.3389/fgene.2015.00182
https://www.ncbi.nlm.nih.gov/pubmed/26042147
https://doi.org/10.1186/1471-2105-13-86
https://www.ncbi.nlm.nih.gov/pubmed/22568884
https://doi.org/10.1093/bioinformatics/btu029
https://www.ncbi.nlm.nih.gov/pubmed/24451622
https://doi.org/10.1016/j.bbrc.2019.09.094
https://doi.org/10.1016/j.ajpath.2015.10.004
https://doi.org/10.3233/JAD-170139
https://www.ncbi.nlm.nih.gov/pubmed/28655136
https://doi.org/10.1038/nrg3230
https://www.ncbi.nlm.nih.gov/pubmed/22641018
https://doi.org/10.1038/s41467-019-10101-7
https://www.ncbi.nlm.nih.gov/pubmed/31113950
https://doi.org/10.3390/genes12121959
https://www.ncbi.nlm.nih.gov/pubmed/34946908
https://doi.org/10.1007/BF02736773
https://www.ncbi.nlm.nih.gov/pubmed/8746452
https://doi.org/10.1186/s13072-018-0211-3
https://www.ncbi.nlm.nih.gov/pubmed/30045751
https://doi.org/10.1097/NEN.0b013e3181af2e46
https://www.ncbi.nlm.nih.gov/pubmed/19606065
https://doi.org/10.1186/s13148-018-0596-7
https://doi.org/10.1080/15592294.2020.1722917
https://doi.org/10.1016/j.neurobiolaging.2009.02.013


Cells 2024, 13, 719 15 of 17

61. Mori, H.; Yoshino, Y.; Ueno, M.; Funahashi, Y.; Kumon, H.; Ozaki, Y.; Yamazaki, K.; Ochi, S.; Iga, J.; Ueno, S. Blood MAPT
expression and methylation status in Alzheimer’s disease. Psychiatry Clin. Neurosci. Rep. 2022, 1, 7. [CrossRef]

62. Kontaxi, C.; Piccardo, P.; Gill, A.C. Lysine-Directed Post-translational Modifications of Tau Protein in Alzheimer’s Disease and
Related Tauopathies. Front. Mol. Biosci. 2017, 4, 56. [CrossRef] [PubMed]

63. Funk, K.E.; Thomas, S.N.; Schafer, K.N.; Cooper, G.L.; Liao, Z.; Clark, D.J.; Yang, A.J.; Kuret, J. Lysine methylation is an
endogenous post-translational modification of tau protein in human brain and a modulator of aggregation propensity. Biochem. J.
2014, 462, 77–88. [CrossRef] [PubMed]

64. Bichmann, M.; Prat Oriol, N.; Ercan-Herbst, E.; Schondorf, D.C.; Gomez Ramos, B.; Schwarzler, V.; Neu, M.; Schluter, A.; Wang,
X.; Jin, L.; et al. SETD7-mediated monomethylation is enriched on soluble Tau in Alzheimer’s disease. Mol. Neurodegener. 2021, 16,
46. [CrossRef] [PubMed]

65. Raulin, A.C.; Doss, S.V.; Trottier, Z.A.; Ikezu, T.C.; Bu, G.; Liu, C.C. ApoE in Alzheimer’s disease: Pathophysiology and therapeutic
strategies. Mol. Neurodegener. 2022, 17, 72. [CrossRef] [PubMed]

66. Yu, C.E.; Cudaback, E.; Foraker, J.; Thomson, Z.; Leong, L.; Lutz, F.; Gill, J.A.; Saxton, A.; Kraemer, B.; Navas, P.; et al. Epigenetic
signature and enhancer activity of the human APOE gene. Hum. Mol. Genet. 2013, 22, 5036–5047. [CrossRef] [PubMed]

67. Foraker, J.; Millard, S.P.; Leong, L.; Thomson, Z.; Chen, S.; Keene, C.D.; Bekris, L.M.; Yu, C.E. The APOE Gene is Differentially
Methylated in Alzheimer’s Disease. J. Alzheimer’s Dis. 2015, 48, 745–755. [CrossRef] [PubMed]

68. Ma, Y.; Smith, C.E.; Lai, C.Q.; Irvin, M.R.; Parnell, L.D.; Lee, Y.C.; Pham, L.; Aslibekyan, S.; Claas, S.A.; Tsai, M.Y.; et al. Genetic
variants modify the effect of age on APOE methylation in the Genetics of Lipid Lowering Drugs and Diet Network study. Aging
Cell 2015, 14, 49–59. [CrossRef] [PubMed]

69. Walker, R.M.; Vaher, K.; Bermingham, M.L.; Morris, S.W.; Bretherick, A.D.; Zeng, Y.; Rawlik, K.; Amador, C.; Campbell, A.; Haley,
C.S.; et al. Identification of epigenome-wide DNA methylation differences between carriers of APOE epsilon4 and APOE epsilon2
alleles. Genome Med. 2021, 13, 1. [CrossRef]

70. Shao, Y.; Shaw, M.; Todd, K.; Khrestian, M.; D’Aleo, G.; Barnard, P.J.; Zahratka, J.; Pillai, J.; Yu, C.E.; Keene, C.D.; et al. DNA
methylation of TOMM40-APOE-APOC2 in Alzheimer’s disease. J. Hum. Genet. 2018, 63, 459–471. [CrossRef]

71. Tulloch, J.; Leong, L.; Thomson, Z.; Chen, S.; Lee, E.G.; Keene, C.D.; Millard, S.P.; Yu, C.E. Glia-specific APOE epigenetic changes
in the Alzheimer’s disease brain. Brain Res. 2018, 1698, 179–186. [CrossRef] [PubMed]

72. Lee, E.G.; Tulloch, J.; Chen, S.; Leong, L.; Saxton, A.D.; Kraemer, B.; Darvas, M.; Keene, C.D.; Shutes-David, A.; Todd, K.;
et al. Redefining transcriptional regulation of the APOE gene and its association with Alzheimer’s disease. PLoS ONE 2020, 15,
e0227667. [CrossRef] [PubMed]

73. Nicolia, V.; Cavallaro, R.A.; Lopez-Gonzalez, I.; Maccarrone, M.; Scarpa, S.; Ferrer, I.; Fuso, A. DNA Methylation Profiles of
Selected Pro-Inflammatory Cytokines in Alzheimer Disease. J. Neuropathol. Exp. Neurol. 2017, 76, 27–31. [CrossRef] [PubMed]

74. Babic Leko, M.; Nikolac Perkovic, M.; Klepac, N.; Strac, D.S.; Borovecki, F.; Pivac, N.; Hof, P.R.; Simic, G. IL-1beta, IL-6, IL-10,
and TNFalpha Single Nucleotide Polymorphisms in Human Influence the Susceptibility to Alzheimer’s Disease Pathology.
J. Alzheimer’s Dis. 2020, 75, 1029–1047. [CrossRef] [PubMed]

75. Hazen, J.; Vistnes, M.; Barca, M.L.; Eldholm, R.S.; Persson, K.; Braekhus, A.; Saltvedt, I.; Selbaek, G.; Engedal, K.; Knapskog, A.B.
The Association Between Circulating Inflammatory Markers and the Progression of Alzheimer Disease in Norwegian Memory
Clinic Patients With Mild Cognitive Impairment or Dementia. Alzheimer Dis. Assoc. Disord. 2020, 34, 47–53. [CrossRef] [PubMed]

76. DesJarlais, R.; Tummino, P.J. Role of Histone-Modifying Enzymes and Their Complexes in Regulation of Chromatin Biology.
Biochemistry 2016, 55, 1584–1599. [CrossRef] [PubMed]

77. Peixoto, L.; Abel, T. The role of histone acetylation in memory formation and cognitive impairments. Neuropsychopharmacology
2013, 38, 62–76. [CrossRef] [PubMed]

78. Schueller, E.; Paiva, I.; Blanc, F.; Wang, X.L.; Cassel, J.C.; Boutillier, A.L.; Bousiges, O. Dysregulation of histone acetylation
pathways in hippocampus and frontal cortex of Alzheimer’s disease patients. Eur. Neuropsychopharmacol. 2020, 33, 101–116.
[CrossRef] [PubMed]

79. Francis, Y.I.; Fa, M.; Ashraf, H.; Zhang, H.; Staniszewski, A.; Latchman, D.S.; Arancio, O. Dysregulation of histone acetylation in
the APP/PS1 mouse model of Alzheimer’s disease. J. Alzheimer’s Dis. 2009, 18, 131–139. [CrossRef]

80. Santana, D.A.; Bedrat, A.; Puga, R.D.; Turecki, G.; Mechawar, N.; Faria, T.C.; Gigek, C.O.; Payao, S.L.; Smith, M.A.; Lemos, B.;
et al. The role of H3K9 acetylation and gene expression in different brain regions of Alzheimer’s disease patients. Epigenomics
2022, 14, 651–670. [CrossRef]

81. Su, Q.; Li, T.; He, P.F.; Lu, X.C.; Yu, Q.; Gao, Q.C.; Wang, Z.J.; Wu, M.N.; Yang, D.; Qi, J.S. Trichostatin A ameliorates Alzheimer’s
disease-related pathology and cognitive deficits by increasing albumin expression and Abeta clearance in APP/PS1 mice.
Alzheimer’s Res. Ther. 2021, 13, 7. [CrossRef] [PubMed]

82. Chuang, D.M.; Leng, Y.; Marinova, Z.; Kim, H.J.; Chiu, C.T. Multiple roles of HDAC inhibition in neurodegenerative conditions.
Trends Neurosci. 2009, 32, 591–601. [CrossRef] [PubMed]

83. Gupta, R.; Ambasta, R.K.; Kumar, P. Pharmacological intervention of histone deacetylase enzymes in the neurodegenerative
disorders. Life Sci. 2020, 243, 117278. [CrossRef] [PubMed]

84. Selenica, M.L.; Benner, L.; Housley, S.B.; Manchec, B.; Lee, D.C.; Nash, K.R.; Kalin, J.; Bergman, J.A.; Kozikowski, A.; Gordon,
M.N.; et al. Histone deacetylase 6 inhibition improves memory and reduces total tau levels in a mouse model of tau deposition.
Alzheimer’s Res. Ther. 2014, 6, 12. [CrossRef]

https://doi.org/10.1002/pcn5.65
https://doi.org/10.3389/fmolb.2017.00056
https://www.ncbi.nlm.nih.gov/pubmed/28848737
https://doi.org/10.1042/BJ20140372
https://www.ncbi.nlm.nih.gov/pubmed/24869773
https://doi.org/10.1186/s13024-021-00468-x
https://www.ncbi.nlm.nih.gov/pubmed/34215303
https://doi.org/10.1186/s13024-022-00574-4
https://www.ncbi.nlm.nih.gov/pubmed/36348357
https://doi.org/10.1093/hmg/ddt354
https://www.ncbi.nlm.nih.gov/pubmed/23892237
https://doi.org/10.3233/JAD-143060
https://www.ncbi.nlm.nih.gov/pubmed/26402071
https://doi.org/10.1111/acel.12293
https://www.ncbi.nlm.nih.gov/pubmed/25476875
https://doi.org/10.1186/s13073-020-00808-4
https://doi.org/10.1038/s10038-017-0393-8
https://doi.org/10.1016/j.brainres.2018.08.006
https://www.ncbi.nlm.nih.gov/pubmed/30081037
https://doi.org/10.1371/journal.pone.0227667
https://www.ncbi.nlm.nih.gov/pubmed/31978088
https://doi.org/10.1093/jnen/nlw099
https://www.ncbi.nlm.nih.gov/pubmed/28053004
https://doi.org/10.3233/JAD-200056
https://www.ncbi.nlm.nih.gov/pubmed/32390629
https://doi.org/10.1097/WAD.0000000000000342
https://www.ncbi.nlm.nih.gov/pubmed/31414991
https://doi.org/10.1021/acs.biochem.5b01210
https://www.ncbi.nlm.nih.gov/pubmed/26745824
https://doi.org/10.1038/npp.2012.86
https://www.ncbi.nlm.nih.gov/pubmed/22669172
https://doi.org/10.1016/j.euroneuro.2020.01.015
https://www.ncbi.nlm.nih.gov/pubmed/32057591
https://doi.org/10.3233/JAD-2009-1134
https://doi.org/10.2217/epi-2022-0096
https://doi.org/10.1186/s13195-020-00746-8
https://www.ncbi.nlm.nih.gov/pubmed/33397436
https://doi.org/10.1016/j.tins.2009.06.002
https://www.ncbi.nlm.nih.gov/pubmed/19775759
https://doi.org/10.1016/j.lfs.2020.117278
https://www.ncbi.nlm.nih.gov/pubmed/31926248
https://doi.org/10.1186/alzrt241


Cells 2024, 13, 719 16 of 17

85. Takasu, K.; Niidome, K.; Hasegawa, M.; Ogawa, K. Histone Deacetylase Inhibitor Improves the Dysfunction of Hippocampal
Gamma Oscillations and Fast Spiking Interneurons in Alzheimer’s Disease Model Mice. Front. Mol. Neurosci. 2021, 14, 782206.
[CrossRef] [PubMed]

86. He, X.; Hui, Z.; Xu, L.; Bai, R.; Gao, Y.; Wang, Z.; Xie, T.; Ye, X.Y. Medicinal chemistry updates of novel HDACs inhibitors (2020 to
present). Eur. J. Med. Chem. 2022, 227, 113946. [CrossRef] [PubMed]

87. Creighton, S.D.; Jardine, K.H.; Desimone, A.; Zmetana, M.; Castellano, S.; Milite, C.; Sbardella, G.; Winters, B.D. Age-dependent
attenuation of spatial memory deficits by the histone acetyltransferase p300/CBP-associated factor (PCAF) in 3xTG Alzheimer’s
disease mice. Learn. Mem. 2022, 29, 71–76. [CrossRef]

88. Caccamo, A.; Maldonado, M.A.; Bokov, A.F.; Majumder, S.; Oddo, S. CBP gene transfer increases BDNF levels and ameliorates
learning and memory deficits in a mouse model of Alzheimer’s disease. Proc. Natl. Acad. Sci. USA 2010, 107, 22687–22692.
[CrossRef]

89. Fujiwara, K.; Fujita, Y.; Kasai, A.; Onaka, Y.; Hashimoto, H.; Okada, H.; Yamashita, T. Deletion of JMJD2B in neurons leads to
defective spine maturation, hyperactive behavior and memory deficits in mouse. Transl. Psychiatry 2016, 6, e766. [CrossRef]

90. Anderson, K.W.; Turko, I.V. Histone post-translational modifications in frontal cortex from human donors with Alzheimer’s
disease. Clin. Proteom. 2015, 12, 26. [CrossRef]

91. Persico, G.; Casciaro, F.; Amatori, S.; Rusin, M.; Cantatore, F.; Perna, A.; Auber, L.A.; Fanelli, M.; Giorgio, M. Histone H3 Lysine 4
and 27 Trimethylation Landscape of Human Alzheimer’s Disease. Cells 2022, 11, 734. [CrossRef] [PubMed]

92. Balmik, A.A.; Chinnathambi, S. Methylation as a key regulator of Tau aggregation and neuronal health in Alzheimer’s disease.
Cell Commun. Signal. 2021, 19, 51. [CrossRef] [PubMed]

93. Li, R.; Wei, X.; Jiang, D.S. Protein methylation functions as the posttranslational modification switch to regulate autophagy. Cell
Mol. Life Sci. 2019, 76, 3711–3722. [CrossRef] [PubMed]

94. Orr, M.E.; Oddo, S. Autophagic/lysosomal dysfunction in Alzheimer’s disease. Alzheimer’s Res. Ther. 2013, 5, 53. [CrossRef]
[PubMed]

95. Lau, P.N.; Cheung, P. Histone code pathway involving H3 S28 phosphorylation and K27 acetylation activates transcription and
antagonizes polycomb silencing. Proc. Natl. Acad. Sci. USA 2011, 108, 2801–2806. [CrossRef] [PubMed]

96. Myung, N.H.; Zhu, X.; Kruman, I.I.; Castellani, R.J.; Petersen, R.B.; Siedlak, S.L.; Perry, G.; Smith, M.A.; Lee, H.G. Evidence of
DNA damage in Alzheimer disease: Phosphorylation of histone H2AX in astrocytes. Age 2008, 30, 209–215. [CrossRef]

97. Geng, H.; Chen, H.; Wang, H.; Wang, L. The Histone Modifications of Neuronal Plasticity. Neural Plast. 2021, 2021, 6690523.
[CrossRef] [PubMed]

98. Korber, C.; Sommer, W.H. From ensembles to meta-ensembles: Specific reward encoding by correlated network activity. Front.
Behav. Neurosci. 2022, 16, 977474. [CrossRef] [PubMed]

99. Balusu, S.; Horré, K.; Thrupp, N.; Craessaerts, K.; Snellinx, A.; Serneels, L.; T’Syen, D.; Chrysidou, I.; Arranz, A.M.; Sierksma,
A.; et al. MEG3 activates necroptosis in human neuron xenografts modeling Alzheimer’s disease. Science 2023, 381, 1176–1182.
[CrossRef]

100. Goel, P.; Chakrabarti, S.; Goel, K.; Bhutani, K.; Chopra, T.; Bali, S. Neuronal cell death mechanisms in Alzheimer’s disease: An
insight. Front. Mol. Neurosci. 2022, 15, 937133. [CrossRef]

101. Caccamo, A.; Branca, C.; Piras, I.S.; Ferreira, E.; Huentelman, M.J.; Liang, W.S.; Readhead, B.; Dudley, J.T.; Spangenberg, E.E.;
Green, K.N.; et al. Necroptosis activation in Alzheimer’s disease. Nat. Neurosci. 2017, 20, 1236–1246. [CrossRef] [PubMed]

102. Ogawa, O.; Zhu, X.; Lee, H.G.; Raina, A.; Obrenovich, M.E.; Bowser, R.; Ghanbari, H.A.; Castellani, R.J.; Perry, G.; Smith, M.A.
Ectopic localization of phosphorylated histone H3 in Alzheimer’s disease: A mitotic catastrophe? Acta Neuropathol. 2003, 105,
524–528. [CrossRef] [PubMed]

103. Chen, J.J.; Stermer, D.; Tanny, J.C. Decoding histone ubiquitylation. Front. Cell Dev. Biol. 2022, 10, 968398. [CrossRef] [PubMed]
104. Guo, Y.; Chomiak, A.A.; Hong, Y.; Lowe, C.C.; Kopsidas, C.A.; Chan, W.C.; Andrade, J.; Pan, H.; Zhou, X.; Monuki, E.S.;

et al. Histone H2A ubiquitination resulting from Brap loss of function connects multiple aging hallmarks and accelerates
neurodegeneration. iScience 2022, 25, 104519. [CrossRef] [PubMed]

105. Han, H.; Feng, X.; He, T.; Wu, Y.; He, T.; Yue, Z.; Zhou, W. Discussion on structure classification and regulation function of histone
deacetylase and their inhibitor. Chem. Biol. Drug Des. 2024, 103, e14366. [CrossRef] [PubMed]

106. Ricobaraza, A.; Cuadrado-Tejedor, M.; Perez-Mediavilla, A.; Frechilla, D.; Del Rio, J.; Garcia-Osta, A. Phenylbutyrate ameliorates
cognitive deficit and reduces tau pathology in an Alzheimer’s disease mouse model. Neuropsychopharmacology 2009, 34, 1721–1732.
[CrossRef] [PubMed]

107. Kilgore, M.; Miller, C.A.; Fass, D.M.; Hennig, K.M.; Haggarty, S.J.; Sweatt, J.D.; Rumbaugh, G. Inhibitors of class 1 histone
deacetylases reverse contextual memory deficits in a mouse model of Alzheimer’s disease. Neuropsychopharmacology 2010, 35,
870–880. [CrossRef] [PubMed]

108. Govindarajan, N.; Agis-Balboa, R.C.; Walter, J.; Sananbenesi, F.; Fischer, A. Sodium butyrate improves memory function in an
Alzheimer’s disease mouse model when administered at an advanced stage of disease progression. J. Alzheimer’s Dis. 2011, 26,
187–197. [CrossRef]

109. Zhang, Z.Y.; Schluesener, H.J. Oral administration of histone deacetylase inhibitor MS-275 ameliorates neuroinflammation and
cerebral amyloidosis and improves behavior in a mouse model. J. Neuropathol. Exp. Neurol. 2013, 72, 178–185. [CrossRef]

https://doi.org/10.3389/fnmol.2021.782206
https://www.ncbi.nlm.nih.gov/pubmed/35027883
https://doi.org/10.1016/j.ejmech.2021.113946
https://www.ncbi.nlm.nih.gov/pubmed/34775332
https://doi.org/10.1101/lm.053536.121
https://doi.org/10.1073/pnas.1012851108
https://doi.org/10.1038/tp.2016.31
https://doi.org/10.1186/s12014-015-9098-1
https://doi.org/10.3390/cells11040734
https://www.ncbi.nlm.nih.gov/pubmed/35203383
https://doi.org/10.1186/s12964-021-00732-z
https://www.ncbi.nlm.nih.gov/pubmed/33962636
https://doi.org/10.1007/s00018-019-03161-x
https://www.ncbi.nlm.nih.gov/pubmed/31222372
https://doi.org/10.1186/alzrt217
https://www.ncbi.nlm.nih.gov/pubmed/24171818
https://doi.org/10.1073/pnas.1012798108
https://www.ncbi.nlm.nih.gov/pubmed/21282660
https://doi.org/10.1007/s11357-008-9050-7
https://doi.org/10.1155/2021/6690523
https://www.ncbi.nlm.nih.gov/pubmed/33628222
https://doi.org/10.3389/fnbeh.2022.977474
https://www.ncbi.nlm.nih.gov/pubmed/36177094
https://doi.org/10.1126/science.abp9556
https://doi.org/10.3389/fnmol.2022.937133
https://doi.org/10.1038/nn.4608
https://www.ncbi.nlm.nih.gov/pubmed/28758999
https://doi.org/10.1007/s00401-003-0684-3
https://www.ncbi.nlm.nih.gov/pubmed/12677454
https://doi.org/10.3389/fcell.2022.968398
https://www.ncbi.nlm.nih.gov/pubmed/36105353
https://doi.org/10.1016/j.isci.2022.104519
https://www.ncbi.nlm.nih.gov/pubmed/35754718
https://doi.org/10.1111/cbdd.14366
https://www.ncbi.nlm.nih.gov/pubmed/37776270
https://doi.org/10.1038/npp.2008.229
https://www.ncbi.nlm.nih.gov/pubmed/19145227
https://doi.org/10.1038/npp.2009.197
https://www.ncbi.nlm.nih.gov/pubmed/20010553
https://doi.org/10.3233/JAD-2011-110080
https://doi.org/10.1097/NEN.0b013e318283114a


Cells 2024, 13, 719 17 of 17

110. Hanson, J.E.; La, H.; Plise, E.; Chen, Y.H.; Ding, X.; Hanania, T.; Sabath, E.V.; Alexandrov, V.; Brunner, D.; Leahy, E.; et al. SAHA
enhances synaptic function and plasticity in vitro but has limited brain availability in vivo and does not impact cognition. PLoS
ONE 2013, 8, e69964. [CrossRef]

111. Fischer, A. Targeting histone-modifications in Alzheimer’s disease. What is the evidence that this is a promising therapeutic
avenue? Neuropharmacology 2014, 80, 95–102. [CrossRef] [PubMed]

112. Green, K.N.; Steffan, J.S.; Martinez-Coria, H.; Sun, X.; Schreiber, S.S.; Thompson, L.M.; LaFerla, F.M. Nicotinamide restores
cognition in Alzheimer’s disease transgenic mice via a mechanism involving sirtuin inhibition and selective reduction of
Thr231-phosphotau. J. Neurosci. 2008, 28, 11500–11510. [CrossRef] [PubMed]

113. Liu, D.; Pitta, M.; Jiang, H.; Lee, J.H.; Zhang, G.; Chen, X.; Kawamoto, E.M.; Mattson, M.P. Nicotinamide forestalls pathology and
cognitive decline in Alzheimer mice: Evidence for improved neuronal bioenergetics and autophagy procession. Neurobiol. Aging
2013, 34, 1564–1580. [CrossRef] [PubMed]

114. Wu, Q.J.; Zhang, T.N.; Chen, H.H.; Yu, X.F.; Lv, J.L.; Liu, Y.Y.; Liu, Y.S.; Zheng, G.; Zhao, J.Q.; Wei, Y.F.; et al. The sirtuin family in
health and disease. Signal Transduct. Target. Ther. 2022, 7, 402. [CrossRef] [PubMed]

115. Fernando, K.K.M.; Wijayasinghe, Y.S. Sirtuins as Potential Therapeutic Targets for Mitigating Neuroinflammation Associated
With Alzheimer’s Disease. Front. Cell Neurosci. 2021, 15, 746631. [CrossRef] [PubMed]

116. Julien, C.; Tremblay, C.; Emond, V.; Lebbadi, M.; Salem, N., Jr.; Bennett, D.A.; Calon, F. Sirtuin 1 reduction parallels the
accumulation of tau in Alzheimer disease. J. Neuropathol. Exp. Neurol. 2009, 68, 48–58. [CrossRef] [PubMed]

117. Yang, A.J.T.; Bagit, A.; MacPherson, R.E.K. Resveratrol, Metabolic Dysregulation, and Alzheimer’s Disease: Considerations for
Neurogenerative Disease. Int. J. Mol. Sci. 2021, 22, 4628. [CrossRef]

118. Turner, R.S.; Thomas, R.G.; Craft, S.; van Dyck, C.H.; Mintzer, J.; Reynolds, B.A.; Brewer, J.B.; Rissman, R.A.; Raman, R.; Aisen, P.S.;
et al. A randomized, double-blind, placebo-controlled trial of resveratrol for Alzheimer disease. Neurology 2015, 85, 1383–1391.
[CrossRef]

119. Moussa, C.; Hebron, M.; Huang, X.; Ahn, J.; Rissman, R.A.; Aisen, P.S.; Turner, R.S. Resveratrol regulates neuro-inflammation and
induces adaptive immunity in Alzheimer’s disease. J. Neuroinflamm. 2017, 14, 1. [CrossRef]

Disclaimer/Publisher’s Note: The statements, opinions and data contained in all publications are solely those of the individual
author(s) and contributor(s) and not of MDPI and/or the editor(s). MDPI and/or the editor(s) disclaim responsibility for any injury to
people or property resulting from any ideas, methods, instructions or products referred to in the content.

https://doi.org/10.1371/journal.pone.0069964
https://doi.org/10.1016/j.neuropharm.2014.01.038
https://www.ncbi.nlm.nih.gov/pubmed/24486385
https://doi.org/10.1523/JNEUROSCI.3203-08.2008
https://www.ncbi.nlm.nih.gov/pubmed/18987186
https://doi.org/10.1016/j.neurobiolaging.2012.11.020
https://www.ncbi.nlm.nih.gov/pubmed/23273573
https://doi.org/10.1038/s41392-022-01257-8
https://www.ncbi.nlm.nih.gov/pubmed/36581622
https://doi.org/10.3389/fncel.2021.746631
https://www.ncbi.nlm.nih.gov/pubmed/34630044
https://doi.org/10.1097/NEN.0b013e3181922348
https://www.ncbi.nlm.nih.gov/pubmed/19104446
https://doi.org/10.3390/ijms22094628
https://doi.org/10.1212/WNL.0000000000002035
https://doi.org/10.1186/s12974-016-0779-0

	Introduction 
	Available Techniques to Assess DNA Methylation and Histone Modification 
	DNA Methylation in AD 
	Global DNA Methylation 
	Gene-Specific DNA Methylation 
	APP 
	PSEN1 
	MAPT 
	APOE 
	IL1 


	Histone Modification in AD 
	Acetylation 
	Histone Methylation/Demethylation 
	Histone Phosphorylation 
	Histone Ubiquitylation 

	Therapeutic Opportunities 
	Concluding Remarks 
	References

