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Abstract: The aim of the present review is to discuss traditional hypotheses on the etiopathogenesis
of Alzheimer’s disease (AD), as well as the role of metabolic-syndrome-related mechanisms in AD
development with a special focus on advanced glycation end-products (AGEs) and their role in metal-
induced neurodegeneration in AD. Persistent hyperglycemia along with oxidative stress results in
increased protein glycation and formation of AGEs. The latter were shown to possess a wide spectrum
of neurotoxic effects including increased Aβ generation and aggregation. In addition, AGE binding
to receptor for AGE (RAGE) induces a variety of pathways contributing to neuroinflammation. The
existing data also demonstrate that AGE toxicity seems to mediate the involvement of copper (Cu)
and potentially other metals in AD pathogenesis. Specifically, Cu promotes AGE formation, AGE-Aβ

cross-linking and up-regulation of RAGE expression. Moreover, Aβ glycation was shown to increase
prooxidant effects of Cu through Fenton chemistry. Given the role of AGE and RAGE, as well as metal
toxicity in AD pathogenesis, it is proposed that metal chelation and/or incretins may slow down
oxidative damage. In addition, selenium (Se) compounds seem to attenuate the intracellular toxicity
of the deranged tau and Aβ, as well as inhibiting AGE accumulation and metal-induced neurotoxicity.

Keywords: copper; iron; glycemic dysregulation; GLP-1 agonist; advanced glycation end-products;
selenium

1. Introduction

Alzheimer’s disease (AD) is a neurodegenerative condition of high prevalence in
older age. In developed countries almost 10% of people over the age of 65 suffer from
AD [1] and AD prevalence is increasing globally. During the upcoming decades AD will
contribute to an increased socio-economic burden and severe suffering for patients and
caregivers. Against this background, measures to modify the serious course of AD are
urgently needed.

Most AD patients suffer from the sporadic form, the genetic AD accounting for less
than 2% of diagnosed cases [2]. Many sporadic AD patients (almost 25%) are carriers of
the ApoE4 allele of apolipoprotein E (chromosome 19) [3]. The mechanisms by which the
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ApoE4 allele contributes to AD and to increased levels of amyloid beta (Aβ) are unknown,
yet the same allele appears to be related to telomere shortening and accelerated aging [4].
It is known that the import of cholesterol into the neurons is achieved by apolipoprotein
E (ApoE) via receptors low-density lipoprotein receptor-related protein1 and 8 (LRP1
and LRP8) on the cell surface. It has been suggested that a co-causal factor for AD is
changed receptor function of LRP1 or LRP8, and that an underlying cause is inappropriate
neuronal supply of cholesterol combined with dysmetabolism of the copper chaperone
APP (amyloid precursor protein) [5]. In particular, the essential trace element selenium
(Se) is also transported as selenoprotein P (SELENOP) to the brain via a low-density
lipoprotein receptor, viz. the LRP8 receptor [6]. In addition, another lipoprotein receptor
(LRP1) is implicated in the clearance of Aβ from the brain to the peripheral circulation [7].
Interestingly, this clearance appears to be dependent on the ApoE isoform, as carriers of the
apoE4 allele exert reduced efflux of Aβ from the brain, as assessed in in vitro models [8].
Combined with aging hypertension, dyslipidemia and metabolic syndrome (MetS) are risk
factors for developing sporadic AD [9].

Language problems and declining recall of recent events are early AD characteris-
tics [10]. These symptoms are attributed to dysfunctions in the hippocampal area of the
temporal lobe [11]. Degenerations develop gradually in both the temporal and parietal
regions of the brain. These changes are accompanied by a deterioration of hippocampal
cholinergic signaling [12]. In clinical medicine, acetylcholinesterase inhibitors have been
adopted to alleviate synaptic dysfunction in AD, acting by increasing acetylcholine levels at
synaptic loci, however without arresting the disease progression [13]. Symptomatic relief is
also achieved by memantine, a compound that acts by blocking the functional dominance
of the transmitter N-methyl-aspartate [14]. However, transmitter dysfunctions observed
in AD patients are not considered the initiating events in the pathogenesis. Biochemical
events initiating AD development most probably reside in some basic impairments of
vital intracellular proteins, e.g., the microtubule-associated proteins responsible for the
neuronal integrity.

Co-occurrence and comorbidity of AD with other human disorders often occur due to
a misbalance of glucose metabolism and other metabolic dysregulations [15]. Pathogenetic
mechanisms common to AD and MetS have been described [16,17]. Patients with MetS
show an increased risk for vascular complications and oxidative stress, accompanied by
inflammation and metabolic dysregulation [18].

The aim of the present review is to discuss traditional hypotheses on the etiopatho-
genesis of AD as well as the role of metabolic-syndrome-related mechanisms in AD de-
velopment, with a special focus on advanced glycation end-products and their role in
metal-induced neurodegeneration in AD.

2. On Traditional Hypotheses for AD Etiology
2.1. Physiological APP Processing and Functions of Aβ

The amyloid precursor protein (APP) is a glycosylated protein that is uniformly
found in cell membranes, most abundantly in the brain. It has been presumed that the
membrane-bound protein APP acts as a copper chaperone, thereby exerting cytoprotective
functions [19]. In addition, APP is involved in neuronal system development through
participation in synaptic formation and functioning, promotion of axonal growth and
formation of neuromuscular junctions [20]. The APP molecule is degraded to several
peptides by the three intracellular enzymes: α-, β- and γ-secretases. Soluble cleavage
products might also have cytoprotective effects, e.g., on synaptic structures. Specifically,
α-secretase-derived secreted amyloid precursor protein (APPsα) possesses neuroprotective
and neurotrophic activity [21]. Another secreted APP ectodomain variant APPsβ was also
shown to possess biological activity through regulation of certain metabolic pathways [22],
although its neuroprotective effect is less pronounced as compared to APPsα [23].

At the same time, not only secreted APP ectodomain variant products possess physio-
logical effects. Although being a pathogenetic molecular basis of AD at increased levels,
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extremely low Aβ levels were also shown to play a physiological role in the nervous system.
Specifically, it is proposed that picomolar levels of Aβ may promote neurite outgrowth and
neuroprotection, and even possess antibacterial effects [24]. Similarly, beneficial effects of
the tau protein in the maintenance of microtubule integrity and functioning, axonal growth
and synaptogenesis were demonstrated [25]. However, these beneficial neurotropic effects
are observed only upon physiological control over amyloidogenesis and physiologically
low concentrations of Aβ and tau, whereas dysregulation of this process results in a shift
to Alzheimer’s disease.

2.2. The Amyloid Cascade Hypothesis and the Immunotherapeutic Concept

However, in AD, a less soluble variant, the Aβ-peptide with 42 amino acids, usually
referred to as Aβ, is formed in excess and makes up the amyloid core in the characteristic
precipitated plaques [26,27].

Based on this typical trait of AD, vaccination with the complete Aβ (1–42) or smaller
fragments has been evaluated in transgenic mouse models. Early human tests using the
complete Aβ molecule for vaccination resulted in serious adverse events including aseptic
meningoencephalitis [28]. Later vaccines have made use of shorter Aβ fragments and
some of these vaccines have reached the clinical phases of development, showing antibody
response in treated patients without serious adverse reactions, but without significant
therapeutic effect [29]. Another immunological option is passive immunization with
administration of antibodies against Aβ, which has reduced cerebral amyloid load in
transgenic animals. Some monoclonal antibodies against Aβ fragments have also been
tried out clinically, but without significant clinical improvement in humans [30].

Pyroglutamate-modified Aβ peptides that are formed upon glutaminyl cyclase cataly-
sis are strongly associated with AD [31]. Therefore, antibodies to pyroglutamate-modified
Aβ peptides as well as glutaminyl cyclase inhibitors may be considered as an additional
immunotherapeutic approach to AD [31].

2.3. New Insights into the Intracellular Metabolism of Aβ

The endoplasmic reticulum (ER) is considered the site of synthesis for all non-degraded
APP, while only a minor fraction of Aβ might be secreted from ER [32]. A main part of the
Aβ appears to be formed in the neuronal cytosol by abnormal degradation of APP. The
last step in an abnormal cleavage of APP leads to formation of Aβ in addition to another
fragment named APP Intra-Cellular Domain (AICD), with the latter fragment apparently
also exerting cytotoxic actions. Physiologically, AICD and also Aβ can, for the most part,
be degraded through the ubiquitin-proteasome system [33]. As for Aβ, it has been reported
that it can lead to formation of pathologic aggregates after its appearance in the cytosol [34],
these aggregates showing similarities with perinuclear aggresomes [35]. Insufficient activity
of the ubiquitin-proteasome system occurring in elderly individuals may lead to enhanced
accumulation of insoluble cytosolic aggregates. An effective ubiquitin-proteasome sys-
tem is the cytosolic prerequisite for selective degradation of different forms of damaged
proteins [36]. In healthy young subjects, this machinery can rapidly and selectively de-
grade moderately damaged or oxidized cell proteins [37]. Recently, it has been found
that the activity of the proteasome is reduced during aging, as the proteases are increas-
ingly inhibited by elevated contents of oxidized and cross-linked protein aggregates [38].
Furthermore, it has been observed that the activity of the proteasome is decreased in AD
brains compared to age-matched controls, which has been attributed to overloading of
precipitates with deranged tau [39]. It is clear that tau degradation by the proteasome is in
part ubiquitin-dependent [40]. Interestingly, intracellular Aβ-oligomers can inhibit protea-
some activity [41]. These observations indicate that the ubiquitin-proteasome machinery is
deranged in AD, leading to the pathologic accumulation of Aβ, together with deranged
tau and oxidized proteins inside the nerve cells. It has been reported from a study in a
rodent model that modification of the cysteine residues in proteasomes, by addition of a
thiol-reactive chemical, reduced their function [42], confirming a previous presumption that
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cysteinyl group oxidation may be one of the mechanisms for the loss of proteasome activity
in elderly individuals [43]. Physiologically, repair of oxidised protein thiol groups is carried
out by the actions of reduced glutaredoxin and reduced thioredoxin. Glutaredoxin uses
the cysteine-containing tripeptide glutathione (GSH) as a reducing cofactor, whereas the
regeneration of thioredoxin to its active form depends on the activity of the selenoenzyme
thioredoxin reductase. Optimized intakes of essential sulfur amino acids and of selenium
to fortify the selenoenzymes have been recommended in a previous paper [44].

The ubiquitin-proteasome system in neurons appears to be overloaded and deranged
in AD, ultimately leading to cell death. Oxidized proteins contribute to a pathologic
overloading in aging. Cell deterioration and death lead to extracellular escape of Aβ

deposits. Age-related mitochondrial dysfunctions may accelerate the formation of protein
oxidation products [45].

Accumulation of damaged mitochondria is common in brain tissues from AD patients
and in AD animal models, in addition to autophagosomes, which seem to be formed at mito-
chondrial endoplasmic reticulum contact sites (MERCS) [46] together with Aβ plaques [47].
It has been hypothesized that formation of abnormal MERCS in AD might lead to mito-
chondrial dysfunction due to an influx of calcium into mitochondria from the endoplasmic
reticulum and Aβ aggregates blocking mitochondrial export of Ca ++, in addition to dys-
functional autophagosome synthesis [48]. Physiologically, the major pathway for removal
of damaged mitochondria is the ATP-dependent ubiquitin proteasome pathway in addition
to mitophagy. A tempting hypothesis is that, together with the overloaded proteasome
pathway, a defective mitophagy may play a role in the AD etiopathogenesis [49].

2.4. Tau Hyperphosphorylation in AD

Tau is a neuronal, microtubule-associated protein crucial for the function of micro-
tubules in healthy brains [50]. Physiological phosphorylation regulates tau protein binding
to microtubules. Under healthy conditions the tau protein remains soluble and adequately
phosphorylated. However, dysfunction of the ApoE receptors LRP1 and LRP8 may repre-
sent causal factors for the observed microtubule derangement by disrupting the supply of
essential nutrients such as cholesterol and selenium. Apparently, tau hyperphosphorylation
occurring in AD compromises its normal functions and leads to formation of insoluble neu-
rofibrillary tangles forming bundles of protein filaments [51]. Phosphorylating kinases and
de-phosphorylating phosphatases in tandem regulate this process. Increased expression
of active kinases has been described in AD, one of these kinases being cyclin-dependent
kinase 5 (CDK5) [52]. Inhibitors of CDK5 show neuroprotective properties in in vitro and
in vivo AD models [53].

3. Hypothesis Involving Metabolic Syndrome and Glycation
3.1. The Hypothesis of a Role of Metabolic Syndrome and Dyslipidemia

Clinical studies indicate that metabolic syndrome with dyslipidemia, hypertension,
obesity and insulin resistance are significant risk factors for the development of AD [54].
Insulin resistance with elevated levels of advanced glycation end-products and generation
of reactive oxygen species are proposed mechanisms by which metabolic syndrome may
increase the risk of dementia [17]. The formation of AGEs, which characterizes the hyper-
glycemia in type 2 diabetes mellitus (T2DM) and insulin resistance, may be accompanied
by raised levels of neurotoxic methylglyoxal with high reactivity toward thiol groups,
e.g., in microtubules in the neuronal cytoskeleton [55]. AGEs as well as ROS may act to
enhance cerebral neuroinflammation. However, an early presumption that suppressing
of neuroinflammation with non-steroid anti-inflammatory agents (NSAIDs) could arrest
progressive precipitation of Aβ has now been abandoned, since NSAIDs such as ibuprofen
or sulindac did not show therapeutic efficacy for AD treatment in clinical trials [56]. Never-
theless, the observed link between AD and the apolipoprotein E4 (ApoE4) allele also points
to a role of dyslipidemia in the pathogenesis of AD. An early rough estimate indicated that
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having a single ApoE4 allele increases the AD risk 2- to 4-fold, whereas having two ApoE4
alleles increases the risk about 8- to 12-fold [57].

3.2. The Role of Glycation, AGE and RAGE in Alzheimer’s Disease

High levels of glucose in diabetes mellitus, as well as monosaccharides such as fructose
and glyceraldehyde, react non-enzymatically with sulfhydryl groups of proteins, lipids
and nucleic acids, leading to the formation of advanced glycation end-products (AGEs).
Briefly, protein glycation is a series of non-enzymatic reactions collectively termed the
Maillard reaction [58] (Figure 1). At the first step, reaction between the protein free amino
group and carbonyl group of a reducing carbohydrate (glucose) results in formation of a
Schiff base that is subsequently rearranged to a more stable Amadori product. The latter
undergoes a series of rearrangement, oxidation and dehydration reactions in the formation
of AGEs. Another mechanism for AGE formation involves generation of reactive carbonyl
species (glyoxal, methylglyoxal, 3-desoxyglucosone) that interact with amino acid residues
of proteins resulting in AGE formation [59].

Irreversible modification of biological macromolecules during AGE formation results
in alteration of its structure and function, and AGEs also possess toxic properties [60].
Glycation has been shown to induce aggregation of a wide spectrum of proteins includ-
ing those implicated in the pathogenesis of AD [58]. A recent in vitro fluorescence study
revealed a significant impact of glucose levels on Aβ1-40 aggregation, resulting in addi-
tional types of formed oligomers [61]. Correspondingly, Aβ glycation was associated with
aggravation of amyloid neurotoxicity through up-regulation of RAGE and subsequent
GSK-3 activation [62].

In addition, AGE accumulation may promote expression of amyloid precursor pro-
tein (APP) both in vivo and in vitro, whereas ROS scavenging was shown to inhibit this
effect [63]. Further, it has been demonstrated that exposure to glycation metabolites, in-
cluding methylglyoxal and glyceraldehyde, modifies Aβ42 structure, thus inducing its
misfolding and accumulation [64]. AGE-RAGE axis activation in primary cortical neurons
was shown to increase Aβ1-42 formation and tau phosphorylation through up-regulation
of cathepsin B and asparagine endopeptidase (AEP) expression, respectively [65].

The role of AGEs in AD may be mediated by up-regulation of the receptor for ad-
vanced glycation end-products (RAGE). RAGE is a transmembrane protein of the im-
munoglobulin superfamily that in parallel with AGE interacts with multiple ligands includ-
ing high-mobility group protein (B)1, S100 protein and Aβ, to name a few. Activated RAGE
is involved in a variety of processes including inflammation, oxidative stress, apoptosis,
autophagy, proliferation and migration [66]. Correspondingly, RAGE is considered to play
a significant role in the pathogenesis of AD [67].

Aβ-RAGE interactions were also shown to induce BBB dysfunction through
neuroinflammation- and oxidative-stress-dependent alteration of tight junctions [68]. Cor-
respondingly, inhibition of RAGE in diabetic db/db mice resulted in a significant decrease
in Aβ transport and neuronal apoptosis, and simultaneously an improved hippocampal
neuroplasticity, altogether resulting in prevention of memory loss [69].

Moreover, RAGE was shown to be involved in infection-induced neuroinflammation
with accompanying amyloid accumulation. Thus, in a cultured hCMEC/D3 cell line,
Porphyromonas gingivalis infection significantly up-regulated RAGE expression, which was
associated with Aβ influx into the cells [70]. Similar effects were observed in a model of
Streptococcus-pneumoniae-induced meningitis [71].
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Figure 1. Schematic representation of the mechanisms of AGE formation through the Maillard reaction and reactive
carbonyl mediated protein modification. Briefly, the reaction between the protein free amino group and carbonyl group of
a reducing carbohydrate (glucose) results in formation of a Schiff base. The latter is subsequently rearranged to a more
stable Amadori product that yields AGEs including carboxymethyllysine (CML) or pentosidine in a series of reactions.
In addition, carbohydrate-derived reactive carbonyls that are formed from glucose and Schiff bases also interact with
protein molecules resulting in formation of numerous AGEs including glyoxal-derived di-lysine imidazolium crosslink
(GOLD), CML, glyoxal-derived hydroimidazolone (G-H1), methylglyoxal-derived di-lysine imidazolium crosslink (MOLD),
methylglyoxal-derived hydroimidazolone (MG-H1), desoxyglucosone lysine dimer (DOLD) and 3-deoxyglucosone-derived
hydroimidazolone 1 (3DG-H1). Formation of AGEs as well as carbohydrate-derived carbonyl species is stimulated by redox
metals including copper and iron, which are involved in Fenton chemistry, as well as by oxidative stress.

As for the mechanisms of the role of RAGE in neuroinflammation, recent studies have
demonstrated that RAGE activation may activate ERK1/2, JNK and p38 MAPK signaling,
as well as ROS overproduction through NAPDH oxidase, with subsequent induction of
the NF-kB pathway [72]. In turn, NF-kB activation was also shown to up-regulate RAGE
expression, thus maintaining the vicious circle of neuroinflammation [73].

Consequently, both AGE production and RAGE signaling may be involved not only
in promotion of Aβ production, but also in neuroinflammation (Figure 2), playing a
significant role in neurotoxicity and neurodegeneration. Thus, the AGE/RAGE pathway
may be considered a main mediator for the neurotoxic effects of various stressors.



Int. J. Mol. Sci. 2021, 22, 9461 7 of 19

Figure 2. The role of AGE/RAGE signaling in neuroinflammation and its potential role as a mediator
of neuroinflammatory effects of copper (Cu) and other metals. Binding of AGEs and other substrates
(including Aβ, S100 protein and high-mobility group protein B1) to RAGE results in its activation
with subsequent up-regulation of NADPH-oxidase and ROS generation, as well as MAPK (including
p38, ERK1/2 and JNK) activation, which together cause NF-kB activation. The latter results in up-
regulation of expression of target genes, including proinflammatory cytokines, adhesion molecules,
chemokines, enzymes and subsequent microglial activation. Cu and potentially other redox metals
(iron and manganese) may modulate the AGE/RAGE pathways. Specifically, Cu promotes AGE-
formation and up-regulates the RAGE expression. Moreover, Cu exposure has been shown to increase
Aβ aggregation, which may also act as a RAGE substrate. These AGE-dependent mechanisms may
mediate the neuroinflammatory effects of Cu and other metals.

4. The Role of Copper (Cu) and Iron (Fe) in Alzheimer’s Disease
4.1. General Aspects

Recent studies have demonstrated the involvement of metal overload and its subse-
quent neurotoxicity in the pathogenesis of Alzheimer’s disease [74], the most convincing
data being obtained for Cu and Fe.

It is known that the presence in neurons of free ions of Cu and Fe will trigger deleteri-
ous Fenton-like reactions generating ROS and microinflammation [75]. Furthermore, it has
been observed that the ceruloplasmin ferroxidase activity in blood is lower in subjects with
MCI than in controls [76], while increased concentrations of circulating nonceruloplasmin
Cu will increase the Cu transport into the brain [77]. A low ceruloplasmin activity may
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also result in increased Fe deposition in the brain, resulting in cognitive decline as seen in
the rare disease aceruloplasminemia [78].

From animal experiments it is known that free Cu ions possess neurotoxic proper-
ties [79]. In 2003 Sparks and Schreurs reported that Cu excesses in drinking water together
with increased cholesterol content in the chow for 10 weeks induced learning deficits
in a rabbit model [80]. A community-based epidemiological study suggested that high
dietary Cu in conjunction with a diet high in saturated fat led to cognitive decline [81].
Increased serum concentrations of nonceruloplasmin Cu appear to predict transition of
mild cognitive impairment into AD [82]. However, observations in Wilson’s disease and
aceruloplasminemia indicate that a cerebral elevation of either Cu or Fe concentration
alone is not sufficient to initiate the Aβ-precipitates characterizing AD [78,83]. Interestingly,
metabolic syndrome with NAFLD (nonalcoholic fatty liver disease) may lead to deranged
hepatic synthesis of ceruloplasmin with altered blood levels of copper and iron [84].

The association of Fe with AD pathology is supported by the finding that high fer-
ritin levels in cerebrospinal fluid (CSF) correlated with the transition of mild cognitive
impairment (MCI) into AD, as observed in a cohort study [85]. Furthermore, CSF ferritin
levels were strongly associated with cognitive decline in carriers of the ApoE4 allele [86].
Of interest is also the observation that the binding of Fe and Cu ions to phosphorylated tau
protein precedes the formation of intracellular tangles [87]. It is also known that cations of
these same transition elements accumulate in AD plaques enhancing the progression of the
Aβ cascade [88].

Masaldan and colleagues have suggested that the complex pathological process of AD
can be described as a ferroptosis [89], underscoring a role of iron interactions in addition to
lipid dysmetabolism in the generation of the characteristic AD pathology.

Taken together, these data demonstrate that the redox metals Cu and Fe are involved
in the complex AD pathogenesis. Given their role in oxidative stress, as well as the earlier
discussed involvement in glycation processes and AGE/RAGE signaling in molecular
mechanisms of AD, we propose that metals may play a significant role in AD etiology
secondary to their impact on AGE generation and subsequent toxicity.

4.2. Glycation and AGE Toxicity in AD as Influenced by Cu

In the hypothesis of redox active “glycochelate” formation, Qian et al. [90] proposed
that glycated proteins bind substantially higher numbers of catalytically active Fe and Cu
atoms, thus promoting redox activity of such “chelates”, as assessed by increased ascorbic
acid oxidation. Cu-catalyzed formation of AGEs in human serum albumin was shown to
induce genotoxicity and inflammatory response through up-regulation of NF-kB, caspases
3 and 9, p53, cyclin D1 and p38-MAPK expression in cultured motor neuron cells [91]. It
has also been proposed that albumin glycation may promote the Cu toxicity in AD [92].

Furthermore, it has been reported that the interaction between Cu and glycation may
have a significant impact on the fate of Aβ. Specifically, Cu as well as Fe ions were shown
to promote AGE-Aβ cross-linking and subsequent Aβ deposition [93]. The results of small-
angle X-ray scattering analysis demonstrated that Cu cations interfere with AD Aβ peptide
in a dose-dependent manner. At sub-equimolar concentrations Cu induces formation of
elongated Aβ structures, whereas at higher levels the formation of Cu-induced Aβ1-42
ellipsoid oligomers is observed [94]. Apparently, Cu exposure can alter Aβ aggregation
and promote its cross-linking with AGE [95].

It has clearly been shown that amyloid glycation interferes with Cu toxicity. Thus,
Aβ1-40 glycation at Lys16 and Arg-5 results in superoxide formation that is known to
interact with Cu2+ ions with subsequent generation of cytotoxic hydroxyl radicals via
Fenton chemistry [79].

4.3. Glycation and AGE Toxicity in AD as Influenced by Fe

Several studies have addressed the role of iron in AGE formation, which may also
underlie the potential involvement of Fe2+ in neurodegeneration. Specifically, the poten-
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tial catalytic role of Fe2+ in the formation of AGEs in type 1 collagen has been clearly
demonstrated [96]. In patients with β-thalassemia major, serum iron and especially
non-transferrin-bound iron are typically elevated, and a positive correlation has been
reported between this elevation and AGE (carboxymethyl-lysine and pentosidine) con-
centrations [97]. Correspondingly, in our recent experimental study Fe supplementation
in obese rats induced a significant accumulation of AGEs and especially of CML in the
liver [98]. Iron (Fe3+) is capable of inducing formation of DNA-AGE adducts, especially
when combined with glyoxal and arginine [99]. However, direct evidence demonstrating
the trilateral relationship between iron, AGE formation and Aβ accumulation and/or
toxicity are lacking.

5. New Therapeutic Approaches to AD

In view of recent advantages in the understanding of AD pathogenesis and the role
of AGEs as well as metal-induced glycation and neurodegeneration, new therapeutic
strategies have been proposed addressing these pathogenetic targets.

5.1. Lipo-Glycemic Dysregulation—A Possible Therapeutic Target?

As molecular mechanisms in AD and insulin resistance seem related, it is tempting to
hypothesize that drugs used for T2DM treatment could also be protective in AD. A phase
II trial with rosiglitazone for 6 months reported improvements in memory in AD patients
who did not possess the e4 allele of the ApoE gene, but a later phase III trial using the
same drug failed to confirm a protective effect [30]. Another T2DM drug, metformin, was
also reported to afford protection against memory loss [100], but a clinical trial did not
confirm its alleged protective effect [101]. Dyslipidemia or hypercholesterolemia seem to
increase the risk for dementia [102], an assumption that may be strengthened by the role of
the ApoE4 allele as a predisposing factor for AD. Much research on ApoE in the CNS has
focused on its critical role in shuttling cholesterol to neurons for the maintenance of cell
membranes and synapses, and for their repair after injury [103]. However, statins appeared
to have only a minor benefit, if any, in delaying AD progression [104].

In recent years, a new drug family has been the subject of growing interest, also in
terms of protection against cognitive decline in AD, viz. the incretins. The two main
endogenous incretins are GIP (the gastric inhibitory polypeptide) and GLP-1 (the glucagon-
like peptide type 1). Animal studies have shown that some GLP-1 agonists could ameliorate
neuroinflammation [105]. Of particular interest are the promising results obtained with
the GLP-1 agonist liraglutide against cognitive decline, not only in rodent models [106],
but also in a clinical double-blind trial [107]. At present, liraglutide is an approved drug
both for T2DM and for obesity [108]. It is relevant here that the antioxidant resveratrol has
also shown benefits for symptoms related to MetS and dementia [109]. Protection against
ROS-promoted deteriorations of neuronal integrity is the mechanism suggested both for
resveratrol and the incretins.

Another novel class of oral antidiabetics targeting incretins includes dipeptidyl pepti-
dase IV inhibitors (gliptins). These agents are responsible for inhibition of incretin degrada-
tion thus promoting its half-life. Along with antidiabetic effects, gliptins possess significant
protective effects against neurodegeneration [110]. Specifically, it has been demonstrated
that dipeptidyl peptidase IV is up-regulated in AD brains and is colocalized with amyloid
plaques [111]. In turn, long-term dipeptidyl peptidase IV inhibition by sitagliptin was
shown to increase cerebral GLP-1 levels and reduce βAPP and Aβ accumulation, as well
as neuroinflammation, in AD-prone rats [112].

5.2. Metal Chelation—A Rational Strategy?

As discussed above, impaired copper and iron metabolism in AD brains may be accompa-
nied by accelerated development of dementia. In accordance with this, an early study reported
that iron chelation with deferoxamine (125 mg i.m. twice daily/5 days/week for 24 months)
resulted in a significant reduction in the rate of decline of daily living skills in 48 AD patients,
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compared to AD patients receiving a placebo [113]. Another iron chelator, deferiprone has
shown promising results in a mouse model [114]. However, only few metal chelating agents
have been examined in clinical trials for the treatment of AD in recent years, viz. primarily clio-
quinol and PBT2 (5,7-dichloro-2-(dimethylamino)-methyl)-8-hydroxyquinoline). Promising
observations have also been reported for another chelator, resveratrol [115,116] (Figure 3).
The quinoline derivatives do chelate cerebral excesses of iron and copper in animal stud-
ies, and have been expected to retard the amyloid plaque progression in humans [117].
Although none of the studies on quinolines have actually shown clear clinical effects on
AD progression, post-hoc analyses have claimed that the studies disclose a promising
principle [118]. A limitation regarding clinical use of quinoline derivatives is that long-term
use may give rise to serious side effects including mental health problems [119]. In addition,
since the cognitive decline in AD seems to be driven also by a glycemic dysregulation in
addition to a disturbed metal homeostasis, a monotherapy with metal chelation alone is
not expected to reverse completely the pathological process.

Figure 3. Resveratrol and clioquinol as metal-chelating agents. The proposed mechanisms of metal
ion (Men+) chelation by resveratrol (A) [104] and clioquinol (B) [108]. Dotted lines indicate functional
groups responsible for metal chelation.

5.3. Selenium Compounds as Protective Agents

Selenium is a trace element crucial to cerebral functions. During selenium depletion
brain levels are maintained for a prolonged time at the expense of other tissues, whereas
severe selenium deficiency causes irreversible brain damage [120]. The circulating se-
lenium transporter, selenoprotein P (SELENOP), appears to have a special role in the
delivery of selenium to the brain by entering neurons via the apolipoprotein E receptor
2 (LRP8), a member of the lipoprotein-receptor family that is expressed exclusively in
the brain [120,121] (Figure 4). Interestingly, cholesterol and selenium are imported into
neurons via this same receptor. While SELENOP is the important extracellular selenium
transporter, the important intracellular antioxidants in neurons and glia are glutathione
peroxidase 1 and 4 (GPX1 and GPX4) [122]. In addition, thioredoxin reductases are abun-
dantly expressed in these cells. Selenium studies in animal models have given results that
are in accordance with the observations from human surveys. Strikingly, high extracellular
levels of selenoprotein P (SELENOP) have been found in the brains of rodents [123]. All
regions of the mouse brain appear to be dependent on selenium for maintenance of proper
functions [124]. Knock-out of the SEPP transporter in mice resulted in severe neurological
dysfunction particularly when mice were fed a low selenium diet [72,125].
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Figure 4. Uptake of selenoprotein P (SELENOP) and selenate in CNS. Selenoprotein P is imported
into CNS via the ApoE-receptor LRP8 and is crucial for the synthesis of antioxidative selenoenzymes.
Selenate is presumed to be imported by an anion carrier and is hypothesized to act as an activator of
protein phosphatase 2 (PP2A), thereby reducing tau phosphorylation (see text). Selenate may also
support selenoprotein synthesis.

Evidence from human studies suggests a role for selenium and selenoproteins in
protection against cognitive decline, especially in European countries where inhabitants
are known to have low intakes of selenium in food. In the InCHIANTI cohort study of
1012 Italian participants aged 65 years or older, performance-based assessment scores
of coordination were significantly reduced in participants with low plasma selenium
compared to those with higher selenium [126]. In the French EVA cohort of 1166 people
aged 60–70 years a significantly increased risk of cognitive decline was recorded over four
years in participants with low plasma selenium at baseline [127]. In Spain, lower serum Se
levels from elderly AD patients in comparison to MCI subjects have been reported [128].
A study from Brazil showed that daily supplementation with selenium-containing Brazil
nuts over a period of 6 months, corresponding to about 250 µg Se/day, was associated
with cognitive improvement as assessed by subtests of the CERAD panel [129]. Although
the Preadvise study from USA with higher basal intake of selenium did not confirm a
comparable improvement from supplementation [130], the conclusion in a recent meta-
analysis was that sufficient evidence now exists for a reduced selenium status in AD
brains as compared to the selenium status of healthy controls [131]. It is proposed that
the existing inconsistencies regarding neuroprotective effects of Se in AD may occur
due to differences in dietary Se intake worldwide, with better effects observed in Se-
deficient populations. It is also relevant that selenium supplementation (200 µg/day)
exerted a therapeutic improvement of glycemic control by inhibiting protein glycation and
inflammatory response in a double-blind study on elderly Swedish subjects [132,133].

Existing experimental data have shown potential protective effects of physiological
doses of selenium in AD pathogenesis. Specifically, Se treatment was found to reduce Aβ40
and Aβ42 production in SH-SY5Y cells and primary cultured rat cortical neurons [134].
Along with decreased APP levels, Se significantly increased the turnover of Aβ [135]. In
addition, Se nanoparticles stabilized with chitosan were shown to inhibit metal-induced
Aβ1-42 aggregation [136].

Another target for anti-amyloidogenic effects of Se may include inhibition of γ-secretase
activity resulting in decreased Aβ1-40 production [137].

Sodium selenate supplementation has been found to deliver selenium to the brain [138]
and to reduce tau phosphorylation [139]. In animal models, selenate appears to activate
phosphatases and induce protective enzymes including glutathione peroxidases (GPXs),
which may attenuate the intracellular burden of ROS. Early observations reporting selenate
protection against cognitive decline [140] may be related to its protection of microtubules
in the cytoskeleton. In accordance with this, Se has been shown reduce tau phosphoryla-
tion [141]. Inhibition of GSK-3β was also shown as the potential mechanism of Se-induced
inhibition of tau accumulation and phosphorylation [142]. Similar effects were observed
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for the organic Se complex, Ebselen, which reduced tau phosphorylation at Thr231, Ser396
and Ser404 residues through modulation of PP2A and GSK-3β activity [143].

The reported inhibitory effects of Se on amyloidogenic pathways correspond to the
observed Se-induced protection against Aβ toxicity. Specifically, co-exposure to Se signifi-
cantly decreased Aβ cytotoxicity and ameliorated synaptic dysfunction [144], as well as
memory, and neuropsychiatric impairments in AD mice [145].

One of the mechanisms underlying the potential protective effects of Se in Alzheimer’s
disease may include inhibition of glycation and AGE formation with subsequent down-
regulation of the AGE/RAGE pathway. Specifically, Se nanoparticles were shown to
inhibit albumin glycation in a dose-dependent manner through their interaction with
protein amino acid residues, together with ROS scavenging and inhibition of alpha-
carbonyl formation [146].

It is also notable that Se may not only influence AGE formation, but may also mod-
ulate AGE signaling and toxicity. Particularly, the role of selenium-induced inhibition
of AGE formation in prevention of p38 MAPK activation and subsequent COX-2 and
P-selectin expression was demonstrated in human umbilical vein endothelial cells [147].
In streptozotocin-induced diabetic rats sodium selenite ameliorated hyperglycemia and
insulin resistance, as well as down-regulated expression of RAGE and NF-kB [148].

Given the role of AGE in mediation of the interaction between Cu, Aβ-accumulation
and neurotoxicity, it is proposed that Se may counteract Cu-induced neurodegeneration
at least partially by influencing AGE formation. It is also proposed that metal coordi-
nation may play a significant role in the antioxidant effects of selenium. Specifically,
selenoproteins containing selenium in the form of the amino acid selenocysteine, which
confers a high affinity toward Cu(I) [149], will have potential to protect against copper
toxicity. Correspondingly, selenocysteine and selenomethioneine were shown to reduce
Cu/H2O2-mediated oxidative damage of DNA, and these effects of the Se compounds were
independent of GPX activity, thus being indicative of the key role of Cu-Se coordination
in the observed antioxidant activity [150]. In corroboration, a detailed study by Du et al.
(2014) demonstrated that the His-rich SELENOP domain coordinates Cu+ and Cu2+ and
prevents Cu-binding to Aβ42 as well as the subsequent aggregation and neurotoxicity [151].
Correspondingly, SELENOP was shown to reduce Cu2+-induced tau aggregation, as well
as mitochondrial dysfunction and oxidative stress in cultured cortical neurons [152].

6. Conclusions

AD presents an increasing burden to society and a threat to human intellectual func-
tions. The primary cause of this neurodegenerative disease has yet to be fully characterized.
The amyloid cascade hypothesis has dominated the field for about 30 years, although
new directions have been explored recently. Pharmacotherapeutic approaches built on
knowledge about intracellular dysfunctions including the intracellular loading of amyloid
before its extracellular translocation, which accompanies cell deterioration, may result in
more efficient strategies.

The impact of glucose dysregulation with increased formation of advanced glycation
end-products (AGEs) is underscored in the present review. The role of Cu and Fe in
oxidative damage to structural macromolecules of the brain as well as in glucose and
lipid dysmetabolism need to be addressed. Selenium compounds and incretins act as
potent inhibitors of the pathological formation of AGEs, ROS, lipo-peroxides, amyloid
and hyperphosphorylated tau proteins. Selenium compounds act as metal chelators and
as intracellular protectors against derangement of microtubules and neuronal integrity.
Optimized or pharmacological selenium intakes combined with incretin-targeting agents
(e.g., GLP-agonists and dipeptidyl-peptidase IV inhibitors) in addition to glutaminyl
cyclase inhibitors may be proposed as a possible treatment strategy for AD. Exposure
routes for copper and iron in AD need further investigation.
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