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a b s t r a c t
Pathologies of neurological diseases are increasingly recognized to have common structural and molecular events that can fit, sometimes loosely, into a central pathological theme. A better understanding of
the genetic, proteomic and metabolic similarities between three common neurodegenerative diseases –
Amyotrophic Lateral Sclerosis (ALS), Parkinson’s disease (PD) and Alzheimer’s disease (AD) – and how
these similarities relate to their unique pathological features may shed more light on the underlying
pathology of each. These are complex multigenic neuroinflammatory diseases caused by a combined
action by multiple genetic mutations, lifestyle factors and environmental elements including a proposed
contribution by transition metals. This comprehensive dynamic makes disease decoding and treatment
difficult.
One case of ALS, for example, can manifest from a very different pool of genetic mutations than
another. In the case of ALS multiple genes in addition to SOD1 are implicated in the pathogenesis of both
sporadic and familial variants of the disease. These genes play different roles in the processing and trafficking of signalling, metabolic and structural proteins. However, many of these genetic mutations or the
cellular machinery they regulate can play a role in one form or another in PD and AD as well. In addition,
the more recent understanding of how TREM-2 mutations factor into inflammatory response has shed
new light on how chronic inflammatory activity can escalate to uncontrolled systemic levels in a variety
of inflammatory diseases from neurodegenerative, auto-inflammatory and autoimmune diseases. TREM2 mutations represent yet another complicating element in these multigenic disease pathologies.
This review takes us one step back to discuss basic pathological features of these neurodegenerative
diseases known to us for some time. However, the objective is to discuss the possibility of related or
linked mechanisms that may exist through these basic disease hallmarks that we often classify as absolute signatures of one disease. These new perspectives will be discussed in the context of a new paradigm
for Alzheimer’s disease that implicates heavy metals as a primary cause. Plausible links between these
distinctly different pathologies are presented showing intersections of their distinct pathologies that
hinge on metal interactions.
Ó 2015 Elsevier Ltd. All rights reserved.

Introduction
Neurodegenerative diseases with distinctly different clinical
presentations share many pathological features at a subcellular
level. These dissimilarities often involve disease-specific proteins
that are signatures of a disease, for instance, that nevertheless par-
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take in similar subcellular and even systemic events in other disease pathologies.
Cell biology from prokaryote to eukaryote is full of repeated or
common systems. Identifying and decoding these repeated models
and attempting to overlap them on to pathological pathways of
diseases we know less about might help us expand our understanding of the less defined pathology. In this meta-analysis of
the literature the pathologies of Amyotrophic Lateral Sclerosis
(ALS), Parkinson’s disease (PD) and Alzheimer’s disease (AD) are
compared and contrasted to further define and better understand
genetic and metabolic similarities as well as highlight how distinct
signatures define them from one another. This strategy is applied
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here to help expand the new AD paradigm that centers on transition metals as a major cause of sporadic AD [1].
At a subcellular level it is clear that processing, trafficking and
removal of misfolded or otherwise aberrant proteins play central
roles in the pathogenesis of many debilitating neurodegenerative
diseases [2–4]. In AD, for instance, we find misfolded b-amyloid
peptide which accumulates in the endoplasmic reticulum (ER) to
contribute to ER stress [5]; it is found in the cytosol and plasma
and other membranes; with variants even found to partake in
transcriptional regulation at a nuclear level [6]. The b-amyloid peptide aggregates extracellularly as amyloid plaque also referred to
as neuritic plaques [7]. In addition to these plaques, AD is also
characterized by hyperphosphorylated TAU aggregated in the
cytosol to form neurofibrillary tangles (NFTs) [8].
Presenilin mutations are linked to early onset familial AD (FAD)
[9]. Presenilin 1 and presenilin 2 mutations result in the alteration
of b-amyloid peptide processing from amyloid b precursor protein
(APP) [10]. These mutations lead to increased and altered csecretase enzyme expression to yield abnormally elevated levels
of the toxic b-amyloid peptide [11–13].
Although the neuritic plaques and neurofibrillary tangles are
characteristics more commonly associated with AD, PD displays
similar pathological features, however, centered on different peptide aberrations. In PD, the a-synuclein gene is at the center of
the disease pathology. Mutations can result in a gain-of-function
mechanism the outcome of which is an abnormally high cytoplasmic accumulation of a-synuclein forming Lewy bodies [14]. These
aggregates can also include ubiquitin and syniphilin-1; proteins
involved in facilitation of proteasomal degradation [15].
This indicates an attempt by the preclinical PD cell to eliminate
the aberrant a-synuclein via ubiquitination and subsequent proteasomal degradation. However, degradation failure by the proteasome pathway results in oligomer accumulation and the
characteristic Lewy body deposits located in the neuron cell bodies,
axons and even synapses [10,16,8]. Accumulation of the aberrant
a-synuclein is thought to contribute to degeneration of dopaminergic neurons [17].
At an intracellular level, oxidation and the related localized
inflammation play central roles in the pathology of each AD and
PD. Glutathione (GSH) depletion and the associated oxidative
stress are shown to be pathological features that induce modifications of TDP-43 [18]. Lewy bodies with TDP-43 inclusions are closely associated with AD, PD and ALS [19]; an aberrant protein that
is common to all three diseases. TARDBP (TDP-43) mutation is
thought to be a major cause of ALS resulting in a toxic gain-offunction and cytosolic accumulation of the protein which eventually leads to induction of apoptosis [20].
Metal toxicity and the consequential oxidative load will be
shown to be a common factor in our comparative study of these
three neurodegenerative diseases. Oxidative insults on the asynuclein peptide, aberrations of which are signatory of PD, are
shown to induce its oligomerization. Metal catalyzed oxidation
of a-synuclein, in fact, is shown to inhibit filament formation
and promote a-synuclein oligomerization via cross-linking [21].
Both AD and PD are characterized by a-synuclein inclusions in
senile (amyloid) plaques and Lewy body formations respectively
[22].
Both wild type and mutated a-synuclein possess an aggregation
propensity [23,14] and it is proposed herein that the common factor between the two is the oxidation-induced cross-linking that
transition metals like copper can catalyze. Rasia et al., for example,
show that Cu(II) binds to the a-synuclein peptide at the Nterminus utilizing His-50 as the anchoring amino acid [24]. In
AD, as will be demonstrated in greater detail in a hypothetical
model, Cu(II) is implicated as a factor that induces b-amyloid peptide aggregation as well [25].

If we look at the AD model with a focus on transition metal
involvement we find more evidence to support this oxidative
source as a probable starting point or as an upstream facilitator
along the disease evolution as outlined in the recently published
variation of the newly proposed AD paradigm [1]. Post-mortem
investigation of AD brain tissue has revealed elevated mercury
levels [26]. Interneuron amyloid plaques of AD and non-AD brains
are associated with aluminum, iron, copper and zinc [27,28]. This
presents more evidence indicating a potential catalytic influence
by toxic levels of uncontrolled (free) metals in neurological tissue.
It also shows these metals to be highly associated with b-amyloid.
Related studies also show that copper level reduction in tissues
may contribute directly to lower APP gene expression [29] indicating a correlation between APP demand and free copper. b-Amyloid
protein 42 is shown to be a more effective reductant than bamyloid protein 40; and it is also shown that b-amyloid protein
42 has a higher affinity for metal chelation than 40 [5]. Is bamyloid protein 42’s known incremental toxicity associated with
its greater propensity for metal chelation? These are questions that
must be posed and investigated further in new research objectives.
If we go back to PD, one of the main hallmarks of the disease is
degeneration of the dopaminergic neurons in the substantia nigra.
This is a distinct feature of PD and not the other two, AD or ALS, or
of other neurodegenerative diseases for that matter. However, here
too, copper as well as iron are implicated in the transformation of
the a-synuclein peptide to form aggregates [30–34].
SOD1 mutations are central to ALS. SOD1 is also a metallopeptide; an apoprotein that depends on copper and zinc to carry
out its antioxidant activity. Magnesium is another metal central
to mitochondrial SOD activity. The peptide plays a central role in
protection of the cell from oxidative stress [35,36]. However, this
protective feature can shift to a pro-oxidative activity in the case
of misfolded SOD1 where the metal is misplaced and may serve
as a facilitator of oxidation in this exposed position. In fact,
research does support the notion that misfolded SOD1 will induce
oxidation rather than serve as a quencher of oxidation [37].
Research also indicates that misfolded SOD1 can induce generation
of the hydroxyl radical. It is also shown that the peptide can release
its copper so the highly reactive free metal can induce intracellular
oxidative damage via the Fenton reaction [38].
Over-expression of SOD1 is shown to protect neurons from
oxidative injury due to ischemic events [39]. The antioxidant role
of the peptide may inspire an intuitive appreciation for this potential, however, overexpression is also associated with a higher likelihood of SOD1 misfolding [40,41]. This is likely due to the prooxidative state that an unnaturally elevated intracellular SOD1
density might create. SOD1 mutations have also been associated
with excito-toxicity [42]. This might be a function of interrupted
trafficking and processing of vesicles central to neurotransmitter
release and NMDA and AMPA receptor management. It may also
be directly associated with inflammatory activity; a pro-oxidative
state of SOD1 can spark an oxidative and subsequently, an inflammatory cascade.
It is documented and reported by Bolton et al. that inflammation is shown to have a glutamate-promoting influence on
glutamate-regulating enzymes. The dysregulation of the glutamate
synthetic enzyme, glutamate synthetase and the glutamate neutralizing enzyme, glutamine dehydrogenase results in oversecreted glutamate and unnaturally extended survival of the AMPA
and NMDA agonist (glutamate) to over-stimulate neurons [43] and
possibly play a role in apoptosis.
Suppression of mutated SOD1 in motor neurons and glia via
virus therapy that encodes shRNA reduces mutated SOD1 transcription [44]. This shows promise as a possible way by which
the progressive neurodegenerative effects of SOD1 mutation can
be countered. It also sheds light on how the mutation might induce
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and advance clinical symptoms of ALS. However, if this misfolded
SOD1 results in misplacement of the metal to turn this antioxidant
molecule into a pro-oxidant, this oxidative overload might be the
method by which functional healthy SOD1 is subsequently misfolded as it comes into play to neutralize the misfolded SOD1 with
exposed transition metal activity.
If the cell is not able to process the aberrant peptide by way of
the Unfolded Protein Response (UPR) or other degradation pathways the pro-oxidative activity can transfer from cell-to-cell. Functional wild type SOD1 can aggregate with misfolded SOD1. The
aggregates can also readily exit the cell and enter new ones
through macropinocytosis to introduce a pathogenic cycle in
healthy cells [45–47].
This pro-oxidative SOD1 hypothesis may align well with the
hypothesis posed here explaining molecular, metabolic and structural events in AD. In particular, this may relate to chelation of
metals by the AD b-amyloid peptide as described in previous articles [1]; and briefly summarized in these pages to come.

Common model of sequential events
Metal mismanagement, oxidation, inflammation and apoptosis
Each of the three neurodegenerative diseases presented here –
AD, ALS and PD – are proteinopathies characterized by aberrant
proteins that are specific and distinct to each of the diseases. However, it must be highlighted as a central point of this review that
each protein, b-amyloid, SOD1 and a-synuclein peptides respectively, is intimately associated with metal ion chelation or interaction. Furthermore, it must be noted that these transition metals,
copper playing a frequent role, are all divalent and facilitative of
oxidative activity via the Fenton reaction if free and uncontrolled.
AD research indicates that APP exhibits antioxidant properties
[48] and the b-amyloid peptide exhibits potent metal chelating
and therefore indirect antioxidant properties [49]. The proposed
new AD paradigm expanded herein states that these antioxidant
properties may, in fact, be the primary roles for each protein. This
is generally accepted for SOD1 but is proposed herein in reference
to the b-amyloid peptide species, of which, multiples exist.
In particular, the new paradigm states b-amyloid peptide has a
high affinity for copper, aluminum, iron and zinc chelation and
upon chelation it sequesters and prevents the metal from generating reactive oxygen species (ROS) [50]. Free iron, for example,
resulting from brain injury expands free radical development from
ROS to produce H2O2 and on to produce other oxidants [51]. In
accordance with the hypothesis, iron chelation may prove to be
disease mitigating in post-traumatic brain injury (TBI) therapy. bAmyloid peptide oligomer formation, itself, is shown to spontaneously generate H2O2 as a function of the reaction; and iron is
shown to enhance this reaction [52].
TBI is characterized by accumulation of amyloid aggregate and
lipid peroxidation [53,54]. Uryu et al. also reveal that a single TBI
results in low levels of iron deposition while cases of multiple
TBI in their mouse models results in incremental iron deposition.
Amyloid aggregate is found to contain iron (Fe II) amongst the metals regularly associated with it [55,56]. Amyloid plaque formation
in cases of TBI may be a response to free iron accumulation; an
attempt to sequester and discard the catalytic metal.
In fact, it has been shown that copper and zinc are also enriched
in extracellular amyloid plaque deposits of the Alzheimer’s brain
[25,57]. Wirths et al. show via intracellular b-amyloid protein
staining that extracellular plaque deposition is long preceded by
intracellular b-amyloid protein accumulation in the hippocampus
neuron [58]. This falls in line with the proposed preclinical strategy
by the cell to remove toxic intracellular metals and prevent
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extracellular metals from entering the cell to avoid pathological
consequences.
b-Amyloid peptide is also implicated in the initialization of lipid
peroxidation, a critical step toward apoptotic events and neuronal
loss [59]. It is proposed herein, that the chelated metal by the bamyloid peptide is likely to play a central role in lipid peroxidation
as b-amyloid protein with its metal payload is translocated to the
exterior of the cell from its intracellular toxic existence. In fact,
Petersen et al. show that neuroblastoma cells can internalize externally applied b-amyloid peptides and co-localize the peptides to
the mitochondrial cristae. The peptide can move in both directions
– into and outside the cell [60–62].
When we speak to the different species of b-amyloid protein
and their involvement in the disease pathology, for example, it
must be understood that the in vivo state is such that the bamyloid protein pool is heterogeneous. This pool includes but is
not limited to the b-amyloid variants 33-43 abundantly coexisting with the b-amyloid 40, 42 and 43 species; the latter of
which (40, 42 and 43) are reported in the literature and previously
cited to be the more toxic forms. However, these relatively more
toxic species of b-amyloid are also present in healthy brains
although usually at lower levels. The diseased state is characterized by a change in the proportion of these b-amyloid species in
the heterogeneous pool to include higher levels within the pool
and not the exclusive existence of the more toxic forms [63].
The metal-induced oxidative load fits as a theme in the ALS
model as well. Copper in misfolded SOD1 may be mis-positioned
to promote an oxidative influence instead of conferring to the peptide an antioxidant activity [47]. SOD1 aggregation is likely the
result of an attempt by the cell to isolate the toxic peptide in a less
invasive form if autophagy and proteasome degradation fail. Misfolded SOD1 can transfer from cell to cell in cells that lack direct
contact even [45]. Just as in AD, soluble b-amyloid aggregates to
form the insoluble b structure [64], misfolded SOD1 aggregates
to form insoluble inclusions that are toxic [35].
In addition to migrating into the cell from cell to cell like misfolded SOD1 can, the b-amyloid peptide in AD is known, as previously mentioned, to penetrate the mitochondrial membrane. This
infiltration of the mitochondria is another critical event promoting
apoptosis through the escalation of oxidation, interference with
ATP synthesis and/or breach of the mitochondrial membrane to
release cytochrome C – another key trigger and signature for apoptosis [65]. However, here again, whether the cause of this mitochondrial distress is the b-amyloid peptide penetrating without a
mission and merely a function of its uncontrolled state; or it is
the metallo-b-amyloid chelate that has not completed its trafficking objective to export the toxic b-amyloid chelate into the interneuronal space will be debated in more detail later in the context
of the hypothesized new paradigm.
The new AD paradigm proposes that the preclinical AD neuron
relies on APP and properly processed b-amyloid protein for normal
cell function; protection from oxidation to preserve neurons and
cognition with age. The brain utilizes more oxygen per gram of tissue than other tissues of the body and with this metabolic activity
and exposure to oxygen it must be expected that these cells will be
equipped with multiple features that protect them from the consequential incremental oxidative stress. The common endogenous
antioxidant enzymes: catalase (CAT), SOD, glutathione peroxidase
(GSH), heme oxygenase-1, NADPH quinone oxidoreductase and
glutamate-cysteine ligase are known to play central roles in oxidative control. These endogenous antioxidants are regulated by the
transcription factor Nrf2 [66–69].
However, it is proposed herein that APP is another of these
endogenous antioxidants providing redundant but cumulative protection; that b-amyloid protein is part of this design and its role is
to protect the oxygen-vulnerable neuron from metal toxicity. The
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oxygen-rich environment is one to be more vulnerable to transition metal exposure and it must be expected that multiple protective countermeasures are built into this system. b-Amyloid
protein’s biological role is proposed to chelate and sequester free
metals that could exacerbate oxidative activity via the Fenton
reaction.
b-Amyloid protein of variable types migrate to the mitochondrial membrane with the proposed purpose of sequestering free
copper, iron and other metals including mercury. These transition
metals can otherwise exacerbate oxidative state of the mitochondria where ROS production can easily reach uncontrolled levels.
BACE1-cleaved APP yields the b-amyloid variants 40 and 42
cleaved on the extracellular side of the transmembrane APP. This
b-amyloid peptide variant is proposed to have a greater affinity
for transition metal chelation; a design to sequester extracellular
metal before it enters the cell where it can induce intracellular
oxidative and inflammatory activity. The fact that the BACE1PSEN-AbPP system is shown to be a highly conserved ancient system [70] amongst species also sheds more light on a likely chelation role which at the very least is not refuted by current literature.
A simplistic look at the amino acid profile of the typical BACE1cleaved peptide gives us: (N-terminal) DAEFRHDSGYEVHHQK
LVFFAEDVGSNKGAIIGLMVGGVVIA (C-terminal) [63]. We see an
abundance of residues at the N-terminal end, as underlined, that
are charged – K, D, R and E. In the context of this new paradigm
the BACE1 cleaved peptide has a higher affinity for transition metal
chelation due to the peptide’s N-terminal charged amino acid
sequence but also due to the cluster of histidine (H) residues. Histidine 50, for example, plays a significant role in a-synuclein crosslinking in PD pathology via copper–histidine interaction [71,32].
Generation of this extended b-amyloid peptide by BACE1 is
inspired by a sequence of events that is in line with the proposed
paradigm. Oxidative load which can be exacerbated by transition
metal toxicity results in a proportionally activated NF-kappa-B signalling [72,73]. NF-kappa-B signalling upregulates BACE1 activity
[74,75] a commonly elevated sequence in AD pathology [76].
This b-amyloid peptide is proposed to primarily function in the
extracellular medium where upon chelating free metals it aggregates to form the notorious fibrils and neuritic plaques. Aggregation of the peptide is known to be a function of the hydrophobic
regions shown in bold – LVFFA as well as VVIA at the C-terminal
end [77]. However, research also shows such aggregation to be
facilitated by metal induced cross-linking as seen in copper
induced cross linking of a-synuclein in PD [71]. Aluminum, iron
and zinc are shown to promote b-amyloid aggregation and toxicity
[78,79]. Interesting to note is the fact that the histidine residues are
also located in the BACE1 cleaved peptide exclusively, where metal
chelation in the context of the new paradigm is said to be its primary role. The a-secretase cleaved peptide which is not inspired
by NF-kappa-B signalling voids the charged amino acid sequence
as well as the histidine rich cluster: LVFFAEDVGSNKGAIIGLMVGGVVIA [63]. Research also shows that the affinity for
transition metals by the amino acids found in this shorter peptide
is as such G > A > L [80]. It is possible that Isoleucine (I) will work in
this manner relating to metal affinity much like leucine (L).
Although this activity by the amino acids will differ in peptide form
versus free form these activities can be easily tested. In other
words, the new paradigm acknowledges chelation activity built
into the a-secretase cleaved peptide albeit much lower than that
of the BACE1 cleaved alternative.
As evidenced in a previous article introducing this new AD paradigm, exposure to toxic transition metals is shown to increase APP
transcription and BACE1 activity [81]. This protective BACE1 action
sequesters the toxic metals by chelation and can do so for a preclinical phase of AD that may precede clinical symptoms for as long

as twenty years. Anatomical changes in the brain have, in fact, been
mapped and shown to be a function of these metabolic changes
[82].
The number of plaques that accumulate as a result of this
health-preserving countermeasure, however, can be incremental
in the case of AD patients over those accumulated in healthy brains
[83]. Nevertheless, amyloid plaque development does not correlate
to cognitive deficit also indicating [84,85], in support of the newly
proposed AD paradigm and in accordance with the mechanics of
this model, that this plaque development is not necessarily harmful to the neuron. It may, as proposed here, otherwise be safeguarding the cell by sequestering the deleterious metal within
the plaque for microglia to remove.
Microglia are equipped with multiple classes of receptors that
respond to b-amyloid peptide. These receptors include TLRs, Compliment Receptors, Scavenger Receptors, Receptor of Advanced
Glycation End-product, FPRL1 and others including TREM2 [86].
Under healthy conditions the microglia manage the interneuronal
environment including prevention of plaque accumulation. Stefani
et al. report in their review that mature amyloid plaques present
far less toxicity than their precursor prefibrillar aggregates [87].
This is explainable in the context of the new paradigm; the amyloid plaques are simply neutralized disposal sites. However, it is
also demonstrated that this plaque can be the source of soluble
toxic b-amyloid peptide that can dissociate from the plaque due
to interactions with lipids and other biochemicals [88]. Hence,
microglial management of plaque concentration also plays an
important role in minimizing long term risk especially if metal toxicity is persistent over time.
Iron, amongst other heavy metals (zinc and aluminum), for
example, is also shown by Mantyh et al. to induce b-amyloid protein synthesis and aggregation [78]. The literature also shows that
b-amyloid protein accumulates as a function of mercury cytotoxicity [89]. Metal exposure is shown, over and over again, to induce
generation of the AD hallmarks: Incremental TAU phosphorylation
and release of b-amyloid protein 40 and 42 [89]. Research shows
irrefutably that ROS and other free radical species that can escalate
due to transition metal reactivity induce IL-1b increment and ultimately IL-1 [90]. IL-1’s activity is shown to be linked to hyperphosphorylation of TAU [91].
TAU hyperphosphorylation alters the protein’s interactive
capacity for the microtubule system of the cell. In fact, phosphorylation of TAU at serine 262, threonine 231 and serine 235 inhibits
TAU microtubule binding by 35%, 25% and 10% respectively [92]
resulting in TAU dissociation from the cytoskeletal microtubule
system. TAU in normal healthy brains is found to have approximately 2–3 moles of phosphate per mole of TAU while in AD brains
TAU can be associated with as much as four times more phosphorylation [93].
In the case of AD, this TAU modification results in disruption of
cell trafficking and in the context of the newly proposed AD paradigm it contributes to interruption of b-amyloid protein transport.
The consequence of interrupting trafficking is that free metal and
b-amyloid protein-chelated metal accumulate in the cell to apoptotic levels; TAU hyperphosphorylation is thought to lead to aggregation and neurofibrillary tangle (NFT) formation [94,95]. NFT’s, a
hallmark of AD, are expected to be factors that impose more neuron impairment than the b-amyloid peptide can induce in AD
pathology. This is due to the microtubule impediment which leads
to cell distress and apoptosis [96]. However, TAU inclusions in neuron disease are not exclusive to AD.
It is also shown that cognitive impairment in ALS patients is
associated with abnormal TAU metabolism found as components
of neuronal and glial inclusions [97–99]. This may be a function
of the misfolded SOD1-induced oxidation and subsequent

F. Cavaleri / Medical Hypotheses 85 (2015) 779–790

inflammatory activity carried forward by IL-1 induction leading to
the same outcome that is found in AD – TAU hyperphosphorylation
and NFT generation. In fact, research by Masters et al. shows that
increases in mutant SOD1 parallels inflammasome activity and
subsequent increases in IL-1b [100].
In the case of ALS, however, the primary stressor in relation to
the proposed paradigm, is misfolded SOD1 and not toxicity by
intolerable levels of a free divalent metal. Nevertheless, misfolded
SOD1 is expected to pose as an oxidative stressor through, possibly,
its misplacement of copper. Although copper is essential its redox
reactivity makes it a dangerous element if mismanaged [101].
In fact, in vitro applications of exogenous antioxidants such as
even N-acetylcysteine (NAC) helps return cellular functions back
to normal countering mutant (G93A) SOD1-induced mitochondrial
dysfunction, ATP decrease and ROS increase [102]. SOD1 aggregation is also reduced upon ROS sequestering, however, in this model
upon inhibition of proteasome activity, (G93A) misfolded SOD1
aggregation is found to once again escalate. This may be exemplary
of how cells might tolerate one misfolding mutation or toxic levels
of metals like copper, iron or others to result in subclinical levels of
disease. This can escalate to clinical manifestation in the case of
multigenic disease development where trafficking or proteasome
activity are concurrently altered whether by co-inheritance or via
independent somatic events.
It is possible that the cell disposal systems such as proteasome
degradation and Unfolded Protein Response (UPR) function as
viable compensatory mechanisms for the SOD1 aberration in a preclinical phase of ALS. In this case misfolded SOD1 concentration is
relatively controlled. In AD it is proposed here that the BACE1 compensatory system functions at designed capacity to counter metal
toxicity by chelating the metal with the b-amyloid peptide and disposing of the chelate to accumulate as the relatively benign extracellular amyloid plaque. In PD, metal toxicity, in particular copper
(Cu II) and iron (Fe II) are implicated in the induction of oxidative
cross-linking of a-synuclein [87,31–34].
Furthermore, it is shown that amyloid plaques of AD patients
can contain a-synuclein [103] and that a-synuclein-containing
Lewy body-like inclusions are found in PD patients with dementia
[104]. Cerebral spinal fluid evaluation of PD patients with dementia reveals an underlying AD pathology in PD patients with dementia – high TAU, and phospho-TAU and a conditionally elevated bamyloid protein [105]. These PD characteristics lead to the expansion of the newly proposed AD paradigm to include a proposed
linked activity in early stages of PD.
A study using transgenic mouse models of PD overexpressing asynuclein shows a progressive increase in phosphorylated-TAU similar to that formed in AD [106] as well. Another study by Lee et al.
shows the possibility of a mechanistic link between TAU and asynuclein contributing further to the overlap in pathological and
clinical features of AD and PD [107]. These findings do not necessarily provide conclusive support for the central hypothesis proposed
herein describing the BACE1/b-amyloid protein as the countermeasure to metal toxicity but it does provide insight on how metal toxicity such as copper may be linked in the PD and AD models.
In a theoretical case of the proposed new AD paradigm the
BACE1/b-amyloid protein countermeasure may have saved the cell
from copper-induced a-synuclein cross-linking thus thwarting the
pathology from taking the path to a-synuclein aberration and phenotypic manifestation as PD. However, during the course of executing the successful BACE1/b-amyloid protein countermeasure in
this theoretical case, for years and even decades, extraneuronal
amyloid plaque accumulation occurs; with the signatures of asynuclein-containing Lewy body structures as found by Suh and
Checler [103].
In due time, after a long preclinical phase that could last as long
as two decades, additional exogenous or other endogenous factors
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in this theoretical case could contribute compounding oxidative
strain or sporadic mutations in trafficking or degradation processes
might reach critical states and interrupt cell trafficking. An additive
oxidative force that is environmental or an age-related decline of
endogenous antioxidants may add to the cell’s oxidative load to
induce IL-1 elevation, TAU hyperphosphorylation and eventual
microtubule derailment. In this theoretical scenario the BACE1/bamyloid protein countermeasure will ultimately fail due to trafficking impediment and AD may rapidly progress from this point
on to clinical levels. However, PD was averted decades before
and kept at bay because of this BACE1/countermeasure
engagement.
The eventual failure may result alternatively from microglial
failure to phagocytose amyloid plaque aggregates in the interneuronal space. As previously described microglia are equipped
with scavenger receptors, compliment receptors, TLRs and other
b-amyloid protein-recognizing receptors such as FPRL1 and they
play important roles in removal of debris including b-amyloid protein. FPRL1, for example, is a G-Protein coupled receptor. bAmyloid protein is a strong ligand for this receptor and upon being
triggered the receptor plays a positive role in b-amyloid protein
clearance by microglia which internalize and discard the accumulating b-amyloid protein [108]. However, it is also demonstrated
that this receptor can confer neurotoxicity and inflammation if
the response is not controlled. Microglia are also shown to secret
enzymes designed to degrade b-amyloid peptides – an enzyme
very much similar to Insulin Degrading Enzyme [109].
Mismanagement of the consequential inflammatory cytochemicals rising out of this b-amyloid scavenging is likely a key
feature of the diseased state. Targeting this inflammatory response
by microglia with inhibitive drugs is then a likely way to limit
bystander neuron damage in AD pathology. In addition, it has
already been shown in the literature that prolonged inflammatory
activity can lead to glutamate mismanagement and overstimulation of neurons by the agonist [43].
The failure that may be contributing to the AD pathology,
according to the ‘new paradigm’, may be microglial in part or in
whole and have less to do with b-amyloid protein synthesis; and
more to do with chelated b-amyloid protein mismanagement. As
described, b-amyloid protein is proposed to be necessary for
removal and neutralization of metal toxicity; microglial discarding
of the accumulated b-amyloid debris is a crucial requirement for
normal brain function and failure by the microglia could be more
central to the pathology of AD than b-amyloid generation.
In accordance with the newly proposed AD paradigm postmortem brain tissue analysis from this theoretical AD patient
would exhibit Lewy body structures with a-synuclein inclusions
but also copper-containing amyloid plaque formations that copresent a-synuclein. This is, in fact, shown in the literature; amyloid plaques of AD patients can contain a-synuclein [103].
FAD presents a different initialization mechanism than sporadic
AD. In FAD, APP processing is dramatically increased beyond what
is typical. The result is early onset symptoms of disease [110]. Presenilin 1 mutations are a cause of autosomal dominant Alzheimer’s
disease. Presenilin 1 is the catalytic subunit of the c-secretase
enzyme and mutation interferes with cleavage of APP [111]. This
cleavage can lead to the production of various b-amyloid peptide
variants including b-amyloid peptide 40 and b-amyloid peptide
42. In the context of this proposed new paradigm this asecretase-cleaved peptide is proposed to have an affinity for divalent metal chelation but a propensity that is much lower than that
of the BACE1-cleaved b-amyloid peptide for reasons relating to the
amino acid sequence as described earlier and again later.
Aberrant production of this a-secretase-cleaved peptide eventually also leads to pro-oxidative accumulation of the b-amyloid
peptide 40, 42 and 43 species. The result as proposed in the context
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of the new paradigm, is a pro-oxidative accumulation of the
metallo-chelated protein which due to the sheer volume of these
deleterious species in the heterogeneous mixture of amyloid protein pool results in cell disruption. It is proposed that in this familial case of disease, however, the incremental a-secretase-cleaved
protein begins to compete intracellularly with the endogenous
antioxidants SOD, CAT and GSH for the essential cofactor metals
Mn, Cu, Zn and Fe (and in the case of GSH, selenium).
This creates a pro-oxidative environment that leaves a rate limiting availability of the metals for the endogenous antioxidants.
This is a different starting point for the disease than the sporadic
variation. In sporadic AD, the accumulation of toxic metal can initiate an incremental BACE1 activity through NF-kappa-B activation
– a function of a genetically built in compensatory system
(depicted in Fig. 1 p. 16) designed to perform in opposition to or
as compensation for metal or other oxidative toxicity. Oxidation
or cell stress initiate NF-kappa-B family protein activity [112–
115,74]. As previously cited, NF-Kappa-B transactivation is intimately associated with increased BACE1 activity. This relationship
is even shown to be direct up-regulation of BACE1 by NF-kappa-B
[76].
Oxidation by transition metal Fenton reactivity (reduction) as is
proposed in this new Cavaleri AD Paradigm could play a central
role in upregulated oxidative and general cell stress and start in
motion the AD pathology. BACE1 cleavage of APP followed by csecretase results in the b-amyloid protein variants 40, 42 and 43;
species of the protein with greater affinity for divalent metal chela-

tion due as previously mentioned to an incremental segment of the
peptide that bolsters a highly charged residue sequence as shown
in the underlined segment of the APP fragment.
AP
Peptide. . ..EEISEVKM
b
DAEFRHDSGYEVHHQK
LVFFAEDVGSNKGAIIGLMVGGVVIATc.
The charged amino acids in the underlined segment are more
likely to partake in chelation of metals. These include the basic
amino acids Arginine (R), Histidine (H), Lysine (K) and acidic amino
acids Aspartic Acid (D) and Glutamic Acid (E). This BACE1 (bsecretase) cleaves APP on the extracellular side of the plasma
membrane as does a-secretase. BACE1 (b-secretase) cleavage
a

results in the following sequence: DAEFRHDSGYEVHHQK
LVFFAEDVGSNKGAIIGLMVGGVVIAT. Cleavage by a-secretase
results in a sequence with significantly fewer charged amino acids:
LVFFAEDVGSNKGAIIGLMVGGVVIAT.
Gamma-secretase cleaves APP on the intracellular side of the
plasma membrane at various points of the C terminal end of the
peptide as shown in the above peptide:
(N-terminal) LVFFAEDVGSNKGAIIGLMVGGVVIAT (C-terminal).
In accordance with the proposed evolutionary design of this
system and the proposed ‘new paradigm’, the BACE1 action is
designed to inhibit the entry of exogenous toxic metals by chelating them and forming inter-neuronal fibril (b-Sheet) and subsequently amyloid aggregates. However, research already cited also
shows b-amyloid protein can migrate into the cell efficiently to
continue its pursuit and sequestering of uncontrolled free divalent

Fig. 1. Presents a schematic of the newly proposed Alzheimer’s disease paradigm with transition metals as a primary causal factor. Presents formation of extra-neuronal
neuritic plaque comprised of metal-chelated b-amyloid peptides configured into fibrils (b-sheet) and subsequently into amyloid plaque. Also depicts b-amyloid protein
intracellular migration patterns when functional trafficking activity is intact.
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metals and subsequently it is proposed it moves as the chelate to
the extracellular space.
Incremental BACE1 activity can accompany presenilin-1 mutation in FAD once FAD exacerbates the oxidative load in the neuron
earlier in the pathology of the disease evolution than it does in the
ROS (and heavy metal ion) escalated model that underlies sporadic
AD (model shown at Fig. 1 p.16). This theory assigns functionality
for the different peptide lengths produced by these different secretase enzymes and aligns the NF-kappa-B transcription factor as an
activator of the BACE1 countermeasure upstream of BACE1 as
reported in the literature [76]. This BACE1-cleaved variant of the
b-amyloid protein is produced as a function of oxidation and
inflammation facilitated by NF-kappa-B transcription; and is
equipped with amino acids having a higher affinity for metal
chelation.
Presenilin mutations result in incremental amyloid peptide production that differs in residue sequence from the BACE1-cleaved
peptide and may have a lower affinity for divalent metals and as
such a lower toxicity level. Synthesis of these variants is not initiated by a cell under the stress of oxidative activity. However, the
volume of the amyloid protein produced in the presenilin
mutation-induced pathology is proposed as a component of the
new AD paradigm to eventually outcompete endogenous antioxidants CAT, GSH and SOD for the intracellular metal cofactors essential to their antioxidant activity. The resulting oxidative activity
from this route eventually initializes NF-kappa-B and subsequently
BACE1 engagement as the countermeasure even in FAD.
Neuroinflammation
The central nervous system (CNS) is uniquely situated in the
context of the immune system. The blood brain barrier (BBB) is
designed to protect the CNS from inadvertent exposure to circulating toxins, metabolites and even peripheral immune cells. Microglia are innate immune cells that serve as the CNS resident
macrophages protecting the delicate oxygen-rich environment
from invading pathogens, aberrant proteins and other toxic factors.
It is proposed, as part of the new AD paradigm that the innate
immune system plays a central role in the AD pathology. The fact
that these cells are primary immune effectors in the brain is
already well known [116].
Dysregulated microglial transformation can result in cytokine
release and major histocompatibility complex facilitation to
engage the peripheral immune system [117–119]. At this point
systemic immune system engagement takes place and neurological
disease crosses to advanced auto-inflammatory stages that can
include autoimmunity. Cell aberrations including amyloid deposits
as we’ve seen, can induce microglial transformation to active
phagocytic cells that scavenge amyloid [120–124].
It has been understood for some time that microglial cell surface receptors specific for b-amyloid protein mediate microglial
transformation to facilitate clearance of these potentially toxic
peptides [125] and the inflammation associated with these protective activities is not necessarily pathologic. In fact, under the right
conditions that result in the protective phenotype (M2-like),
microglia will produce and secrete IL-10 [126] to cycle back and
inhibit inflammation [127]. Intracranial administration of bamyloid protein as a potentiator of amyloid scavenging has been
investigated in transgenic mice and found to successfully induce
microglia to remove compact deposits of endogenous amyloid in
APP transgenic mice [119].
If we look at the PD model the literature reveals similar activity.
Alpha-synuclein aggregate transforms microglia into phagocytic
cells in a dose-dependent manner [128]. Even overexpression of
wild type a-synuclein leads to the same microglia activity and subsequent inflammatory response [129,130].
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In ALS models, mutant SOD1 accumulation is shown to parallel
an increase in localized IL-1b [100] from innate immune cells just
as we have seen IL-1b and IL-1 involvement in AD [131] and PD.
Interleukin-1 plays a role in early stage localized inflammation
and polarization of microglia but due to its potential to autopropagate, left unchecked it can escalate inflammatory activity to
systemic engagement. IL-1 potentiates IL-6 and other cytokines
in endothelial cells to relay immune recruitment to systemic levels
[132]. Inhibition of localized IL-1 has been shown to slow and even
inhibit systemic inflammatory activity [133] and is an important
target early on, as proposed herein, in the prevention of advanced
neurologic disease. We have already established that through one
mechanism or another even glutamate survival is extended by
the local inflammatory activity to compound neuron distress.
Inflammatory activity is modulated at various points in the cascade at a cellular and subcellular level as well as later in the escalation to systemic activity. At a cellular level a recently discovered
modulation feature in myeloid cells sheds light on a modality by
which chronic inflammatory activity including that related to
auto-inflammation and later in the cycle in autoimmunity might
be generated – TREM-2. This sets research sites on a new drug
target.
Triggering Receptor Expressed on Myeloid cells (TREM-2) partakes in a regulatory process of the inflammatory cascade. In
TREM-2 knockdown cells TLR-induced TNFa production is
increased over wild type. TREM-2 is responsible for inhibition of
DAP12 associated cytokine production [134]. DAP12 is an ITAMcontaining adapter. Ultimately one of the identified roles for
TREM-2 is that of an attenuator of macrophage activation [135].
TREM-2 is expressed on macrophages permeating tissues from systemic circulation and it plays a significant role in microglial activity. Research supports that b-amyloid peptide stimulates
microglial secretion of cytotoxic inflammatory mediators
[136,137] to set the stage for mismanaged glutamate and neuron
distress and TREM-2 mutations can play a role in this.
TREM-2 is shown to be up-regulated in early inflammatory
activity in healthy cells in order to down-regulate inflammation.
Blockade of TREM-2 in early effector phase of experimental
autoimmune encephalomyelitis, as an example, results in disease
exacerbation [138]. TREM receptor activity potentiates phagocytic
activity. Reduced TREM-2 function is shown to compromise phagocytosis and therefore impair microglial removal of apoptotic and
other debris [139]. This theoretically includes compromised
removal of aberrant or chelated b-amyloid protein, a-synuclein
and aggregates of SOD1.
TREM receptors are shown to be expressed in many cells from
monocytes, macrophages, microglia and dendritic cells to osteoclasts and platelets [140]. They are implicated in many chronic
inflammatory diseases from multiple sclerosis, ALS [141] and
inflammatory bowel disease [142–144]. Interesting is the finding
that sex steroids such as estradiol and progesterone are shown to
up-regulate TREM-2 and IL-10 and it may be that this is one way
(through TREM-2 activation and IL-10 elevation) the sex steroids
support neuron health [141]. TREM-2 mutation is also implicated
in bone disease and linked to osteocyte control by RANK-RANKLOPG signalling [145].
Inflammatory induction in the form of IL-1 and TNFa play roles
in advancing osteoclastogenesis and bone resorption and dysregulated/mutated TREM-2 may play a role [146]. Osteoclasts are ultimately transformed macrophages. TREM-2 mutation offset may be
the pathway by which sex hormones help regulate bone metabolism and if this is so and the neuron protection or support by sex
hormones is via the same modality, the question must be asked:
Can the sex hormones play a role in mitigating neurodegenerative
disease in TREM-2 facilitated cases despite a TREM-2 mutation?
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There is, in fact, evidence suggesting a role for the sex steroid
hormones in neuron health as will be further elaborated. Dysregulation of TREM-2 has also been implicated as a risk factor in neurodegenerative diseases like FTD, AD and PD [147,148,135,149]
and more recently in ALS [150].

Summary
It has been suggested here that the neuron’s protective counteraction to compounded oxidative stress is, in fact, incremental synthesis of APP and the processing yield from BACE1’s catalytic
actions on this protein – various b-amyloid peptide species. The
incremental synthesis of APP and b-amyloid peptide resulting from
oxidative load are proposed, as part of this new paradigm, to be
added redundant and compounding compensatory support to the
more common endogenous antioxidants SOD, CAT and GSH. However, in this APP/b-amyloid peptide we also have an added protective feature – a free metal countermeasure. APP is known to carry
antioxidant potential [48] and the various b-amyloid peptides produced from APP are known to chelate free metal [49].
This b-amyloid peptide synthesis is proposed here to be an
intended design. As an interesting parallel, the very endogenous
antioxidants SOD, CAT and GSH, themselves, depend on transition
metals to exhibit their antioxidant properties – copper/zinc/manganese, manganese and selenium respectively. Shifting the perspective of their roles slightly allows us to consider a
compounding benefit by these endogenous antioxidants associated
with transition metal management. Transactivation to synthesize
these endogenous antioxidants by nuclear Nrf2 [68,151] results
in the sequestering of intracellular metals (indirectly) that themselves may be contributing to elevated oxidation. It also results
in a concurrent production of antioxidant peptides (SOD, CAT and
GSH) that depend on the metal cofactor; thus a compounding protective value.
This perspective that APP and b-amyloid peptide may be playing related roles and/or additive functions to those of SOD, CAT
and GSH may at first appear to be counterintuitive based on currently studied AD and PD models. However, when we look at the
signalling sequence summarized in Fig. 1 (p. 16), the incremental
ROS and the NF-kappa-B it induces is shown to induce BACE1
[152]. From here it is evident that BACE1 recruitment is inspired
as a function of ROS and NF-kappa-B activation and in accordance
with the proposed new AD paradigm is positioned in the sequence
as a reaction to oxidation and inflammation – a protective countermeasure. b-Amyloid peptide, itself, can cycle back to also upregulate BACE1 activity creating and exponential forward signalling
[153]. This is proposed, here, as a function of the new AD paradigm
to simply be propelled by metal chelation by this b-amyloid peptide and the consequential oxidation resulting in the forward loop.
In the case of ALS, copper is already sequestered by SOD1 as a
functional component of the antioxidant peptide and this differs
from the pathology of AD. It takes on a different pathology that
involves oxidative load induced by misfolded SOD1. Deleterious
oxidation induced by this pathologic SOD1 might be a function of
misfolding which exposes the metal as previously described.
Transmission of the misfolding is conveyed based on healthy
SOD1’s affinity to quench the oxidative load imposed upon the cell
by the misfolded SOD1. The metal is already sequestered in the
SOD1 peptide and subsequently in the aggresome therefore the
signalling for the synthesis of the countering APP and b-amyloid
peptide is not warranted in ALS. This is aligned with the fact that
ALS is not an amyloidogenic disease.
In all cases – ALS, PD and AD – trafficking and proteasome activity serve as a second level of compensation designed to remove the
toxic insoluble proteins. However, if the cell is faced with

additional aberrations associated with trafficking such as TAU
hyperphosphorylation as in AD, removal of the misfolded chelated
b-amyloid peptide fails. In such a case oxidative load increases and
the inflammatory pathway begins its escalatory phase. Cases of the
disease that produce abnormally elevated levels of the aberrant
protein that are not manageable by functional countermeasures
of the cell will also succumb to symptoms of disease pathology.
At any point in the progression of these events such as even a
mild escalation of b-amyloid peptide and a-synuclein, microglia
can be triggered by the aggregates to induce their transformation
[154]. A TREM-2 mutation in the resident microglia in addition
to trafficking aberrations or independent of these trafficking- or
degradation-associated mutations could trigger an exacerbated
inflammatory response [155]. This could occur even to low molecular weight aggregates made up of misfolded SOD1, b-amyloid
peptide or a-synuclein.
Most diseases including our three, AD, ALS and PD, are multigenic. The multigenic model of disease involves multiples of aberrations and stressors which most often include mutations of the
cell’s compensatory systems. Multigenic diseases will require
multi-target approaches to treat them effectively. In the case of
AD, this proposed model points to preventive measures that must
be applied early in the preclinical phase to prevent neuron damage
and apoptosis. In the context of the proposed new AD paradigm
this cannot involve inhibition of BACE1 (as currently targeted) to
thwart the very system that is protecting the cell. Research already
shows that BACE1 inhibition can result in neurological deficits
[156]. In addition, this preclinical phase can be as lengthy as
twenty years as cited. This provides an expansive window where
long term persistence with the right intervention protocol might
prove fruitful. Metal chelation may be a central feature of the
treatment.
In the case of AD, ALS and PD we may have some common
nodes to consider such as TREM-2 restoration or compensation if
TREM-2 mutation is evident; NF-kappa-B inhibition to inhibit IL1 or to compensate for TREM-2 mutation; and/or direct IL-1 inhibition. We can also consider a chelation approach to sequester free
transition metals if these toxic metals exist in concentrations that
are contributing to pathogenesis. Research using animal models
can be designed to test these targets as a combined therapy. In
vitro and subsequent in vivo research has already been designed
at our lab to test the proposed new Cavaleri AD paradigm.
Drugs like Anakinra are shown to improve symptoms rising out
of auto-inflammatory mechanisms [157,133]. Inhibition of IL-1 by
Anakinra is also shown to inhibit systemic evolution of disease
pathology via indirect IL-6 inhibition [158]. Such strategies may
not resolve the genetic source of the inflammatory response or
the underlying pathogenesis of the neurodegenerative disease
but it may prove to down-regulate inflammasome dysregulation
that can arise from poorly regulated inflammation due to mutations in TREM-2 or poorly managed intracellular oxidation.
Inhibition of NF-kappa-B can serve well to mitigate escalation of
disease at the point of inflammasome assembly and innate
immune system initialization either instead of or in combination
with direct IL-1 inhibition. A drug in current study at UBC’s Brain
Research Center has shown promise as a role player in such preventive and even therapeutic programs. This is due to the drug’s
pleiotropic pharmacology including a propensity to mitigate NFkappa-B transactivation; chelate transition metals; serve as a
potent antioxidant (reducing agent); and activate endogenous
antioxidant generation through Nrf2 transactivation. We are currently testing these activities in the context of our proposed new
AD paradigm.
This current research (unpublished) is also pointing to cell-type
specific activity by this potentially therapeutic agent not before
identified; activity conducive to preserving non-macrophage cell
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function by down-regulating genomic events related to prolonged
inflammation that can be deleterious to the neuron. However, the
pharmacology is shown to concurrently support basal NF-kappa-B
activity and inflammatory events leading to macrophage (including microglia) polarization; supportive of effective immune
response for debridement, scavenging and tissue protection and
restoration. This pharmacology can play a significant role in antiinflammatory applications including targeting amyloidogenic, neuroinflammatory and neurodegenerative diseases like AD.
Sex-hormones as we have seen, have also shown promise in the
up-regulation of TREM-2 and IL-10 and this may serve the therapeutic model as part of the multidrug program to reduce the rate
in which these multigenic diseases might advance. Research does,
in fact, indicate a lower risk for AD with hormone (estrogen)
replacement therapy (HRT) in older women [159]. Research also
indicates maintenance in hippocampal volume in women applying
HRT but whether this translates into preserved cognitive capacity
is uncertain [160]. Research shows estrogens to confer neuroprotection by astrocyte regulation [161] in models of multiple sclerosis. Estrogens are shown to directly suppress b-amyloid signalling
into the nucleus and in this way may be playing a positive role in
amyloid management [6]. Estrogens are also shown to decrease the
risk for AD and it may likely be due to facilitation of microglia
phagocytosis and degradation of amyloid protein [162].
However, it must be noted, on the other hand, other studies
point to a weak conclusion that estrogens possibly contribute deleterious effects due to the fact that autoimmune diseases manifest
with higher frequency in women. In multiple sclerosis, for
instance, where autoimmunity is definitively involved in the
pathology it is shown that testosterone therapy may play a role
in slowing down progression. Pilot studies are revealing promising
results although it’s too early to make conclusions about neuropathologies that are as complex as these [163,164].
However, it is commonly understood that neurons have androgen receptors that play roles in neuron development; specifically
in axon and white matter development [165]. Testosterone is
shown to have neuroprotective effects in motorneurons [166]. This
protection may be a function of its capacity to preserve excitatory
transmission and myelin integrity [167]. Studies targeting the neuron androgen receptor as a treatment strategy for demyelinating
diseases such as multiple sclerosis have shown promising results
[168].
It’s possible that the increased prevalence of multiple sclerosis
in women predisposed due to other factors of the multigenic disease is a function of protective estrogen deficits as menopause
approaches and ensues. Estrogen deficits associated with menstrual cycle changes are also shown to exacerbate symptoms of
multiple sclerosis [169]. Sex hormone reduction in males takes
on a very different pattern. Nevertheless, estrogen with progestin
therapy may be a viable inclusion in the treatment of neurological
diseases for women with testosterone therapy accompanied by
dehydrotestosterone inhibition to play a role as part of the male
therapeutic arsenal.
Applied in the early stages (early in the preclinical phase of the
disease), such regulation of inflammatory cytokines and endocrine
restoration may slow the transformation of microglia from their
disease propagating state; and empower them to function as
designed. The treatment of multigenic diseases such as these three
will require case specific evaluation to determine precise genetic
factors contributing to the pathology and the establishment of
gene-specific therapies or mutation-specific treatment with multiple drugs that address the multigenic condition.
IL-1 is implicated as a mediator of dopaminergic cell death in
PD [170]; as we’ve seen it plays a role in AD; and it is generally
understood to be a factor in localized inflammation that starts in
motion systemic acute phase response. Anakinra is a potent IL-1
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receptor antagonist [171] that crosses the BBB to reach cerebrovascular and spinal fluid concentrations that are therapeutic [172–
174]. It is understood that steroid hormones readily cross the
BBB via protein-bound or protein-mediated transport [175].
The therapeutic agent (NF-kappa-B inhibitor) we are currently
investigating at the Brain Research Center may fit as a component
of this common therapeutic foundation as well. Its full potential to
cross the BBB is also in the process of being confirmed while we
confirm other properties that are conducive to its role in this common therapeutic foundation.
Based on our review and the expansion of the new AD paradigm, it will likely be found that future treatment strategies for
these three diseases – AD, ALS and PD and even other neurodegenerative diseases – may be comprised of a group of drugs that form a
common treatment foundation. These may even include our three
described – sex-steroid hormones, IL-1 inhibition and NF-kappa-B
inhibition. It may include transition metal chelation as part of this
common therapeutic foundation and for PD and AD an added component that transactivates Nrf2. The investigation of this and other
common therapeutic drug foundations and their potential in AD,
ALS and PD will be furthered in our own work one drug at a time.
Our primary work is currently being executed in the context of the
new AD paradigm to further define the disease model and the
potential of a drug therapy.
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