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Abstract: Alzheimer’s disease (hereafter: AD) is an irreversible, slowly progressive disease of the brain, most often
categorized under the umbrella term ‘neurodegeneration’. It is said to be a progressive disease in a sense that the symptoms
associated with AD, the most common one being difficulty in remembering recent events, kick in steadily with the symptoms
getting worse as time goes on, leading to the demise of affected person as they eventually lose their bodily functions. Other
symptoms associated with AD include language problems, mood swings and disorientation. This report seeks to address the
history, current as well as the future state of AD by taking into consideration the probable causes and preventive mechanisms
together with the treatment methods.
Keywords: Alzheimer’s Disease, Neurodegeneration, Causes, Preventive Mechanism, Treatment Methods, Mood Swings,
Disorientation

1. Introduction
AD is the most common cause of dementia (usually 7080% of all dementia cases) which usually affects people in
their mid sixties. Statistics in 2015 indicated that the number
of people with dementia related cases was about 47.47
million. AD and other dementia related cases are thought to
be more prevalent in Europe with the Asian and African
continent being the least common. However the cases in Asia
and Africa seem to be on the rise when recent figures were
compared to those compiled in 2009 (i.e. there was an
increase of fourfold in both continents). In the United States
of America (hereafter: USA), the present number of people
believed to have AD stands at 5.4 million. Those at or over
the ages of 65 are presumed to be 5.2 million. More so, it is
estimated that in the USA, 37 percent of people over the ages
of 87 have AD, between the ages of 75 and 84 is 44 percent,
15 percent corresponds to those within the 65 to 74 age group
with 4 percent of the people who have AD below the age of
65 [1, 24, 86]. In the United Kingdom, more than 50 percent
of all dementia sufferers have AD, the number postulated to
be more than 520,000 people [82]. It is presently the sixth
leading cause of death in the USA and the fifth of people at

or over the age of 65, killing about 72,914 people in 2006
and 84,767 in 2013 [1, 7, 86]. Some scientists do consider
AD to be one of the greatest medical mysteries, and still is,
for the fact being that, the pathophysiological concept as well
as the diagnostic paradigm in relation to the disease has not
been well understood. In other words, the pathogenesis of
AD is intricate and as such is difficult to pinpoint to an
unambiguous biomarkers, this making AS diagnosis very
challenging. In view of this, the difficult treatment methods
currently available are inefficacious, though expensive. All
these challenges compounded pose a great problem not only
to the family of affected people and the society but also in the
field of epidemiology [85–86].
Usually, AD is confused with dementia. Whereas AD is a
disease, dementia on the other hand is not a disease.
Dementia generally is an umbrella word for a group of
symptoms, the most eminent ones being impaired memory
and thinking, that interferes with a person’s ability to do
normal things which they were previously able to do without
any difficulty such as eating. Take a patient with swollen legs
and feet for instance. Clearly one can see the bulging of the
legs and feet. Now swelling arises as a result of a build up of
fluids. The build up of these fluids can be linked to several
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causes such as medications, allergic reactions, blood clot,
pregnancy or even poor nutrition [3]. In the same manner, a
person who has dementia does exhibit symptoms indicating
there is something wrong with their brain, but the particular
cause of those changes happening in their brain is unknown.
Another major difference between AD and dementia is that
AD, as stated earlier on, is irreversible, however some forms

of dementia such as thyroid conditions, vitamin deficiencies
and drug interactions are actually reversible, leading to an
affected person regaining their normal functions when the
problems are identified and treated. Other common causes of
dementia are Huntington’s disease, Parkinson’s disease,
Wernicke-Korsakoff Syndrome, Creutzfeldt-Jakob disease
and Normal Pressure Hydrocephalus [4–5].

Figure 1. Some symptoms associated with AD.

Figure 2. Pictorial representation of the other forms of dementia.
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Mixed dementia has to do with when an affected dementia
individual has more than one type of the different forms of
dementia. It can be AD and Down’s Syndrome or Vascular
dementia and Lewy bodies dementia. However, the most
common mixed dementia is thought to be AD and Vascular
dementia. Vascular dementia has to do with the hindrance of
oxygen and vital nutrients to the brain cells due to an
obstruction in the blood flow to the brain cells, thereby
leading to deterioration in the thinking skills of the affected
person. As there is more than one disease at play in mixed
dementia, the symptoms associated are also heterogeneous. It
is estimated that about 10 percent of affected dementia
individuals have mixed dementia [82–83].
There are variations with regards to the life expectancy
following the diagnosis of AD. This can be between 3 and 10
years, depending on the age of the patient. Patients at the age
of 80 or older die within 3 to 4 years following diagnosis.
Younger patients can however live up to 10 years or even
more after they have been diagnosed with the disease [6].
AD can be categorized into two forms based on the
commencement of symptoms: Early onset Alzheimer’s and
Late onset Alzheimer’s. Early onset Alzheimer’s has to do
with when people under the age of 65, most uncommonly in
their 30’s and 40’s but prevalently in their 50’s, begin to
show symptoms of AD. About 5 percent of all AD cases in
the USA are early onset Alzheimer’s. Whilst the cause of
early onset is presently unknown, some studies have
attributed it to the fact that should a parent develop
Alzheimer’s at a younger age, then there is a high possibility
that the child is likely to develop the early onset Alzheimer’s
as he or she will inherit the genes from the parent in an
autosomal dominant fashion, hence Familial Early Onset
Alzheimer’s. In addition, the causative genes APP, PSEN1
and PSEN2 have also been connected to early onset
Alzheimer’s. Mutations in the PSEN1 gene have been found
to account for 30 – 70 percent of early onset Alzheimer’s. On
the other hand, mutations in the PSEN2 gene have been
found to make up less than 5 percent of the early onset
Alzheimer’s with mutations in the APP gene amounting to
between 10 and 15 percent of early onset Alzheimer’s. The
mutations in these three genes instigate the disintegration of
APP, which in turn forms the amyloid plaques, a distinctive
feature of AD. More so these mutations can be detected
through sequence analysis [69–70].
The late onset Alzheimer’s is the emergence of AD
symptoms in people over the ages of 65. Research papers
have linked the gene, APOE-4, on chromosome 19 to late
onset Alzheimer’s and have been found to account for about
30 percent of the late onset Alzheimer’s. The late onset
Alzheimer’s, unlike the early onset Alzheimer’s, has no ties
to family history and as such no scientific paper has
postulated the fact that an inherited genetic material from
parent has led to the cause of it. Interestingly, the link of the
APOE-4 gene to late onset Alzheimer’s has been found to be
endemic to the white population. In the non-white population
like the Arabs and blacks however, and to the best of our

3

knowledge, there has not been any presently established link
between this gene to late onset Alzheimer’s [71].
Interestingly, there are individuals who do have AD
together with the formation of plaques and tangles but in
their case, memory loss happens not to be the preliminary
symptom experienced along with the fact that the
hippocampal region of the brain is also not the first to be
affected. This type is known as the Atypical AD. The atypical
AD makes up to about 5 percent of late onset AD with the
figure being higher in the early onset AD as it is prevalent,
accounting for about one-third of all cases [82].
The three forms of atypical AD are Logopenic aphasia,
Frontal variant AD and Posterior cortical atrophy (hereafter:
PCA). The logopenic aphasia has to do with the affected
individual’s speech, both in the process of making as well as
understanding, being impeded. This is as a result of the left
side of their brain, which deals with language being affected.
With the frontal variant AD, the region of the brain affected
is the frontal lobe. The frontal lobe helps in the planning and
decision making of an individual. As such when affected,
these functions are severely compromised [82].
In PCA however, also known as the Benson’s Syndrome,
an affected individual labor in discerning objects, reading,
walking on rough grounds as well as using stairs and
escalators along with blurred vision. This is because the
affected area of the brain, which is the occipital lobe
specifically the Brodmann’s area 17, the occipito-parietal
cortex and the occipito-temporal cortex, is responsible for the
identification and processing of visual images along with
spatial awareness. Whereas the occipito-parietal cortex deals
with the “where” part in vision, the occipito-temporal
handles the “what” part. PCA is deemed to account for 4
percent of all dementia cases and 5 percent of all AD cases
[82, 84].

2. Phases of AD
AD on the whole has 7 stages. Stage 1 is the state of no
reported impairment or abnormality, be it physical or mental.
The individual continues to exhibit normal life behavior,
going about their normal daily routine. At this stage, only a
PET Scan can detect whether or not the individual has
Alzheimer’s [26, 72].
Stage 2 is where minimal impairment begins to crop up
with a distinct example being forgetfulness. At this stage, the
individual fails to recall normal and simple acts such as a
word or the whereabouts of objects such as pens, pencils and
keys put away not long ago [26, 73].
Then the changes in the individual, such as thinking and
reasoning become lucid. At this stage, for example, the
individual fails to retain memory of reading done or names of
people a moment ago. This is the Mild Cognitive Impairment
stage, which is stage 3 and can last anywhere between 3 and
7 years [26, 72]. The number of people over the age of 65
having Mild Cognitive Impairment is estimated to be
between 15 and 20 percent. It is postulated that 32 percent of
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individuals with Mild Cognitive Impairment develop AD
within the space of 5 years [86].
In the stage 4 of the disease, which is the Mild
Alzheimer’s, the individual’s short memory is impeded and
as such begins to forget details about themselves as well as
the current season. More so their ability to cook meals is
hindered together with their inability to carryout out simple
abstracts such as enumerating backwards from 100 within a
space of 7 seconds. Mild Alzheimer’s time span is about 2
years [26, 72–73].
Moderate AD, which can last for about anywhere between
1 and 2 years, is stage 5. It is at this stage the individual
begins to lose track of time as well as some personal details
such as date of birth and contact number. Their clothe choice
for the season is also hampered in a sense that they might
select summer clothes for winter outing and vice versa.
However, their recollection of family member’s names as
well as their ability to eat, bath and use the toilet is done with
ease [26, 73].
With stage 6 of AD, which is Moderately Severe AD, the
individual cognitive skills begin to be grievously
exacerbated. The individual owing to the fact that they are
mostly puzzled about their immediate ambience needs round
the clock supervision. Moreover, their ability to use the toilet,
bath, recall either personal history or faces is profoundly
impaired. Furthermore, individuals at this stage of the disease
tend to gallivant repeatedly. There is also the experience of
acute changes in behavioral and personality traits such as
delusions, paranoia and hallucinations. Moderate Severe AD
can last for about 2 and half years [26, 72–73].
Severe dementia is stage 7 of AD. At this stage of the
disease, the individual is unable to make conversations on
account of the fact that their speech recognition is severely
impaired. Individuals are succored with movements,
especially eating, walking and sitting together with the
motion of the head. Swallowing becomes very difficult for
the individual during the latter part of stage 7 [26, 73].

3. The History of AD
The AD was named after the German physician, Dr. Alois
Alzheimer, who first detailed the disease in 1906. In Dr.
Alzheimer’s biography, he was described as being an
obsessive caring and dedicated doctor and scientist whose
main aim was to find an unimpeachable connection regarding
the clinical variations and pathology of a dementia brain
examined during autopsy [1]. Prior to Dr. Alzheimer’s first
reported case, AD was referred to as ‘senile dementia’ with
the description as a state of psychological incompetence. In
the late 19th century, the word ‘dementia’ was perceived as an
irreversible disorder of intellectual functions such as memory
in the elderly [8].
Dr. Alzheimer’s first documented AD patient was a 55year-old woman by name, Auguste Deter, who had been
admitted to the state asylum in Frankfurt. Her symptoms
began at the age of 51 and included a rapid decline in
memory, paranoid delusions hallucinations and other

aggravated psychological changes. During Dr. Alzheimer’s
first encounter with Auguste Deter, his first question to her
was “what are you eating?” At that time Auguste had just
finished her lunch that comprised of cauliflower and pork. To
the question Dr. Alzheimer’s posed, Auguste response was
“Spinach”. At that moment she began to gnaw the meat and
so the follow up question was “what are you eating now?”
And Auguste reply was “I eat the potatoes first, followed by
the horseradish” [1].
On 2nd April 1906, about four and half years following the
onset of the symptoms, Auguste Deter died and her brain was
sent to Dr. Alzheimer, who at that time had moved to the
Munich Medical School to work with German psychiatrist,
Dr. Emil Kraepelin. It was Dr. Emil Kraepelin, who invented
the name “Alzheimer’s disease” in the eighth edition of his
book, Psychiatrie [9]. In order to visualize the presence of
neurons, Dr. Alzheimer employed the silver staining
technique to perform the autopsy on Auguste Deter’s brain.
Noble prize winners Camillo Golgi and Santiago Ramon y
Cajal designed this technique. Camillo Golgi, an Italian
neurologist was the first to design the technique with
Santiago Ramon, also a neurologist from Spain, doing the
modifications of the technique. It was during the autopsy that
he found what was later to be referred to as the amyloid
plaques and neurofibrillary tangles and subsequently
excogitated that the lesions might either be the cause or the
effect of the present AD or probably the combination of both
[1, 57].
Ensuing from the first reported and published findings by
Dr. Alzheimer, quite a number of developments have taken
place. These developments can be categorized into 5 main
groups. The ‘first discovery’ of the disease was between the
years 1906 and 1960. The ‘modern era’ between 1970 and
1979, which is followed by the ‘awareness’ of the disease in
the 1980’s. As the disease started getting attention,
‘treatments methods’ began to crop up. The current era is
what is termed as the ‘progress and hope’ of the disease [11].
3.1. The Discovery Era (1906 – 1960’s)
Succeeding the first reported case by Dr. Alois Alzheimer
was the invention of the electronic microscope in 1931 by
Max Knoll and Ernest Ruska, both Germans. The invention
of the electronic microscope allowed scientists to study the
brain cells in more detail [11].
Noble prizewinners, Henry Dale and Otto Loewi in 1936
singled out the neurotransmitter, acetylcholine, as having a
link to AD. This was the first neurotransmitter to be
connected to the disease leading to the birth of the
cholinergic hypothesis, which states that the cause of AD is
as a result of decreased acetylcholine in the brain [12].
In 1968, the first validated measurement scale for
evaluating the cognitive and functional decline in older
adults was developed, thereby enabling researchers to find
the connection between the level of measured impairment of
the brain, the number of brain lesions and the volume of
damaged tissues [11].
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3.2. The Modern Research Era (1970 – 1979)
This started with the establishment of the National
Institute on Aging on 7th October 1974. It is currently the
primary federal agency that supports Alzheimer’s research. In
his editorial published in the Archives of Neurology, Dr.
Robert Katzman, a neurologist, pinpointed AD as the most
common cause of dementia and poses a big challenge on
public health [11]. The tau protein, which is one of the prime
suspects in AD, was discovered around this era, specifically
in 1975, by American cell biologist, Marc W. Kirschner [59].
3.3. The Awareness Era (1980 – 1989)
Ensuing from the modern research era was the formation
of the Alzheimer’s Association on 10th April 1980, which had
its core objective centered on the care, support and research
for AD. The increase in AD awareness led to the designation
of National Alzheimer’s Disease month on 1st November
1983 [11].
On March 1984, George Glenner and Cai’ne Wong
identified the main component of Alzheimer’s brain plaques
called the beta-amyloid, which also happens to be the chief
suspect in causing the nerve cell damage. Twenty-two
months later, on 14th January 1986, the tau protein was
identified as the key component of tangles in AD. This was
the second telltale sign regarding the pathology of the AD
and like the beta-amyloid, was also responsible for the nerve
cell degeneration. One year later, the first gene associated
with AD was singled out. The gene, Amyloid-beta Precursor
Protein (APP), was spotted on chromosome 21. The
alteration of the APP gene leads to the production of the
neurotoxins, amyloid beta peptide, which is suspected to be
one of the main causes of AD [11].
7th May 1987 saw the first Alzheimer’s drug trial, Tacrine,
marketed under the trade name, Cognex, by the WarnerLambert Pharmaceutical Company. This pharmaceutical
company is presently known as Pfizer [11].
3.4. The Emergence of Treatment Era (1990 – 1996)
Following successful clinical trial, Tacrine was approved
for use by the Food and Drug Administration (hereafter:
FDA) on 24th March 1993. The drug particularly targeted the
memory and thinking symptoms associated with the disease.
However, it had a dose limiting side effects that included
diarrhea, nausea, vomiting, abdominal discomfort, dizziness,
headache, anxiety, blurred vision, dry mouth and insomnia.
All these side effects were the typical symptoms of
cholinergic stimulation. As such, on 24th May 2012 the use of
Tacrine was discontinued in USA by virtue of these safety
concerns (as it had the potential to damage the liver) coupled
with the availability of other acetylcholinesterase inhibitors
[11, 13, 14, 15, 68].
Former USA President, Ronald Wilson Reagan on 5th
November 1994 disclosed his diagnosis with AD to the
public. Prior to his disclosure, the Alzheimer’s Disease
International, on 21st September 1994 launched the first
World Alzheimer’s Day [11].
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In 1995, the first transgenic mouse model with an
Alzheimer’s-like brain pathology was developed by inserting
it with the APP gene. 1996 saw the second Alzheimer’s drug,
Donepezil, under the brand name Aricept, approved by FDA,
and in 1999 published results showed that plaques and other
brain changes associated with AD were inhibited when the
transgenic “Alzheimer’s” mice was injected with the
amyloid, thus the birth of the first successful Alzheimer’s
vaccination in mice [11].
3.5. The Era of Progress and Hope (2000 – Present)
Between the years 2000 and 2014, the FDA approved five
medications for the treatment of AD. These are Rivastigmine
(brand name: Exelon, 2000), Galantamine (brand name:
Razadyne, 2001), Memantine (brand name: Namenda, 2013),
and Donepezil and Memantine (brand name: Namzaric,
2014) [31].
The Alzheimer’s Association in partnership with the
National Institute on Aging, in 2003, launched a genetic
study to collect blood samples from people who had a history
of the development of AD later in life in their family. This
was done so as to unearth other genes associated with the
disease. Various launches have subsequently taken place,
including Alzheimer’s Disease Neuroimaging Initiative
(2004), The Alzheimer’s and Dementia Journal (2005), the
Healthy Brain Initiative (2008), The Alzheimer’s Clinical
Database (2010), The Alzheimer’s Association Trial Match
(2010) and the first major clinical trial for the prevention of
Alzheimer’s Disease (2012) [11].
In 2013, the International Genomics of Alzheimer’s project
researchers revealed 20 genetic variations having a
correlation with an increased risk for AD. Out of these
twenty variations, there were eleven new genetic variations
that had not been previously connected to AD [11].

4. The Present State of AD
So what is currently known about AD with regards to the
cause and the treatment methods available? The three
prominent areas being researched heavily today by scientists
have to do with the two chief prime suspects of AD, the tau
protein, and the beta amyloid precursor protein, along with
the genetic variations associated with the disease.
4.1. The Tau Protein
Every human being has an exuberant amount of tau protein
in the neurons of their central nervous system and less
common in the oligodendrocytes and astrocytes of the central
nervous system [16]. The tau protein is made following the
instructions provided by the Microtubule Associated Protein
Tau gene located on chromosome 17. The tau protein,
predominantly active in the distal portions of the axons,
provides stability and flexibility to the microtubules.
Microtubules, aside aiding in the maintenance of shape, also
play a fundamental role in cell division along with transport
of materials within the cell [17, 60].
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Figure 3. A picture illustrating the difference between a healthy and a diseased neuron. The tau protein in the healthy neuron as seen in the picture is holding
the microtubules together, thereby stabilizing them. The opposite is seen in the diseased neuron [66].

The tau protein is able to control the stability of the
microtubules through isoforms and phosphorylation.
Generally, the adult brain has 6 tau isoforms, which differ
from each other in length from 352 to 441 amino acids as
well as by the number of their binding domains. Three of the
six isoforms, which are the shortest isoforms in the central
nervous system comprise of three repeated sections (i.e. R1,
R3, R4) when bound to the microtubule domain, whereas the
other three, the longest isoforms consist of four repeated
sections (i.e. R1, R2, R3, R4) when bound to the microtubule
domain [17, 60].
The tau protein undergoes different kinds of modifications
after translation. The prevalent ones are the phosphorylation
of serine, threonine and tyrosine. The phosphorylation of tau
takes place at 79 sites in the central nervous system. Some of
these phosphorylation sites are Thr39, Ser198, Thr205Pro,
Ser262, Ser324, Ser352, Ser396Pro, Ser416 and Thr231Pro
[131, 132]. The different kinases such as Glycogen Synthase
Kinase 3 (GSK-3), Protein Kinase C and Protein Kinase N1,
as well as phosphatases such as protein phosphatases 1, 2A
and 2B regulate the phosphorylation of tau [131, 20]. Once
these kinases are activated, they result in the disruption of the

microtubule organization [20]. A couple of research papers
have attributed the formation of neurofibrillary tangles being
caused by the hyper-phosphorylation of the tau protein [21].
More so, other studies have suggested that the activation of
caspases and cleavage of tau in the brain of patients suffering
from Alzheimer’s disease may proceed to the formation of
neurofibrillary tangles [132]. As the disease progresses, there
is an aggravation in not only neural loss, but also the number
of neurofibrillary tangles [23]. The hyper-phosphorylation of
the tau protein has also been connected to peroxynitrites in
some cases [21]. This peroxynitrites oxidates the receptors,
tyrosine kinase and G-protein coupled, thereby inhibiting the
activation of the Glycogen Synthase Kinase 3 enzyme by the
protein kinase B and protein kinase C. The enzyme,
Glycogen Synthase Kinase 3, quintessentially prevents the
hyper-phosphorylation of the tau protein. Interestingly, an
examination of an Alzheimer’s brain has revealed some form
of hyper-phosphorylation of all the six isoforms of the tau
protein taken place [58–60]. The hampering of tau
dephosphorylation has been associated with hydroxynonenal,
a compound that arises from the lipid oxidation of
arachidonic acid [133].

Figure 4. The Tau Protein Hypothesis [60].
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4.2. The Amyloid-Beta Precursor Protein
The amyloid-beta precursor protein, found in several
tissues and organs such as the brain and the spinal cord, is
made following the instructions provided by the APP gene.
The APP gene, located on chromosome 21, is one of the 23
pairs of chromosomes found in the human body and also
happens to be the smallest human chromosome.
Chromosome 21 accounts for about 45 million base pairs,
constituting to about 1.5 to 2 percent of the total DNA in the
cells. Although the entire crystal structure of APP continues
to be elusive, certain domains have been identified in its
sequence. The APP has an extracellular section as well as the
intracellular section. The extracellular section, which is the
larger one between the two, is made up of the E1 and E2
domains along with an acidic domain linking these two
domains. In the E1 domain is the growth factor-like domain
together with the copper-binding domain. Researchers have
elucidated these two domains successfully. Between the
acidic and E2 domain lies a protease inhibitor region. There
is also the alpha-beta region section within the APP. It is the
mutations taking place within this region of the APP gene
that has been found to lead to aberrant production of the
amyloid-beta theorized to possibly be one of the primary
causes of AD and has been found to be responsible for about
10 percent of all early-onset AD. During the mutation of the
APP gene, the amino acid Valine in the amyloid precursor
protein is replaced with amino acid isoleucine. When that
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happens, there is an increased production of the amyloid β
peptide. The mutation also leads to the production of a
slightly longer and stickier form of the peptide. Upon the
amyloid protein being released from the cell, they
conglomerate in the brain and eventually form the amyloid
plaques. These amyloid plaques lead to the death of the brain
cells, which is a characteristic feature of AD. Fascinatingly,
there is thought to be a protection mutation, A673T, which
also takes place within the APP gene. Albeit, the A673T
mutation regarding the toxicity enervation of the amyloidbeta is not apparent, it has however been shown to curtail not
only the build-up of the amyloid-beta by 40 percent but also
has the tendency to recede the amyloid-beta aggregation in
vitro. Should this result be successfully translated into the
human brain, it is postulated to result in the reduction of
amyloid-beta in individuals having the A673T mutation by
20 percent. In spite of the fact that the main function of the
amyloid precursor protein still remains inconclusive, it has
been suggested that it might have a role to play in the
regulation of neural plasticity and synapse formation as well
as impairment of the blood vessel function [10, 19, 32, 90–
93]. Protein phosphatase 2A has been reported to result in tau
phosphorylation following it being down–regulated by the
amyloid beta. Protein phosphatase 2A is one of the
phosphatases involved in the regulation of tau
phosphorylation [129].

Figure 5. A Positron Emission Tomography scan showing the spread of tau and beta amyloid protein in the brain of three different people: Normal older adult
with low amyloid protein and tau, Normal older adult with high amyloid protein and tau and an AD patient with high amyloid and tau. The blue color
indicates a low accumulation of amyloid and tau whereas the orange-reddish colour indicates high levels of amyloid and tau accumulation [67]

4.3. The Genetic Variation
The other three genes, bar APP genes, associated with AD

are Presenilin 1 gene (hereafter: PSEN1), Presenilin 2 gene
(hereafter: PSEN2) and Apolipoprotein E gene (hereafter:
APOE) [33].
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4.3.1. The PSEN1 Gene
The protein, Presenilin 1, is made following the
instructions supplied by the PSEN1 gene. The presenilin 1
protein is a subunit of the gamma secretase complex. Studies
show that the gamma secretase complex is responsible for the
processing of the Amyloid Precursor Protein. This process
involves cutting the Amyloid Precursor Protein into minor
peptides, with one prime example being the Soluble Amyloid
Precursor Protein. The early-onset AD is associated with the
mutation of the PSEN1 gene. The gene mutation of the
PSEN1 results in the modulation of the DNA nucleotides of
the marked segment of the PSEN1 gene, eventually leading
to the aberrant production of the presenilin 1 protein.
Subsequently, an erroneous presenilin 1 meddle with the
gamma secretase complex function, which further disorders
the Amyloid Precursor Protein process, thereby leading to the
abnormal production of amyloid plaques in the brain [46].
Fascinatingly, studies have also shown that the absence of
the PSEN1 gene has no effect on the cleaving process of
alpha and beta secretase of the extracellular domain of APP.
However, its absence does prevent the cleavage of the
transmembrane domain of APP by gamma secretase. This
further leads to the accumulation of carboxyl-terminal
fragments of APP. Furthermore, the production of amyloid
peptide drops by 5 folds. A mutation in the PSEN1 gene
causes an inhibition of PSEN1 activity and is a potential
target for anti-amyloidogenic therapy in Alzheimer's disease
[109]. The PSEN 1 has also been delineated to trigger
phosphoinositide
3–kinase.
The
triggering
of
phosphoinositide 3–kinase renders GSK-3 inactive. GSK-3
discussed earlier inhibits hyper tau phosphorylation. In view
of this, mutation in PSEN 1 can be surmised to cause
neurofibrillary tangles as well as microtubule destabilization
[130].
4.3.2. The PSEN2 Gene
Whereas the PSEN1 gene mutation accounts for about 10
percent or less of all early onset AD, the PSEN2 mutation on
the other hand accounts for about 5 percent or less of all
early onset AD [48]. The PSEN2 gene supplies the
information for making presenilin 2 proteins. Presenilin 2
proteins process the proteins that transmit chemical signals
necessary for cell growth and maturation. Currently the two
mutations of the PSEN2 attributed to AD has to do with the
alteration in the amino acids used in making the PSEN2 [47].
The first mutation has to do with amino acid isoleucine
displacing the amino acid asparagine whereas the in the
second mutation, the amino acid methionine is replaced by
amino acid Valine. These two mutations results in the over
production of the amyloid beta precursor protein that
eventually forms the amyloid plaques in the brain [47].
4.3.3. The APOE Gene
The APOE gene makes the apolipoprotein E protein. This
protein together with fat forms the lipoprotein, which is
responsible for the removal of cholesterol from the
bloodstream, thereby preventing cardiovascular diseases such
as heart attack and stroke. The APOE gene comes in three

versions, or what scientists call allele. An allele is basically
an alternating form of the same gene. The three versions of
the APOE gene are APOE-ε2, APOE-ε3 and APOE-ε4 with
the APOE-ε3 being the most inherited version by humans.
Although the role of APOE-ε4 in connection to AD has not
been well understood, studies have suggested about 40 to 80
percent of people with AD carry at least one copy of the
APOE-ε4 allele, with those carrying two copies of the
APOE-ε4 allele even at a higher risk of developing the
disease. Despite the fact that 40-65 percent of patients
suffering from Alzheimer's disease have at least one copy of
the 3 alleles, the presence of APOE-4 is not determinant of
the disease. Conversely, some people who lack APOE-4
genes develop Alzheimer’s [94]. Tests for the presence of
APOE gene can only predict the amount of risk the patient is
at for developing the disease. However test results are not
enough for a doctor to make recommendations to a patient to
undergo specific treatment for AD [95]. Patients with two
APOE-4 alleles are at a risk of up to 20 times to be affected
with Alzheimer's.
Among APOE-4 carriers, another gene, GAB2, is thought
to further influence the risk of getting AD [96].
There is also evidence that the APOE-2 allele may serve a
protective role in AD. At an early age, people with the
genotype APOE 4,4 are at the highest risk of developing AD.
Although patients with the APOE 3,4 genotype are at an
increased risk, they aren't as much as compared to those
homozygous for APOE 4. The APOE 3,3 genotype is
considered at normal risk for Alzheimer's disease. The
genotype APOE 2,3 is considered at less risk for Alzheimer's
disease. People with both a copy of the 2 allele and the 4
allele, i.e. APOE 2,4, are at normal risk similar to the APOE
3,3 genotype [97].
The APOE-ε4 allele, likewise the PSEN1 and PSEN2
genes also play a role in the formation of the amyloid plaques
in the brain tissues of people affected with the disease [48,
49].
As at 2010, there were 695 genes associated with AD as
published on Alzforum. In addition, the strongly related
genes, as at April 2011, linked to AD based on their P-value
(i.e. statistically significant) were APOE–2, 3,4, BIN1, CLU,
ABCA7, CR1, PICALM, MS4A6A, CD33, MS4A4E and
CD2AP [2].
Table 1. The frequency of the APOE gene [122].
Allele
E2
E3
E4
E2/E2
E2/E3
E2/E4
E3/E3
E3/E4
E4/E4

Frequency
0.04
0.58
0.38
0.003
0.046
0.026
0.343
0.434
0.148

The high risked genes associated with AD
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Table 2. Tabulated high risked genes of AD [32, 46–48, 123-128].
Gene
PSEN1
PSEN2
APP
APOE
B1N1
CLU
ABCA7
CR1
PICALM
MS4A6A
CD33
MS4A4E
CD2AP

Location
14q24.2
1q42.13
21q21.3
19q13.32
2q14.3
8p21.1
19p13.3
1q32.2
11q14.2
11q12.2
19q13.41
11q12.2
6p12.3

Causative/Susceptibility
Causative
Causative
Causative
Susceptibility
Susceptibility
Susceptibility
Susceptibility
Susceptibility
Susceptibility
Susceptibility
Susceptibility
Susceptibility
Susceptibility

4.4. Environmental Factors Associated with AD
A study in 2004 (Philadelphia) showed that genetics isn't
the only cause of Alzheimer’s disease. Brenda L. Plassman,
PhD, through her studies, showed that identical twins
(genetically same) don't both develop Alzheimer's disease at
the same time.
The ApoE-4 gene isn't the only gene responsible for
Alzheimer's disease. Studies show that APOE-4 alone
increased the risk for Alzheimer’s disease by a factor of 2.83.
When considered along with one’s lifestyle and environment,
the APOE gene increased the risk by a factor of 11.42 [74].
Air pollution also contributes majorly to the deployment of
Alzheimer’s disease. Since ultrafine particulate matter can
cross the cell membrane, it's spread cannot be blocked by the
blood-brain barrier matter has been found in the erythrocytes
of the brains of patients suffering from Alzheimer's [75].
People living in highly polluted areas show distortions in
their blood brain barriers. This could serve as a risk factor for
Alzheimer's disease [76]. Although pollution is one of the
major causes of pollution, people prone to pollution carrying
the ApoE4 gene may be more susceptible to inflammatory
neurodegeneration [77].
Exposure to particulate matter, ozone, diesel exhaust, and
manganese triggers the expression of cytokines, which
results in oxidative stress in the brain [78]. Microglia in the
brain are activated by cytokines, which could cause
neurodegeneration. Elevated cytokines trigger the enzyme
COX2 in the capillary lining of the brain. This produces a
highly
inflammatory
prostaglandin,
PGE2.
This
prostaglandin stimulates amyloid-beta production [77],
forming a bridge between particulate matter and Alzheimer's
disease. Polychlorinated biphenyls (hereafter: PCBs) have
also been found to hinder normal brain development [79].
The mechanisms by which PCBs may cause
neurodegeneration are not well understood. Nonetheless, it
been stated that some PCBs interact with the aryl
hydrocarbon receptor trigger the activity of certain enzymes
that cause oxidative stress along with the production of free
radicals [77].
4.4.1. Lead
Low- level lead exposures can interfere with cognitive
function in children. Extensive evidence also shows that past

9

adult lead exposure in the work setting increases the likelihood
of cognitive impairment [87]. Lead intervenes with visualspatial and visual-motor functions. Individuals who are
exposed to lead show slower language processing speed.
A variety of mechanisms may contribute to lead
neurotoxicity. Lead can cross the blood brain barrier in
various forms. It has the potential to destroy calciumdependent enzymes, neurotransmitter metabolism, synaptic
transmission and plasticity, oxidative phosphorylation,
glucose oxidation, and microtubule synthesis. It can also
cause neural oxidative stress [88]. This leads to the
aggregation of beta-amyloid protein [89]. Studies have
shown that one’s lifestyle in one’s early age predisposes to
adult disease. Fetal rodents when exposed to lead developed
proteins responsible for Alzheimer's disease in their neonatal
life. Interestingly, exposure to lead during old age did not
cause increases in the Alzheimer’s disease–related proteins.
These are popularly known as “amyloid precursor proteins”,
which lead to the production of amyloid-beta [81].
4.4.2. Pesticides
Since many pesticides work through on neurotoxic
pathways, occupational exposure to pesticides increases the
risk for Alzheimer’s disease. Studies show that moderate as
well as high-level pesticide exposure is neurotoxic [80].
4.5. Gender
There seems to be a general consensus that AD affects
more women than men. Though the principal reason as to
why this is so has not been fully explicated, a research study
conducted by the Framingham Heart Study hypothesized that
men over the ages of 65 have lower chance of suffering from
cardiovascular disease than women within the same age
range, thereby leading to men having lower dementia risk
than women. Then there is also the issue of educational
attainment. It is postulated that men in the early part of the
20th century attained a higher educational accomplishment
than women. This will probably mean that their cognitive
usage was more than women, thus having less chance of
getting AD. It is nevertheless yet to be scientifically proven
[86]. Research papers have also attributed that the APOE-4
variant does interact with the primary female sex hormone,
estrogen, and as such could also possibly be the reason as to
why more women suffer from AD than men [86].

5. The AD Pathology
What then really happens in the brain of an AD patient? As
stated earlier, tangles and plaques are formed in an
Alzheimer’s patient’s brain. These tangles and plaques
disrupt the communication of the cells by interfering the
normal function of the brain cells. Consider sitting in an
airplane and looking down to a large city with various
homes, business places, streetlights, libraries, cinema and
schools having its own light bulb and switch. These lights
play an important role in the normal daily activities of the
people in the city. Moreover, from the airplane, one can see
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that the city flow as a result of the lights coming from all
these places: the homes, school and business places. Then all
of a sudden, a fault appears in the circuits of the city’s
electrical power. There is no power to cook food; street lights
are not working and such no driving can take place. School
and business places are being sabotaged by this power break.
In the nutshell, there is inference in the normal daily
activities of the people in the city. Sooner or later, the power
outage incapacitates the once beautiful and vibrant city along
with its people [25]. This is the same scenario that takes
place in AD brain. The human brain has about 100 billion
nerve cells that communicate with each other through
chemicals known as neurotransmitters, performing different
functions such as remembering names of people and places,
planning future events, controlling emotions and making
judgements, be it good or bad, thereby helping in the daily
lives of humans. The neurons represent the lights in the ‘city’
analogy. With time, the neurons in the Alzheimer’s brain are
turned off, thereby interfering with the cell communication
and further resulting in thinking, communication and
remembering problems. More so, the Alzheimer’s brain
tissue is generally shrunk, with the most severe shrinkage
occurring in the hippocampus. The hippocampus, located in
the cerebral cortex, aside being involved in temperature
regulation is also responsible for the formation of memories
[25, 27, 61, 64].

in figure 7 below. Essential materials like food molecules
and cell parts use this railroad track to get to their
destination, the cells, with the tau protein serving as the
maintenance man, keeping the track straight. However, the
formation of neurofibrillary tangles leads to the demise of the
maintenance man, tau protein, this results in the breakdown
of the track which in turn ultimately leads to the death of the
cells as the essential materials needed are no longer able to
use the railroad track to get to their destination [62–63].

Figure 7. The neurofibrillary tangle formation [62].

6. The Cholinergic Hypothesis

Figure 6. The difference between a healthy brain and an AD brain [18].

Despite the issue with the death of neurons along with the
shrinkage of brain tissues not well understood yet, the
neurofibrillary tangles and the amyloid plaques continue to
be the chief suspects with the following being suggested: the
amyloid plaques inhibits the signal activities of the cell,
possibly eliciting inflammation which in turn annihilate the
inhibited cells. The neurofibrillary tangles on the other hand,
has been found to be involved in the destruction of the cell
transport system, which is comprised of proteins. The healthy
human brain can be related to a good railroad track as shown

Deficiencies in cholinergic and excitatory amino acid
neurotransmission have been associated with a weaker in
memory and decline in learning [100]. Biochemical and
pathological studies suggest that the deterioration of
cholinergic neurons in the basal forebrain, and hence the loss
of cholinergic neurotransmission in the cerebral cortex
contributed significantly to the decline of cognitive function
seen in the patients suffering from Alzheimer’s disease [101].
The period between the early 1960’s to mid 80’s was the
“golden age” for study of neurotransmitters. Researches
during this period had successfully discovered and
characterized important neurotransmitters and their receptors.
They further encoded the neurotransmitter systems
underlying specific nervous connections and brain functions
[102]. The intrinsic therapeutic idea behind the studies
related to neurotransmitters was that this knowledge could
guide scientists to develop rational therapeutic disease
approaches targeted at the correction of the neurochemical
alterations in a patient’s brain. This method did enable the
cholinergic hypothesis to gain momentum. The pathological
samples from the cortex and hippocampus of the brains of
Alzheimer’s patients showed a significant decrease in choline
acetyltransferase. Choline acetyl transferase is the enzyme
responsible for the synthesis of acetylcholine [103].
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In the late 80’s, it was reported that cortical choline
acetyltransferase activity experienced a reduction (similar to
the case in Alzheimer's disease patients) in the brain of
patients with inherited Olivopontocerebellar atrophy
(hereafter: OPA). Although there was a drop in the level of
choline acetyltransferase, the patients with inherited OPA did
not suffer from dementia [104].
Scientists suggested that hippocampal enzyme activity was
unchanged in patients with OPA, in the bargain, suggesting a
remarkable involvement of the damage to the cholinergic
septo-hippocampal projection in Alzheimer's disease. In the
recent years due to the availability of diagnosis of early stage
of Alzheimer’s disease, researchers have suggested that there
is no significant decrease in the activity of choline
acetyltransferase [105–106].
Another perspective suggests that the impairment of short
term memory characterizing may be with regards to the
reduction of the entorhinal-hippocampal connection instead
of the alteration of the septo-hippocampal cholinergic system
[107].
Cholinergic hypothesis has travelled a long way and has
also paved a new path for scientists to tread on to explore and
hopefully find the cure of Alzheimer’s disease in the future.

7. The Current Treatment Methods
In spite of being no cure presently for AD, the approved
medications by the FDA as stated earlier on helps in delaying
the degenerative symptoms associated with the disease.
Donepezil, Rivastigmine and Galantamine are all
cholinesterase inhibitors used in the treatment of mild to
moderately severe Alzheimer’s [26]. As mentioned earlier on,
communications within the brain tissue are made possible
with the help of neurotransmitters. Take a person who
recently underwent surgery to amputate their legs. Upon
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recovery, they have to find a way walking and moving from
one place to the other as such require the help of crutches.
Similarly in the brain tissues, the communication from one
cell to the next is by means of an electrical medium.
However the force needed for communication from one cell
to the other is not enough and as such requires extra help.
This is when neurotransmitters come in. The brain employs
various neurotransmitters in performing different functions
and evidently their ineptness is detrimental. The first
neurotransmitter to be tied to AD, acetylcholine, has been
stated in research papers as being severely impeded as
compared to the other neurotransmitters found in the brain.
Acetylcholine most importantly is involved in the memory
and thinking department of the brain [27, 52]. Now, after
helping in the transmission of messages between neurons, the
acetylcholine is annihilated by the enzyme, cholinesterase.
This is to prevent problems such as seizures occurring since
if acetylcholine is not annulled, it will continue to send the
same message over and over again. With AD however, as the
disease continue to gain momentum, the work of the
acetylcholine is hindered bit by bit. This leads to the
introduction of cholinesterase inhibitors. The cholinesterase
inhibitors aim is to avert the destruction of the limited
acetylcholine remaining so as to allow the continuation of
communication between cells. Interestingly, the receptors
that work with acetylcholine also welcome molecules of
nicotine. Hence, the reason why smoking is noted as one of
the probable causative factor in the development of the
disease [27].
The three medications, Donepezil, Rivastigmine and
Galantamine, have the same mode of action, however both
their
pharmacodynamics
and
pharmacokinetics
characteristics vary. Suggested side effects of cholinesterase
inhibitors include nausea, dizziness, anorexia and insomnia
with respect to the drug, patient and the regimen [26, 65].

Table 3. Summarization of Pharmacokinetics and Pharmacodynamics properties of the Cholinesterase Inhibitors [26, 65].
Enzymes impeded
Enzyme Impediment mechanism
Half-life (mins)
Bioavailability
Plasma Protein Binding
Dosage (mg/day)

Donepezil
Acetylcholinesterase
Uncompetitive Reversible
Between 3000 and 4800
100%
About 96%
Between 5 and 10

Rivastigmine
Acetylcholinesterase and Butyrylcholinesterase
Uncompetitive Irreversible
Between 4 and 120
In the range of 35 to 40%
About 40%
Between 6 and 12

Glutamate, the other neurotransmitter connected to AD,
aside helping in the communication between neurons is also
involved in several metabolic functions [27, 28]. However,
when its work is done, instead of being terminated like
acetylcholine, it is rather reprocessed by coupling with the NMethyl-D-Aspartate receptors. Nonetheless, when a
dysfunction in the neuron arises, glutamate oozes out of the
neurons, with studies showing that excess of this can cause
the death of the neurons, a process known as excitotoxicity.
This is when Memantine, the other FDA approved drug for
moderate AD steps in. Its work is to obstruct the production
of excess glutamate while granting the admittance of
adequate glutamate into the neurons for communication

Galantamine
Acetylcholinesterase
Competitive Reversible
Between 420 and 480
100%
About 18%
Between 16 and 24

purposes as well as the other functions associated with it
[27].

8. The Preventive Mechanisms of AD
In the same way there are treatment comes, there are also
some suggested preventive mechanisms that reduce the
likelihood of developing AD. Again, as the disease has not
been well understood, it is unclear at the moment which of
the preventive mechanisms is more effective or better than
the other. Nevertheless, some of the preventive mechanisms
suggested are centered on lifestyle changes and diet [22].
The lifestyle changes include mental and physical
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exercises. Mental exercises such as general reading, playing
board games as well as playing instruments helps in keeping
the brain active, thereby reducing the risk of getting AD.
Besides enhancing the blood flow, physical exercise also aids
in the oxygen flow within the brain tissues, which in turn
decreases the risk of developing the disease [22].
In the dietary department, the Mediterranean diet, of which
constitutes a small amount of red meat coupled with
conglomerations of fruits, vegetables, whole grains, fish and
shellfish as well as healthy fats, has been suggested to have a
hand in delaying the cognitive atrophy symptom associated
with AD [29]. Other research studies have also postulated
that by lowering the homocysteine levels, an amino acid that
is obtained predominantly from the consumption of meat, in
the blood, the risk of getting AD will reduce [30].

9. The Future of AD
Current independent and drug manufacturing company
researchers are focusing on the two prime suspects linked to
the AD, which are the neurofibrillary tangles and the amyloid
plaques. There is the notion that a treatment method that
inhibits the formation of both the neurofibrillary tangles and
the amyloid plaques will go a long way in possibly halting
the progression of AD. Drugs currently being researched
include MK-8931, CSP-1103, Pioglitazone, Saracatinib,
Aducanumab, Solanezumab, AADvac1 and intranasal insulin
[34–35]. These drugs are generally classified as diseasemodifying drugs. Regarding disease-modifying drugs, its
main aim does not lie in curing the disease completely but
rather slow down the deterioration. In other words, these
drugs help delay the inevitability. As these drugs slow down
the disease, its benefit is only temporal. Researches are
however optimistic that in the near future disease modifying
drugs will be able to completely thwart the concatenation of
AD.
Beta secretase is one of the enzymes responsible for
interfering with the APP gene, resulting in the formation of
the amyloid plaques. As such a beta secretase inhibitor aim
will be to impede this process, thereby reducing the
anomalistic production of the beta amyloid in the brain,
which in the long run will interrupt the progression of AD
[34]. The current researched beta secretase inhibitor is the
MK-8931 with preliminary results released at the
Alzheimer’s Association International Conference (hereafter:
AAIC) in 2013 showing reduced levels of the beta amyloid
plaques in mild to moderate AD patients. MK-8931 is
currently undergoing Phase 3 clinical trial [34].
Another key component in an Alzheimer’s brain is
inflammation [52]. The formation of beta amyloid plaques
and neurofibrillary tangles results in an immune response in
the brain. Microglia, the cells that serve as the principal
immune defense in the brain assists in the removal of the beta
amyloid in the brain. However, abnormal production of the
beta amyloid in the brain can lead to the microglia being
hyper, thereby leading to the production of chemicals that
destroy neighbouring cells [34, 53, 54, 56]. The CSP-1103 is

a current researched drug that looks to combat this neuroinflammation. Initial clinical trial results put forward at the
AAIC in both 2013 and 2014 demonstrated vital
improvement in the cognitive skills of the clinical trial
participants. CSP-1103, at the present, is undergoing Phase 3
clinical trial [34, 37]. Additionally, another drug being
researched and which also aims to solve the inflammatory
process related to AD is the diabetic drug, Pioglitazone,
which presently bears the brand name “Actos” [35–36].
There is also the issue with Fyn, a tyrosine kinase, which
has been suggested to have a role in the phosphorylation of
the tau protein, further leading to AD [38]. Other research
papers have hypothesized that Fyn becomes hyperactive
when mingled with beta-amyloid. The hyper-activation of
Fyn sparks the extirpation of networks between the brain
neurons [35]. Interestingly, Saracatinib, a drug that was
initially being developed for the treatment of cancer, when
tested on mice halted the tyrosine kinase, Fyn, leading to the
reactivation of the brain neurons along with the mice
regaining some of the memory loss [39, 55]. Presently, a
human clinical trial is ongoing to test the drug in AD [35,
40].
Solanezumab, a monoclonal antibody, is being developed
with the aim of reducing the beta amyloid that is formed AD
brain. Initially, it was being designed for the treatment of
mild to moderate AD, however, during its Phase 3 clinical
trial, the drug displayed an unsatisfactory efficacy result. As
such, it is now being investigated for the treatment of mild
AD [41–42]. Solanezumab generally attaches itself to the
beta amyloid, inhibiting the formation of the amyloid
plaques. The current research of Solanezumab drug centres
on improving both the cognitive and functioning abilities of
clinical trial participants [42].
The other monoclonal antibody drug also currently under
investigation with the aim of tackling the amyloid plaque is
Aducanumab. Encouraging preliminary clinical trial results
of the drug was presented at the 12th International Conference
on Alzheimer’s and Parkinson’s disease and Related
Neurological Disorders held in France on 25th March 2015.
The beauty of the presented clinical studies of the
Aducanumab was the effectiveness of the drug on
participants irrespective of their APOE status, be it carrier or
non-carrier, as well as the progression of the disease [43–44].
The tau vaccine, known as AADvac1, is a vaccine
currently being experimented for the treatment of AD. It
works by triggering the immune system to vilify the
defective tau protein that destroys the nerve cells in the brain,
thereby stopping the progression of AD. The present research
is focused on assessing the effect of the AADvac1 vaccine in
hindering the cognitive deterioration in AD patients [34].
Ladostigil is another disease modifying drug that is
currently undergoing clinical trial for the treatment of MCI
by Avraham Pharmaceuticals. It is presently in the Phase 2b
stage of the trial and is being assessed for its effectiveness as
well as safety. Structurally, it is composed of two portions, a
Carbamate portion and a Propargyline portion. The
Carbamate portion is a cholinesterase (i.e. acetyl
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cholinesterase and butyl cholinesterase inhibitors) with the
Propargyline portion being a selective monoamine oxidase B
inhibitor. As a result of it comprising two portions, Ladostigil
is viewed as a multi-functional drug. Originally, the motif of
the drug was to act as both cholinesterase as well as a
selective monoamine oxidase inhibitor in the treatment of
AD in high dose. However, the results obtained from the
Phase 2b clinical trial study in 2012 was not in accordance
with its primary goal, hence the administered dose was
lowered a new study commenced. The second interim result
from the Phase 2b trials following the reduction in drug dose
has been encouraging, especially for the fact being that no
complications from the usage of the drug has been reported
so far. With the reduction of drug dose, Ladostigil has been
found to not only truncate the oxidative stress as well as
microglia activation associated with AD but also bridle the
inflammation caused in AD brains. Brain inflammation is one
of the trademarks of AD and is thought to be stimulated by
cytokines such as IL-18, IL-10, IL-6, TNF-α and IL-1β.
Interestingly the drug following its reductions in dose did not
suppress the enzymes cholinesterase and selective
monoamine oxidase. The successfulness of Ladostigil in the
clinical trials will lead to its usage in impeding on the
degeneration in MCI as well as preventing the progression of
MCI into AD [98, 99, 108].

epigenetics heavily being involved in research studies with
the most investigated one being DNA methylation. Though
yet to be fully elucidated, research studies conducted within
the last decade links epigenetics as having a role in the
pathogenesis of AD along with other neurodegenerative
diseases such as Parkinson’s and Huntington’s diseases.
DNA methylation has been implicated to have an
involvement in memory function. Research papers have
attributed the atrophy of memory together with learning
adroitness to the deterioration of age, which in turn truncate
DNA methylation. Histone acetylation, which is also thought
to be incriminated in the modulation of learning and memory
functions of the brain is catalyzed by the enzymes histone
acetyltransferase (HAT) and histone deacetylases (HDAC’s).
Presently, the number of human related HDAC’s is 18,
categorized into 4 classes, with class 2 further grouped into 2
[110–111].

Figure 8. Structure of Ladostigil.

Figure 9. Classification of HDAC’s [111].

Passive Immunization is also one of the current treatment
options for AD being looked into. It involves the use of
injections of beta amyloid antibodies. Initially, active
immunization, which involved the use of beta amyloid, was
employed and although it reduced the agglomerated amyloid
plaques by forming antibodies against the amyloid beta
precursor protein, there was the issue of severe brain
inflammation found in roughly 6% of the people who took
part in the clinical trial. Thus, the cessation of the active
immunization method and the birth of passive immunization
[45].

HDAC 2, which belongs to class 1 HDAC’s, has been
postulated to be involved in memory impairment in mice.
Current epigenetic therapeutics being investigated includes
trichostatin A, nicotinamide, betaine and curcumin [111].
Trichostatin A (hereafter: TSA), an HDAC inhibitor has
been suggested to play a role in hindering beta amyloid
plaques and tau hyperphosphorylation. The protein, gelsolin,
which is thought to be abridged in the brains of AD patients,
has been reported to help in relieving the amyloid plaques
found in AD brains. In a 2014 published study, TSA was
found to escalate the gelsolin levels in models models by
almost two folds. As such TSA has the potentiality of being
employed in the treatment of AD [112].
Betaine, a DNMT, is a therapeutic agent that researchers
are looking into for the treatment of AD. Homocysteine
levels have been found to be elevated in AD patients, which
in turn possibly results in the formation of beta amyloid
plaques and tau phosphorylation. In a recent study, betaine
was reported to curtail the homocysteine levels and

9.1. Epigenetics
Epigenetics has to do with the alteration in the gene
function without any modifications in the principal DNA
sequence. Genetic modifications can lead to contrasting
behavior of organism genes. Histone modification, DNA
methylation and miRNA’s are the three distinct areas of
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subsequently improved the memory decline in rats [113].
Curcumin, an HAT inhibitor belonging to the plant family
Zingiberaceae, has also been hypothesized to have the
potentiality of serving as neuroprotection against AD. In
Indian particularly, curcumin segregated from the root of the
turmeric plant, is found in food substances such as curries. A
couple of research studies conducted have reported curcumin
to counter the oxidative stress associated with AD besides
impeding on the amyloid beta plaques, one of the hallmarks
of AD. Moreover, curcumin has been discovered to inhibit
the cytokinesis, IL-1β, IL-6 and TNF that are implicated to
cause inflammation in AD brains. Despite all these reports,
more clinical studies are indispensable to ascertain the
effectiveness in the clinical settings [114].
Nicotinaminde, an SIRT inhibitor and a vitamin B
component, specifically vitamin B3, has been reported to
have an AD therapeutic prospect. The copious research
studies on nicotinamide have discovered the tau
phosphorylation connected to AD to be impeded by
nicotinamide. The tau protein is associated with microtubule
formation. As such when nicotinamide hinders the tau
phosphorylation, more specifically the Thr231 phospho-tau
that dismantles these microtubules, the neuronal
communication disintegration as a result of tau
phosphorylation is averted. Other published studies have also
reported synaptic plasticity re-imposition through the use of
nicotinamide. Interestingly, there was no interference on the
beta amyloid plaques by the nicotinamide [17, 115–117].
9.2. Gene Therapy
Gene therapy is also one of the rapid research areas
researchers and scientists are looking into in finding a cure
for AD. Genes are located in the nucleus of a cell and are
responsible for carrying the genetic make-up of an individual
or species. Gene therapy generally is the alteration of an
individual’s genes to either treat or prevent diseases. The
alteration is done by removing faulty or diseased genes and
inserting a healthy gene using viral vectors. In short, viral
vectors are gene delivery trucks. The initial idea behind gene
therapy was to be able to employ it in the treatment of
inherited diseases such as cystic fibrosis, however the
horizon has broadened to include other diseases such as
cancer as well as neurodegenerative diseases like AD [118].
In 2005, researchers conducted the first study on eight AD
patients using gene therapy. Though the disease was not
cured, the mental deterioration associated with the disease
was hampered coupled with amelioration of metabolic
activities within the brain [119]. Following that, several
scientific studies have been conducted on mice with
propitious results. Some of the results gathered include the
backtracking of the loss of synapses and memory, alleviation
of amyloid beta sediments as well as the extrication of
degenerated cells in AD brains [50–51]. As recent as October
2016, researchers halted the progression of AD using gene
therapy. The PGC-1-alpha gene was used in the hippocampal
and cortex regions of the brain with the aid of a lentivirus
vector. Results from the study evinced the obstruction of the

formation of amyloid beta proteins together with a
diminution of glial cells. Amyloid beta proteins are the chief
constituents of amyloid plaques discovered in AD brains and
leads to tau phosphorylation. In addition to no reported
degeneracy of brain cells in the hippocampal region of
treated mice, they also executed better memory functions in
contrast to the untreated mice, which could be attributed to
the emergence of low amyloid beta proteins in the treated
mice. Glial cells on the other hand have been postulated to
extricate noxious inflammatory cells that cause damage to
neurons [120–121].

10. Conclusion
Despite the fact that AD is still not wholly understood as
of now, the future does look promising in finding its cure in a
sense that compared to more than 100 years ago when the
first case of AD was documented, there has been an
outstanding progress in first and foremost understanding the
function of the brain and subsequently gaining a much better
understanding of the AD as well as the Alzheimer’s brain.
More so, there are substantial knowledge relating to ways, to
a certain degree, that can reduce the chances of getting AD.
In conclusion, considering all the current research studies
underway, along with the attention AD is attracting, there is a
high possibility in about 10 to 15 years from now, the myths
surrounding the AD regarding its full understanding, causes
and preventive mechanisms would have been unraveled
together with effective treatment measures to completely
eliminating the progression of the disease put in place.

Acknowledgements and Dedication
Our profound gratitude first and foremost to God, then to
the National Institute on Aging, The Genetics Home
Reference as well as the Alzheimer’s Association for the
invaluable information provided on their website.
We also wish to extend my sincere appreciation to Ms.
Pamela Boateng and Ms. Wendy Amegashie for their
thorough reading of the manuscript as well as Ms. Wasan
Adel Abdulshaheed Ebrahim Ali Al-Ghasra for the amazing
pictures used in this article.
The corresponding author wish to dedicated this article to
Mrs. Rosina Anomah Dworiwah and Mr. Emmanuel
Alexander Okoh, though both never suffered from dementia
or Alzheimer’s, played various important roles in my life,
may their humble souls continue to rest in perfect peace, and
of course, to my two mums, Mrs. Agnes Mensah and Mrs.
Esther Mensah, who continue to be instrumental in my
development.

References
[1]

Lock, M. M. (2013). The Alzheimer conundrum:
Entanglements of dementia and aging. United States:
Princeton University Press.

Science Journal of Clinical Medicine 2017; 6(1): 1-19

[2]

n/a. (2011, April 18). AlzGene. Retrieved December 9, 2016,
from Alzforum, http://www.alzgene.org/TopResults.asp

[3]

Vorvick, L. J. (2014, February 11). Swelling. Retrieved May 7,
2016, from U. S. National Library of Medicine: Medline Plus,
https://www.nlm.nih.gov/medlineplus/ency/article/003103.htm.

[4]

DeMarco, B. (2015, December 10). What’s the difference
between Alzheimer’s and dementia Retrieved from
http://www.alzheimersreadingroom.com/2014/08/differencebetween-alzheimers-and-dementia.html.

[5]

The Fisher Center. (2016). Dementia vs. Alzheimer’s.
Retrieved April 26, 2016, from The Fisher Center for
Alzheimer’s Research Foundation,
https://www.alzinfo.org/understand-alzheimers/dementia/.

[6]

About Alzheimer’s disease: Alzheimer’s basics. (2014, May
22). Retrieved April 29, 2016, from National Institute on Aging,
https://www.nia.nih.gov/alzheimers/topics/alzheimers-basics.

[7]

Corso, J. A. (Ed.). (2011). Perspectives on Alzheimer’s
disease. United States: Nova Science Publishers.

[8]

Steele, J. Alzheimer disease history: How did AD come to be?
Retrieved April 30, 2016, from Glutathione Disease Cure,
http://www.glutathionediseasecure.com/alzheimer-diseasehistory.html.

[9]

Berrios, G., E. (2014, October 14). The history of Alzheimer’s
disease. Retrieved April 26, 2016, from Wellcome Collection,
http://wellcomecollection.org/history-alzheimers-disease.

[10] Turnera, P. R., O’Connorb, K., Tatea, W. P., & Abrahamb, W.
C. (2003). Roles of amyloid precursor protein and its
fragments in regulating neural activity, plasticity and memory.
Progress in Neurobiology, 70 (1), 1–32. Doi:10.1016/S03010082 (03) 00089-3.
[11] Association, A. (2016a). Alzheimer’s & brain research
milestones | research center | Alzheimer’s association.
Retrieved April 26, 2016, from Alzheimer’s Association,
http://www.alz.org/research/science/major_milestones_in_alz
heimers.asp#progress.
[12] Contestabile, A. (2011). The history of the cholinergic
hypothesis. Behavioural Brain Research, 221 (2), 334–340.
Doi:10.1016/j.bbr.2009.12.044.
[13] Hammel, P., Larrey, D., Bernuau, J., Kalafat, M., Fréneaux,
E., Babany, G., … Benhamou, J.-P. (1990). Acute hepatitis
after Tetrahydroaminoacridine administration for Alzheimerʼs
disease. Journal of Clinical Gastroenterology, 12 (3), 329–
331. Doi:10.1097/00004836-199006000-00021.
[14] LLC, W. (2012, August 9). Cognex (tacrine) dosing,
indications, interactions, adverse effects, and more. Retrieved
April 26, 2016, from Medscape,
http://reference.medscape.com/drug/tacrine-343070.
[15] Tacrine. (2016, March 24). Retrieved April 26, 2016, from
Livertox, http://www.livertox.nih.gov/Tacrine.htm.
[16] Shin, R., Iwaki, T., Kitamoto, T., & Tateishi, J. (1991).
Hydrated
autoclave
pretreatment
enhances
tau
immunoreactivity in formalin-fixed normal and Alzheimer’s
disease brain tissues. Laboratory investigation; a journal of
technical methods and pathology., 64 (5), 693–702. Retrieved
from https://www.ncbi.nlm.nih.gov/pubmed/1903170.
[17] Reference, G. H. (2016a, April 20). MAPT. Retrieved April
26,
2016,
from
Genetics
Home
Reference,
https://ghr.nlm.nih.gov/gene/MAPT#sourcesforpage.

15

[18] Alzheimer’s Association. Alzheimer’s changes the brain Alzheimer’s association. Retrieved May 1, 2016b, from
Alzheimer’s Association,
https://www.alz.org/braintour/alzheimers_changes.asp.
[19] Reference, G. H. (2016c, April 20). Chromosome 21.
Retrieved April 26, 2016, from Genetics Home Reference,
https://ghr.nlm.nih.gov/chromosome/21#glossary.
[20] Taniguchi, T., Kawamata, T., Mukai, H., Hasegawa, H.,
Isagawa, T., Yasuda, M., … Tanaka, C. (2000).
Phosphorylation of Tau is regulated by PKN. Journal of
Biological
Chemistry,
276
(13),
10025–10031.
Doi:10.1074/jbc.m007427200.
[21] Van Dyke, K. (1997). The possible role of peroxynitrite in
Alzheimer’s disease: A simple hypothesis that could be tested
more thoroughly. Medical Hypotheses, 48 (5), 375–380.
Doi:10.1016/s0306-9877 (97) 90031-1.
[22] Leonard, W. Alzheimer’s disease prevention. Retrieved May 1,
2016, from Heathline,
http://www.healthline.com/health/alzheimers-diseaseprevention.
[23] Brion, J. (1998). Neurofibrillary tangles and Alzheimer’s
disease. European neurology., 40 (3), 130–40. Retrieved from
https://www.ncbi.nlm.nih.gov/pubmed/9748670.
[24] Prince, M., Guerchet, M., & Prina, M. (2015). The
Epidemiology And Impact of Dementia Current State and
Future Trends. Retrieved from
http://www.who.int/mental_health/neurology/dementia/demen
tia_thematicbrief_epidemiology.pdf?ua=1.
[25] Brain changes in Alzheimer’s disease. (2013). Retrieved April
30,
2016,
from
Dementia
Care
Central,
http://www.dementiacarecentral.com/aboutdementia/alzheime
rs/changes/.
[26] Nazir, T. (2011). Lecture on Alzheimer’s disease.
Neuropharmacology module, BSc. Pharmaceutical Science,
MS3013N. London Metropolitan University. 22 February
2011.
[27] Diamond, J. (2011, October). Alzheimer’s disease: What’s it
all about? Where do we stand in the search for a cure?
Retrieved from
http://brainxchange.ca/Public/Files/Events/National/ADandCu
rrentResearch_DrJackDiamond.aspx
[28] Newsholme, P., Procopio, J., Lima, M. M. R., Pithon-Curi, T.
C., & Curi, R. (2003). Glutamine and glutamate? Their central
role in cell metabolism and function. Cell Biochemistry and
Function, 21 (1), 1–9. Doi:10.1002/cbf.1003
[29] Solfrizzi, V., Panza, F., Frisardi, V., Seripa, D., Logroscino, G.,
Imbimbo, B. P., & Pilotto, A. (2011). Diet and Alzheimer’s
disease risk factors or prevention: The current evidence.
Expert Review of Neurotherapeutics, 11 (5), 677–708.
Doi:10.1586/ern.11.56.
[30] McCaddon, A. (2006). Nutrition journal. Nutrition Journal, 5
(6),. Doi:10.1186/1475-2891-5-6
[31] Association, A. (2016b). Current treatments, Alzheimer’s &
dementia | research center | Alzheimer’s association.
Retrieved April 26, 2016, from Alzheimer’s Association,
http://www.alz.org/research/science/alzheimers_disease_treat
ments.asp#approved

16

Benson Opare Asamoah Botchway and Ishwari Chandran Iyer: Alzheimer’s Disease – The Past, the Present and the Future

[32] Reference, G. H. (2016b, April 20). APP. Retrieved April 26,
2016, from Genetics Home Reference,
https://ghr.nlm.nih.gov/gene/APP#synonyms.
[33] Reference, G. H. (2016d, April 20). Alzheimer disease.
Retrieved April 26, 2016, from Genetics Home Reference,
https://ghr.nlm.nih.gov/condition/alzheimer-disease#genes.
[34] Association, A. (2016c). Alzheimer’s drug treatment horizon |
research center | Alzheimer’s association. Retrieved April 27,
2016, from Alzheimer’s Association,
http://www.alz.org/research/science/alzheimers_treatment_hor
izon.asp.
[35] Staff, M. C. (2016). Alzheimer’s treatments: What’s on the
horizon? Alzheimer’s treatments: What’s on the horizon?
Mayoclinic. Retrieved from
http://www.mayoclinic.org/alzheimers-treatments/art20047780.
[36] Chen, J., Li, S., Sun, W., & Li, J. (2015). Anti-diabetes drug
Pioglitazone Ameliorates Synaptic defects in AD transgenic
mice by inhibiting Cyclin-Dependent Kinase5 activity. PLOS
ONE, 10 (4), e0123864. Doi:10.1371/journal.pone.0123864.
[37] Cerespir. CSP-1103 overview. Retrieved April 27, 2016, from
Cerespir, http://www.cerespir.com/csp-1103-overview/.

[45] Thompson, Jr, D. (2016). What’s ahead in the Alzheimer’s
research pipeline? Retrieved April 27, 2016, from Everyday
Health,
http://www.everydayhealth.com/alzheimers/alzheimersresearch-and-future-treatments.aspx.
[46] Reference, G. H. (2016e, April 20). PSEN1. Retrieved April
26, 2016, from Gene,
https://ghr.nlm.nih.gov/gene/PSEN1#synonyms.
[47] Reference, G. H. (2016f, April 20). PSEN2. Retrieved April
26, 2016, from G, https://ghr.nlm.nih.gov/gene/PSEN2.
[48] Reference, G. H. (2016g, April 20). APOE. Retrieved April
26, 2016, from G, https://ghr.nlm.nih.gov/gene/APOE.
[49] Mahley, R. W., Weisgraber, K. H., & Huang, Y. (2006).
Apolipoprotein E4: A causative factor and therapeutic target in
neuropathology, including Alzheimer’s disease. Proceedings
of the National Academy of Sciences, 103 (15), 5644–5651.
Doi:10.1073/pnas.0600549103.
[50] Tuszynski, M. H., et al. (2015). Nerve Growth Factor Gene
Therapy: Activation of Neuronal Responses in Alzheimer
Disease. JAMA Neurology, published online August 24, 2015.
DOI: 10.1001/jamaneurol.2015.1807.

[38] Lee, G., Thangavel, R., Sharma, V. M., Litersky, J. M.,
Bhaskar, K., Fang, S. M., … Ksiezak-Reding, H. (2004).
Phosphorylation of Tau by Fyn: Implications for Alzheimer’s
disease. Journal of Neuroscience, 24 (9), 2304–2312.
Doi:10.1523/jneurosci.4162-03.2004.

[51] Parra-Damas A., Valero J., Chen M., España J., Martin E.,
Ferrer I., Rodríguez-Alvarez J. and Saura C.A. Crtc1
Activates a Transcriptional Program Deregulated at Early
Alzheimer's Disease-Related Stages. Journal of Neuroscience,
April 2014 DOI: 10.1523/JNEUROSCI.5288-13.2014.

[39] Chin, J., Palop, J. J., Puoliväli, J., Mucke, L., Massaro, C.,
Bien-Ly, N., … Masliah, E. (2005). Fyn Kinase induces
Synaptic and cognitive Impairments in a transgenic mouse
model of Alzheimer’s disease. Journal of Neuroscience, 25
(42), 9694–9703. Doi:10.1523/jneurosci.2980-05.2005.

[52] Francis, P. T., Palmer, A. M., Snape, M., & Wilcock, G. K.
(1999). The cholinergic hypothesis of Alzheimer’s disease: A
review of progress. Journal of Neurology, Neurosurgery &
Psychiatry, 66 (2), 137–147. Doi:10.1136/jnnp.66.2.137.

[40] Nygaard, H. B., Wagner, A. F., Bowen, G. S., Good, S. P.,
MacAvoy, M. G., Strittmatter, K. A., … Van Dyck, C. H.
(2015). A phase Ib multiple ascending dose study of the safety,
tolerability, and central nervous system availability of
AZD0530 (saracatinib) in Alzheimer’s disease. Alzheimer’s
Research & Therapy, 7 (1), 35. doi:10.1186/s13195-015-01190.
[41] Doody, R. S., Thomas, R. G., Farlow, M., Iwatsubo, T., Vellas,
B., Joffe, S., … Mohs, R. (2014). Phase 3 trials of
Solanezumab for mild-to-moderate Alzheimer’s disease. New
England Journal of Medicine, 370 (4), 311–321.
Doi:10.1056/nejmoa1312889.
[42] BioPharma, P. Solanezumab. Retrieved April 27, 2016, from
PDL BioPharma, http://pdl.com/technology-products/productpipeline/solanezumab/.
[43] Neurimmune. (2015, March 20). Biogen IDEC Presents
Positive Interim Results From Phase 1B study at 2015 AD/PD
Conference: Aducanumab (BIIB037) Reduced Brain Amyloid
Plaque Levels and Slowed Cognitive Decline in Patients with
Prodromal or Mild Alzheimer’s disease. Retrieved April 27,
2016, from Neurimmune,
http://www.neurimmune.com/newsartikel/20032015-biogenidec-presents-positive-interim-results-from-phase-1b-study-atadpd-conference.html.
[44] Jeffrey, S. (2015, May 11). More Positive Data on
Aducanumab in Alzheimer’s. Retrieved April 27, 2016, from
Medscape, http://www.medscape.com/viewarticle/844502.

[53] Town, T., Nikolic, V., & Tan, J. (2005). The microglial
“activation” continuum: from innate to adaptive responses.
Journal of Neuroinflammation, 2 (1), 24. Doi:10.1186/17422094-2-24.
[54] Gandy, S., Haroutunian, V., DeKosky, S. T., Sano, M., &
Schadt, E. E. (2013). CR1 and the “Vanishing Amyloid”
hypothesis of Alzheimer’s disease. Biological Psychiatry, 73
(5), 393–395. Doi:10.1016/j.biopsych.2013.01.013.
[55] Kaufman, A. C., Salazar, S. V., Haas, L. T., Yang, J., Kostylev,
M. A., Jeng, A. T., … Strittmatter, S. M. (2015). Fyn
inhibition rescues established memory and synapse loss in
Alzheimer mice. Annals of Neurology, 77 (6), 953–971.
Doi:10.1002/ana.24394.
[56] Weitz, T. M., & Town, T. (2012). Microglia in Alzheimer’s
disease: It’s all about context. International Journal of
Alzheimer’s
Disease,
2012
(2012),
1–11.
doi:10.1155/2012/314185.
[57] Reger, B. (2002, August). Alzheimer’s disease: A brief history
and avenues for current research. Retrieved April 29, 2016,
from Jour,
http://legacy.jyi.org/volumes/volume6/issue2/features/reger.ht
ml.
[58] Avila, J., Lucas, J., Perez, M., & Hernandez, F. (2004). Role
of Tau protein in both physiological and pathological
conditions. Physiological Reviews, 84 (2), 361–384.
Doi:10.1152/physrev.00024.2003.

Science Journal of Clinical Medicine 2017; 6(1): 1-19

17

[59] Mandal, A. (2014, October 20). What are Tau proteins?
Retrieved April 30, 2016, from Life Sciences,
http://www.news-medical.net/life-sciences/What-are-TauProteins.aspx .

[74] N/A. (2004). Genes and environment affect Alzheimer’s risk.
Retrieved October 4, 2016, from WebMD,
http://www.webmd.com/alzheimers/news/20040721/genesenvironment-affect-alzheimers-risk?page=2.

[60] Mohandas, E., Rajmohan, V., & Raghunath, B. (2009).
Neurobiology of Alzheimer′s disease. Indian Journal of
Psychiatry, 51 (1), 55–61. Doi:10.4103/0019-5545.44908.

[75] Calderón-Garcidueñas, L., Franco-Lira, M., Torres-Jardón, R.,
Henriquez-Roldán, C., Barragán-Mejía, G., Valencia-Salazar,
G., … Reed, W. (2007). Pediatric respiratory and systemic
effects of chronic air pollution exposure: Nose, lung, heart,
and brain pathology. Toxicol Pathol, 35 (1), 154–162.
doi:10.1080/01926230601059985.

[61] Alzheimer’s disease fact sheet. (2015, May). Retrieved May 1,
2016,
from
National
Institute
on
Aging,
https://www.nia.nih.gov/alzheimers/publication/alzheimersdisease-fact-sheet.
[62] Association, A. Inside the Brain: Alzheimer’s Brain Tour.
Retrieved May 1, 2016, from Alzheimer’s Association,
http://www.alz.org/research/science/alzheimers_brain_tour.asp.
[63] Alzheimer’s Association. Brain plaques and Tangles Alzheimer’s association. Retrieved May 1, 2016a, from
Alzheimer’s Association,
https://www.alz.org/braintour/plaques_tangles.asp.

[76] Block, M. L., & Calderón-Garcidueñas, L. (2009). Air
pollution: Mechanisms of Neuroinflammation & CNS disease.
Trends In Neuroscience, 32 (9), 506–516.
doi:10.1016/j.tins.2009.05.009.
[77] Burdick, S. (2008). Environmental Threats to Healthy Aging:
Environmental Factors in the Development of Dementia.
Retrieved from
http://www.agehealthy.org/pdf/chap7_0926.pdf.

[64] Alzheimer’s Association. Healthy brain versus Alzheimer’s
brain. Retrieved May 1, 2016c, from Alzheimer’s Association,
https://www.alz.org/braintour/healthy_vs_alzheimers.asp.

[78] Block, M. L., Elder, A., Auten, R. L., Bilbo, S. D., Chen, H.,
Chen, J.-C., … Wright, R. O. (2012). The outdoor air
pollution and brain health workshop. Neurotoxicology, 33 (5),
972–984. doi:10.1016/j.neuro.2012.08.014.

[65] Winslow, B. T., Onysko, M. K., Stob, C. M., & Hazlewood, K.
A. (2011). Treatment of Alzheimer Disease. American
Academy of Family Physicians, 83 (12), 1403–1412..

[79] Porterfield, S. P., & Hendry, L. B. (1998). Impact of Pcbs on
thyroid hormone directed brain development. Toxicol Ind Health,
14 (1-2), 103–120. doi:10.1177/074823379801400109.

[66] Inacio, P. (2014, November 3). Tau protein leads to neuronal
death in Alzheimer’s. Retrieved January 17, 2017, from
Alzheimer’s News Today,
https://alzheimersnewstoday.com/2014/11/03/tau-proteinleads-to-neuronal-death-in-alzheimers/.

[80] Baldi, I., Filleul, L., Mohammed-Brahim, B., Fabrigoule, C.,
Dartigues, J.-F., Schwall, S., … Brochard, P. (2001).
Neuropsychologic effects of long-term exposure to pesticides:
Results from the french Phytoner study. Environmental Health
Perspectives, 109 (8), 839–844. doi:10.1289/ehp.01109839.

[67] Feller, S. (2016, March 3). Early diagnosis, staging of
Alzheimer’s disease seen in PET scans. Retrieved August 5,
2016, from United Press International,
http://www.upi.com/Health_News/2016/03/03/Earlydiagnosis-staging-of-Alzheimers-disease-seen-in-PETscans/1701457010215/.

[81] Basha, M. R., Wei, W., Bakheet, S. A., Benitez, N., Siddiq, H.
K., Ge, Y. W., Lahiri, D. K., Zawia, N. H. (2005). The fetal
basis of Amyloidogenesis: Exposure to lead and latent
Overexpression of Amyloid precursor protein and -Amyloid in
the aging brain. Journal of Neuroscience, 25 (4), 823–829.
doi:10.1523/jneurosci.4335-04.2005.

[68] Ogbru, O. (2016, January 22). Tacrine: Side effects and
Dosing. Retrieved August 11, 2016, from MedicineNet.com,
http://www.medicinenet.com/tacrine/article.htm.

[82] Judd, N. (2014, July 1). What is Alzheimer’s disease?
Retrieved October 8, 2016, from Alzheimer’s Society,
https://www.alzheimers.org.uk/site/scripts/documents_info.ph
p?documentID=100.

[69] Mayo Clinic Staff (2014). Early-onset Alzheimer’s: When
symptoms begin before age 65 early-onset Alzheimer’s: When
symptoms begin before age 65. Mayoclinic. Retrieved from
http://www.mayoclinic.org/diseases-conditions/alzheimersdisease/in-depth/alzheimers/ART-20048356.

[83] N/A. (2016). Vascular dementia | signs, symptoms, &
diagnosis. Retrieved October 8, 2016, from Alzheimer’s
Association, https://www.alz.org/dementia/vascular-dementiasymptoms.asp.

[70] Bird, T. D. (2012). Early-Onset Familial Alzheimer Disease.
Retrieved from
http://www.ncbi.nlm.nih.gov/books/NBK1236/.

[84] Borruat, F.-X. (2013). Posterior cortical atrophy: Review of
the recent literature. Current Neurology and Neuroscience
Reports, 13 (12), 406. doi:10.1007/s11910-013-0406-8.

[71] Kamboh, M. I. (2004). Molecular genetics of late-onset
Alzheimer’s disease. Annals of Human Genetics, 68 (4), 381–
404. doi:10.1046/j.1529-8817.2004.00110.x.

[85] Cacabelos, R., & Torrellas, C. (2014). Epigenetic drug discovery
for Alzheimer’s disease. Expert Opinion on Drug Discovery, 9
(9), 1059–1086. doi:10.1517/17460441.2014.930124.

[72] Lava, N. (2005, January 29). Alzheimer’s disease stages.
Retrieved October 4, 2016, from WebMD,
http://www.webmd.com/alzheimers/guide/alzheimers-diseasestages.

[86] Alzheimer’s Association (2016). 2016 Alzheimer’s disease
facts and figures. Alzheimer’s & Dementia, 12 (4), 459–509.
doi:10.1016/j.jalz.2016.03.001.

[73] N/A. (2015). The 7 stages of Alzheimer’s disease. Retrieved
October 4, 2016, from Memory Study,
http://memorystudy.org/alzheimers_stages.htm.

[87] Shih, R. A., Hu, H., Weisskopf, M. G., & Schwartz, B. S.
(2006). Cumulative lead dose and cognitive function in adults:
A review of studies that measured Both blood lead and bone
lead. Environmental Health Perspectives, 115 (3), 483–492.
doi:10.1289/ehp.9786.

18

Benson Opare Asamoah Botchway and Ishwari Chandran Iyer: Alzheimer’s Disease – The Past, the Present and the Future

[88] Weisskopf, M. G., Proctor, S. P., Wright, R. O., Schwartz, J.,
Spiro, A., Sparrow, D., … Hu, H. (2007). Cumulative lead
exposure and cognitive performance among elderly men.
Epidemiology, 18 (1), 59–66.
doi:10.1097/01.ede.0000248237.35363.29.
[89] Basha, M. R., Murali, M., Siddiq, H. K., Ghosal, K., Siddiq,
O. K., Lashuel, H. A., … Zawia, N. H. (2005). Lead (Pb)
exposure and its effect on APP proteolysis and A aggregation.
The FASEB Journal, 19 (14), 2083–2084. doi:10.1096/fj.054375fje.
[90] Wang, Y., & Ha, Y. (2004). The x-ray structure of an
Antiparallel Dimer of the human Amyloid precursor protein
E2 domain. Molecular Cell, 15 (3), 343–353.
doi:10.1016/j.molcel.2004.06.037.
[91] Dahms, S. O., Hoefgen, S., Roeser, D., Schlott, B., Guhrs, K..,
& Than, M. E. (2010). Structure and biochemical analysis of
the heparin-induced E1 dimer of the amyloid precursor
protein. Proceedings of the National Academy of Sciences,
107 (12), 5381–5386. doi:10.1073/pnas.0911326107.
[92] N/A. (2012, July 13). Mutations. Retrieved October 13, 2016,
from ALZ Forum, http://www.alzforum.org/mutation/appa673t-icelandic.
[93] De Strooper, B., & Voet, T. (2012). Alzheimer’s disease: A
protective mutation. Nature, 488 (7409), 38–39.
doi:10.1038/488038a.
[94] Mayo Clinic Staff. (2016, January 26). Alzheimer's: Is it in
your genes? - Mayo Clinic. Retrieved October 23, 2016, from
http://www.mayoclinic.org/diseases-conditions/alzheimersdisease/in-depth/alzheimers-genes/ART-20046552?pg=2.
[95] N/A. (2013, March 13). Genetic Risk Factors: Apolipoprotein
E.
Retrieved
October
20,
2016,
from
http://dshs.texas.gov/alzheimers/apolipo.shtm.
[96] Corder, E., Saunders, A., Strittmatter, W., Schmechel, D.,
Gaskell, P., Small, G., … Pericak-Vance, M. (1993). Gene
dose of apolipoprotein E type 4 allele and the risk of
Alzheimer’s disease in late onset families. Reports, 261
(5123), 921–923. doi:10.1126/science.8346443.
[97] Corder, E. H., Saunders, A. M., Risch, N. J., Strittmatter, W.
J., Schmechel, D. E., Gaskell, P. C., … Pericak-Vance, M. A.
(1994). Protective effect of apolipoprotein E type 2 allele for
late onset Alzheimer disease - nature genetics. Nature
Genetics, 7 (2), 180–184. doi:10.1038/ng0694-180.
[98] n/a. (2016, February 25). Avraham pharmaceuticals closes an
additional investment round of approximately $4.0 Million.
Retrieved October 24, 2016, from Avraham Pharma,
http://www.avphar.com/avraham-pharmaceuticals-closes-anadditional-investment-round-of-approximately-4-0-million/.
[99] Swardfager, W., Lanctôt, K., Rothenburg, L., Wong, A.,
Cappell, J., & Herrmann, N. (2010). A Meta-Analysis of
Cytokines in Alzheimer’s disease. Biological Psychiatry, 68
(10), 930–941. doi:10.1016/j.biopsych.2010.06.012.
[100] Sirviö, J. (1999). Strategies that support declining Cholinergic
Neurotransmission in Alzheimer’s disease patients.
Gerontology, 45 (1), 3–14. doi:10.1159/000052759.
[101] Bartus, R., Dean, R., Beer, B., & Lippa, A. (1982). The
cholinergic hypothesis of geriatric memory dysfunction.
Articles, 217 (4558), 408–414. doi:10.1126/science.7046051.

[102] Hökfelt, T. (2009). Looking at neurotransmitters in the
microscope. Progress in neurobiology., 90 (2), 101–18.
doi:10.1016/j.pneurobio.2009.10.005.
[103] Bowen, D. M., Smith, C. B., White, P., & Davison, A. N.
(1976). Neurotransmitter-Related Enzymes And Indices Of
Hypoxia in Senile Dementia and other Abiotrophies. Brain,
99, 459–496. doi:10.1093/brain/99.3.459.
[104] Kish, S. J., Robitaille, Y., El-Awar, M., Deck, H. N., Simmons,
J., Schut, L., … Freedman, M. (1989). Non-Alzheimer-type
pattern of brain cholineacetyltransferase reduction in
dominantly inherited olivopontocerebellar atrophy. Annals of
Neurology, 26 (3), 362–367. doi:10.1002/ana.410260309.
[105] Davis, K. L., Mohs, R. C., Marin, D., Purohit, D. P., Perl, D.
P., Lantz, M., … Haroutunian, V. (1999). Cholinergic markers
in elderly patients with early signs of Alzheimer disease.
JAMA, 281 (15), 1401–1406. doi:10.1001/jama.281.15.1401.
[106] Tiraboschi, P., Hansen, L. A., Alford, M., Masliah, E., Thal, L.
J., & Corey–BloomJ (2000). The decline in synapses and
cholinergic activity is asynchronous in Alzheimer’s disease.
Neurology, 55 (9), 1278–1283. doi:10.1212/WNL.55.9.1278.
[107] Ikonomovic, M. D., Mufson, E. J., Wuu, J., Cochran, E. J.,
Bennett, D. A., & DeKosky, S. T. (2003). Cholinergic
plasticity in hippocampus of individuals with mild cognitive
impairment: Correlation with Alzheimer’s neuropathology.
Journal of Alzheimer’s Disease, 5 (1), 39–48. Retrieved from
http://content.iospress.com/articles/journal-of-alzheimersdisease/jad00225.
[108] Chen, Z., & Zhong, C. (2014). Oxidative stress in Alzheimer’s
disease. Neuroscience Bulletin, 30 (2), 271–281.
doi:10.1007/s12264-013-1423-y.
[109] De Strooper, B., Saftig, P., Craessaerts, K., Vanderstichele, H.,
Guhde, G., Annaert, W., Von Figura, K., & Van Leuven, F.
(1998b). Deficiency of presenilin-1 inhibits the normal
cleavage of amyloid precursor protein. Nature, 391 (6665),
387–390. doi:10.1038/34910.
[110] Cacabelos, R., & Torrellas, C. (2014). Epigenetic drug
discovery for Alzheimer’s disease. Expert Opinion on Drug
Discovery, 9 (9), 1059–1086.
doi:10.1517/17460441.2014.930124.
[111] Adwan, L., & Zawia, N. H. (2013). Epigenetics: A novel
therapeutic approach for the treatment of Alzheimer’s disease.
Pharmacology & Therapeutics, 139 (1), 41–50.
doi:10.1016/j.pharmthera.2013.03.010.
[112] Yang, W., Chauhan, A., Mehta, S., Mehta, P., Gu, F., &
Chauhan, V. (2014). Trichostatin A increases the levels of
plasma gelsolin and amyloid beta-protein in a transgenic
mouse model of Alzheimer’s disease. Life Sciences, 99 (1-2),
31–36. doi:10.1016/j.lfs.2014.01.064.
[113] Chai, G.-S., Jiang, X., Ni, Z.-F., Ma, Z.-W., Xie, A.-J., Cheng,
X.-S., … Liu, G.-P. (2013). Betaine attenuates Alzheimer-like
pathological changes and memory deficits induced by
homocysteine. Journal of Neurochemistry, 124 (3), 388–396.
doi:10.1111/jnc.12094.
[114] Mishra, S., & Palanivelu, K. (2008). The effect of curcumin
(turmeric) on Alzheimer′s disease: An overview. Annals of
Indian Academy of Neurology, 11 (1), 13. doi:10.4103/09722327.40220.

Science Journal of Clinical Medicine 2017; 6(1): 1-19

[115] Green, K. N., Steffan, J. S., Martinez-Coria, H., Sun, X.,
Schreiber, S. S., Thompson, L. M., & LaFerla, F. M. (2008).
Nicotinamide restores Cognition in Alzheimer’s disease
transgenic mice via a mechanism involving Sirtuin inhibition
and selective reduction of Thr231-Phosphotau. Journal of
Neuroscience, 28 (45), 11500–11510.
doi:10.1523/jneurosci.3203-08.2008.
[116] Gong, B., Pan, Y., Vempati, P., Zhao, W., Knable, L., Ho,
L., … Pasinetti, G. M. (2013). Nicotinamide riboside restores
cognition through an upregulation of proliferator-activated
receptor-γ coactivator 1α regulated β-secretase 1 degradation
and mitochondrial gene expression in Alzheimer’s mouse
models. Neurobiology of Aging, 34 (6), 1581–1588.
doi:10.1016/j.neurobiolaging.2012.12.005.
[117] Block, W. (n.d). Nicotinamide restores Cognition in
Alzheimer’s disease. Retrieved December 7, 2016, from Life
Enhancement, http://www.lifeenhancement.com/magazine/article/2049-nicotinamiderestores-cognition-in-alzheimers-disease.

19

[124] Ikeda, M. (1996). [Presenilin-1 (S182) causative gene of earlyonset familial Alzheimer’s disease]. Tanpakushitsu kakusan koso.
Protein, nucleic acid, enzyme., 41 (10), 1441–7. Retrieved from
https://www.ncbi.nlm.nih.gov/pubmed/8741394
[125] Roses, A., & Saunders, A. (1994). APOE is a major
susceptibility gene for Alzheimer’s disease. Current opinion in
biotechnology.,
5
(6),
663–7.
Retrieved
from
https://www.ncbi.nlm.nih.gov/pubmed/7765750.
[126] Alagiakrishnan, K., Gill, S. S., & Fagarasanu, A. (2012).
Genetics and epigenetics of Alzheimer’s disease.
Postgraduate Medical Journal, 88 (1043), 522–529.
doi:10.1136/postgradmedj-2011-130363.
[127] Proitsi, P., Lee, S. H., Lunnon, K., Keohane, A., Powell, J.,
Troakes, C., … Hodges, A. (2014). Alzheimer’s disease
susceptibility variants in the MS4A6A gene are associated
with altered levels of MS4A6A expression in blood.
Neurobiology of Aging, 35 (2), 279–290.
doi:10.1016/j.neurobiolaging.2013.08.002.

[118] Gene editing. (n.d.) Gale Encyclopedia of Medicine. (2008).
Retrieved November 20 2016 from http://medicaldictionary.thefreedictionary.com/Gene+editing.

[128] n/a. (2016b, December 6). Clusterin [Homo sapiens (human)].
Retrieved December 15, 2016, from National Center for
Biotechnology Information,
https://www.ncbi.nlm.nih.gov/gene/1191.

[119] Hitti, M. (2005). Alzheimer’s Gene Therapy slows mental
decline. Retrieved November 20, 2016, from WebMD,
http://www.webmd.com/alzheimers/news/20050425/alzheimer
s-gene-therapy-slows-mental-decline.

[129] Zhou, X.-W., Tanila, H., Liu, R., Winblad, B., & Pei, J.-J.
(2006). P3-301. Alzheimer’s & Dementia, 2 (3), S463–S464.
doi:10.1016/j.jalz.2006.05.1571.

[120] Katsouri, L., Lim, Y. M., Blondrath, K., Eleftheriadou, I.,
Lombardero, L., Birch, A. M., … Sastre, M. (2016). PPARγcoactivator-1α gene transfer reduces neuronal loss and
amyloid-β generation by reducing β-secretase in an
Alzheimer’s disease model. Proceedings of the National
Academy
of
Sciences,
113
(43),
12292–12297.
doi:10.1073/pnas.1606171113.
[121] Sadigh-Eteghad, S., Majdi, A., Mahmoudi, J., Golzari, S. E. J.,
& Talebi, M. (2016). Astrocytic and microglial nicotinic
acetylcholine receptors: An overlooked issue in Alzheimer’s
disease. Journal of Neural Transmission, 123 (12), 1359–
1367. doi:10.1007/s00702-016-1580-z.
[122] n/a. (2011). AlzGene - Top Results. Retrieved December 14,
2016, from Alzforum, http://www.alzgene.org/TopResults.asp.
[123] n/a. (2016a). BIN1 bridging integrator 1 [Homo sapiens
(human)]. Retrieved from
https://www.ncbi.nlm.nih.gov/gene/274.

[130] Baki, L., Shioi, J., Wen, P., Shao, Z., Schwarzman, A., GamaSosa, M., … Robakis, N. K. (2004). PS1 activates PI3K thus
inhibiting GSK-3 activity and tau overphosphorylation:
Effects of FAD mutations. The EMBO Journal, 23 (13), 2586–
2596. doi:10.1038/sj.emboj.7600251.
[131] Buée, L., Bussière, T., Buée-Scherrer, V., Delacourte, A., &
Hof, P. R. (2000b). Tau protein isoforms, phosphorylation and
role in neurodegenerative disorders. Brain Research Reviews,
33 (1), 95–130. doi:10.1016/S0165-0173(00)00019-9.
[132] Hernandez, F., & Avila, J. (2007). Tauopathies. Cellular and
Molecular Life Sciences, 64 (17), 2219–2233. doi: DOI
10.1007/s00018-007-7220-x.
[133] Mattson, M., Fu, W., Waeg, G., & Uchida, K. (1997). 4Hydroxynonenal, a product of lipid peroxidation, inhibits
dephosphorylation of the microtubule-associated protein tau.
Neuroreport., 8 (9-10), 2275–81. Retrieved from
https://www.ncbi.nlm.nih.gov/pubmed/9243625.

