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Abstract:- This paper will be a review of current and 

ongoing literature surrounding how the aggregation of 

amyloid-β can induce cognitive impairment, neuronal loss, 

and the overall pathogenesis of Alzheimer’s disease 

through its interactions with glutamate receptors, 

microglia, tau proteins, and lipid rafts. Through these 

mechanisms of action, amyloid-β can induce synaptic 

dysfunction, neuroinflammation, neurotoxicity, impaired 

synaptic plasticity, and other issues that worsen AD-

associated neurodegeneration. Multiple preclinical studies 

have been conducted to better understand these 

mechanisms as potential targets for therapeutic 

intervention. Unfortunately, when tested in clinical trials, 

drugs targeting amyloid-β have consistently failed. 

However, there are still futures for various ongoing clinical 

trials targeted at dissolving soluble and insoluble amyloid-

β deposits, reducing the production of amyloid-β, and 

preventing amyloid-β aggregation, specifically: passive 

vaccination, monoclonal antibodies, and 𝛾-secretase 

inhibitors. Monoclonal antibodies, in particular, have 

proven to be most promising. This paper reviews some of 

the most novel and recent findings and their implications 

for the future of the field. This paper will also evaluate the 

most promising forms of therapeutic intervention that 

have been and are currently being investigated, as well as 

limitations and future prospects of targeting amyloid-β to 

slow the progression of Alzheimer’s disease. 

 

I. INTRODUCTION 

 

Alzheimer’s disease (AD) is a progressive 

neurodegenerative disease associated with memory loss and 

other such cognitive and behavioral deficits (‘2021 

Alzheimer’s disease facts and figures’, 2021). The start of AD 

has been found to precede symptoms by decades (Gordon et 

al., 2018; Reiman et al., 2012), making it a difficult disease to 

treat before damage occurs, and there is currently no cure for 

AD. Symptoms begin with mild cognitive impairment and 

then progress to memory loss and cognitive impairment, with 

late stages of AD entailing physical damage and inability to 

communicate or go about daily tasks (‘What Are the Signs of 

Alzheimer’s Disease?’, 2021). It currently affects an estimated 

6.2 million Americans, a number expected to grow to 13.8 

million by 2060 (‘2021 Alzheimer’s disease facts and figures’, 

2021). As of 2021, health care and hospice services for AD 

cost an estimated $355 billion (‘2021 Alzheimer’s disease 

facts and figures’, 2021), making effective prevention and 

treatment of the disease more needed than ever in multiple 

respects. One highly implicated pathology in the progression 

of AD is amyloid-β (Aβ), a short protein fragment that forms 

when amyloid precursor protein (APP) is cleaved (Chen et al., 

2017). APP is a membrane protein that plays a vital role in 

neuronal development, but when it is split by the enzymes β-

secretase and 𝛾-secretase, it can form neurotoxic fragments 

such as Aβ. The cleavage of APP entails these enzymes 

snipping off a portion of the protein. This fragment, Aβ, is 

typically cleaved into either 40 (Aβ40) or 42 (Aβ42) amino 

acid peptides (Chen et al., 2017). Aβ42 is thought to be 

especially neurotoxic (‘What Happens to the Brain in 

Alzheimer’s Disease?’, 2021). Certain anti-Aβ antibodies 

meant to slow the progression of AD target specific peptides 

of Aβ.  

 

Aβ contributes to AD-associated neurodegeneration in 

multiple ways, a phenomenon described by the amyloid 

cascade hypothesis (Barage and Sonawane, 2015). One 

mechanism is through the abnormal accumulation of Aβ into 

extracellular plaques. Aβ plaques are insoluble aggregates of 

misfolded Aβ protein fragments that clump together due to 

their sticky texture (‘Amyloid Plaque - an overview | 

ScienceDirect Topics’, 2021). Aβ aggregates lead to 

neurodegeneration by inducing neuroinflammatory microglia 

and neuronal death. They can also obstruct intracellular 

transport, impair synaptic plasticity, and cause further 

deterioration by interacting with other mechanisms such as 

lipid rafts and tau proteins. Tau is a protein that stabilizes 

microtubules (Medeiros et al., 2011), a series of rigid ‘tracks’ 

in neurons that help transport molecules and communicate 

(Cooper, 2000). Physiologically, tau proteins help preserve 

neuronal structure, but in an AD brain, tau proteins are 

chemically changed and hyperphosphorylated. They become 

misshapen and get tangled up with other tau, causing the 

microtubules to fall apart and forming aggregates of tau called 

neurofibrillary tangles (NFTs) (Medeiros et al., 2011). Like 

plaques, tangles are another highly implicated pathology in the 

progression of AD.  
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There are many studies, both completed and ongoing, in 

regard to Aβ’s mechanisms of action, as well as many clinical 

trials evaluating the efficacy and safety of drugs targeting Aβ 

in order to slow and prevent the progression of AD. 

Unfortunately, many clinical trials aimed at targeting Aβ have 

been unsuccessful (Orgogozo et al., 2003; Salloway et al., 

2014; Landen et al., 2017a), despite Aβ’s pivotal role in AD-

associated neurodegeneration. Preclinical studies in mice 

using therapies such as active immunization, and 𝛾-secretase 

inhibitors have found promising results (Mangialasche et al., 

2010; ‘Long-Term Potentiation - an overview | ScienceDirect 

Topics’, 2021; Blanke and VanDongen, 2009), while clinical 

trials have fallen short (Mangialasche et al., 2010). The most 

promising therapies targeting Aβ are currently monoclonal 

antibodies (mAbs), a type of passive immunization, although 

the recent approval of Aducanumab has sparked controversy. 

This paper reviews the most recent studies and clinical trials in 

the field that have allowed scientists to identify novel 

therapeutic strategies to target Aβ. While there are other 

factors that contribute to the pathogenesis of AD, this paper 

focuses on the role of Aβ, specifically why it is key to 

preventing the progression of the disease and what the future 

of novel anti-Aβ therapy looks like. 

 

II. AMYLOID-Β: MECHANISMS OF ACTION 

 

 Aβ Interactions with Receptors and Synaptic Dysfunction 

Interactions between Aβ and certain neurotransmitter 

receptors have been shown to negatively impact synaptic 

transmission and long-term potentiation (LTP), leading to the 

progression of AD. LTP is a process that entails strengthening 

of neuroplasticity, thereby increasing neuronal signal 

transmission and improving memory function and learning 

(‘Long-Term Potentiation - an overview | ScienceDirect 

Topics’, 2021). Aβ also acts to disrupt synapses, particularly 

N-methyl D-aspartate receptor (NMDAr), a glutamate-gated 

ion channel with underlying roles in neuroplasticity and 

memory (Blanke and VanDongen, 2009). Researchers have 

previously demonstrated that soluble Aβ aggregates strongly 

inhibit NMDAr-dependent long-term potentiation in the 

dentate gyrus of rat hippocampal slices (Wang et al., 2002). 

As research evolved, scientists accounted for species 

differences to validate this finding by using Aβ derived from 

human AD patients. Shankar et al. (2008) conducted a study in 

which they extracted cerebrocortical Aβ dimers from human 

patients and put it into rat hippocampus. It was found that 

long-term depression (LTD) was enhanced, and metabotropic 

glutamate receptors were necessary for this to occur. 

Furthermore, NMDAr was required for the facilitation of 

dendritic spine loss stemming from the Aβ dimers. 

Interestingly, in a study using rat hippocampal slices, Aβ’s 

negative effect on dendritic spine loss was found to be 

completely preventable through the use of an NMDAr 

antagonist, supporting the idea that neurotransmitter receptors 

play a vital role in mediating certain neurotoxic mechanisms 

of Aβ (Shankar et al., 2007) (Figure 1a). 

 

While many studies have shown that Aβ oligomers can 

cause synaptic dysfunction (Wang et al., 2002; Shankar et al., 

2008; Rui et al., 2010), few have analyzed underlying 

mechanisms fueling these effects. Rui et al. (2010) conducted 

a study using cultured hippocampal neurons, in which they 

determined why Aβ1-42 oligomers significantly reduced the 

number of postsynaptic α-amino-3-hydroxy-5-methyl-4-

isoxazolepropionic acid receptors (AMPAr), a glutamate 

receptor that plays an essential role in synaptic plasticity 

(‘AMPA Receptor - an overview | ScienceDirect Topics’, 

2021). The study found that these Aβ oligomers inhibited 

mitochondrial transport to dendritic spines, causing a 

significant reduction in levels of AMPAr at the postsynaptic 

membrane. These Aβ-induced trafficking defects resulted in 

deficits in LTP induction and overall synaptic dysfunction.  

 

Together, these studies suggest that soluble Aβ oligomers 

contribute to the pathogenesis of AD by impairing synaptic 

plasticity. Future biological and clinical research into Aβ’s 

interactions with neurotransmitter receptors is needed to 

understand the exact mechanisms of action responsible for 

Aβ-induced synaptotoxicity in AD. It is important to note that 

although most studies have focused on the deleterious effects 

of Aβ on neurotransmission, some studies have demonstrated 

a neuroprotective effect of Aβ. Niidome et al. (2009) 

conducted a study using a thioflavin T assay, in which they 

discovered that synthetic Aβ1-42 monomers reduced NMDAr-

induced Ca2+ influxes and neuronal death. Expanding 

research into the potential neuroprotective effects of Aβ is 

important when considering potential therapies because 

targeting Aβ could potentially inhibit its protective properties, 

rendering therapies as less effective. 

 

 Aβ-Induced Microglia and Inflammation 

While the exact pathophysiological causes of AD remain 

unclear, microglia activation, and the consequent release of 

proinflammatory cytokines, is a largely implicated factor in 

the pathogenesis of AD. Microglia, the brain’s immune cells, 

play an important role in maintaining brain homeostasis, 

including fighting off infections and phagocytosing cellular 

debris (‘Microglial cells - Latest research and news | Nature’, 

2021). In fact, microglia have been found to phagocytose 

fibrillar Aβ as a neuroprotective immune response (Ries and 

Sastre, 2016). However, many studies have shown that 

microglial degradation of Aβ is very minimal, and it has been 

shown to actually lead to the onset of pathogenic processes 

that ultimately result in increased Aβ production, suggesting 

that it may play a more harmful than helpful role in the 

progression of AD (Stalder et al., 2001; Chung et al., 1999; 

Frackowiak et al., 1992). Soluble forms of Aβ have been 

known to trigger the chronic activation of microglia, resulting 

in inflammation, neuronal damage, and neurotoxicity 

(Katsumoto et al., 2018) (Figure 1b). Additionally, microglia 

express genes such as triggering receptor expressed on 

myeloid cells 2 (TREM2), a protein-coding gene that supports 

the immune response to pathology induced by Aβ (Ulland and 

Colonna, 2018). Various forms of soluble TREM2 (sTREM2) 
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in microglial cell cultures and Trem2-KO mice have been 

found to contribute to the pathogenesis of AD by significantly 

increasing the production and expression of proinflammatory 

cytokines (Zhong et al., 2017), which are signaling molecules 

that exacerbate disease progression and inflammation 

(Dinarello, 2000). Furthermore, the overexpression of 

proinflammatory cytokines such as TNF-α, IL-1β, IL-6, and 

IL-18 contribute to neurodegeneration in AD in multiple ways 

(McAlpine et al., 2009; Dugan et al., 2009; Pickering and 

O’Connor, 2007). Previous studies have linked the 

upregulation of proinflammatory cytokines to neuronal death 

in 3xTg-AD transgenic mice (McAlpine et al., 2009) and have 

found impaired cognition and spatial learning in wild-type 

C57BL6 mice (Dugan et al., 2009). Furthermore, inhibition of 

LTP and memory formation was observed in a variety of in 

vivo AD models (Pickering and O’Connor, 2007).  

 

Another pathogenic process that occurs in AD is 

microgliosis, an intense microglial response to pathogenic 

damage (Li and Zhang, 2016), at the core of Aβ deposits. A 

recent study conducted by Zhang et al. (2021) using the 

5xFAD mouse model of AD, discovered a significant increase 

in neuronal cell death restricted to the core of Aβ deposits. 

Interestingly, they found that size of the deposit correlated 

with and the extent of neuronal loss. Authors hypothesized 

that this was because microglial activation occured only at the 

core of Aβ deposits, thereby only causing microgliosis-

induced neuronal loss in those areas. It is important to note 

that in the previously cited Shankar et al. (2008) murine study, 

one conclusion drawn was that Aβ plaque cores are primarily 

inactive. However, the recent Zhang et al. (2021) study 

demonstrates that in fact, it is at the core of plaques in which 

microgliosis and neuronal loss are induced most, disproving 

this older, outdated interpretation. Furthermore, many 

researchers in the past have challenged the belief that 

neurodegeneration in AD is dependent on Aβ, attributing the 

main progression of the disease to interactions with other 

pathologies, such as tau (Chételat, 2013; Herrup, 2015; Reitz, 

2012). However, while it is important to acknowledge other 

pathologies when addressing neurodegeneration in AD, the 

amyloid cascade hypothesis and important role of Aβ early 

must be taken into consideration with these, given that Aβ has 

been found to precede and give way to other pathologies such 

as tau (Bilousova et al., 2016). Zhang et al. (2021) support this 

idea, given that they employed a mouse model with no 

deposition of pathologic tau in the brain, yet cellular death was 

still observed in core Aβ deposit areas. Corroborating the 

importance of Aβ-induced microglial activation, Hu et al. 

(2021) found that in an APP/PS1 mouse model, the inhibition 

of early, sustained microglial proliferation prevented 

senescence and the development of disease-associated 

microglia, which in turn directly impaired the pathology of Aβ 

and consequential synaptic dysfunction. Understanding the 

interactions between microglia and Aβ in AD is crucial to 

advancing our understanding of the innate mechanisms driving 

neurodegeneration in AD. Future research should address the 

regulation of Aβ-induced chronic microglial activity, as that is 

key to preventing the subsequent inflammation. Additionally, 

identifying ways to reduce neurotoxic effects while enhancing 

the neuroprotective effects of microglia activation is a 

promising future area of research as it can slow the 

progression of AD. 

 

 Aβ Enhancement of Tau and Neurofibrillary Tangles 

While Aβ alone can fuel the pathogenesis of AD in 

multiple ways, it is worth noting how Aβ synergistically 

interacts with and enhances other pathologies that, in turn, can 

also worsen neurodegeneration. The relationship between Aβ 

plaques and tau, the protein that makes up NFTs implicated in 

the pathology of AD, has been widely investigated (Busche 

and Hyman, 2020). Various studies have demonstrated an 

effect of Aβ on the propagation of tau and the resulting 

consequences on cognition, memory decline, and the 

progression of AD. For example, researchers discovered that, 

𝛾- and ꞵ -secretase inhibitors that prevented the development 

of Aβ also prevented tau propagation in a 3D human cell 

model of of AD (Lee et al., 2016). Furthermore, it was 

recently reported that the injection of paired helical filaments 

(PHFs) in an Aβ mouse model (5xFAD) promoted tau 

pathology more so than in wild-type mice without amyloid 

precursor proteins (APP), suggesting that the presence of APP 

plays a role in the propagation of endogenous tau (Vergara et 

al., 2019). In support of this idea, a study using a combined 

APP-Tau mouse model (APPOSK-tau264) revealed that Aβ 

oligomers that have not yet formed plaques can still trigger 

neurofibrillary tangle formation, causing impaired spatial 

sense and memory, as well as synaptic loss in the 

hippocampus (Umeda et al., 2014). Thus far, the studies 

discussed have investigated indirect interactions between Aβ 

or APP and tau and their consequences. However, a more 

recent study discovered evidence of a direct interaction 

between Aβ and tau. Using a cell-free thioflavin T assay, 

researchers discovered that Aβ can directly trigger the 

aggregation of tau through cross-seeding (Vasconcelos et al., 

2016) (Figure 1c), a mechanism through which misfolded 

protein oligomers can promote the aggregation of another 

protein (Morales et al., 2009). This prion-like mechanism of 

action of Aβ could be a significant contributor to disease 

progression in AD and warrants further investigation in the 

human AD brain.  

 

Beyond mouse models, Aβ’s effect on the development 

of tau has also been demonstrated in human patients. Timmers 

et al. (2019) conducted a study in patients with normal 

cognition, mild cognitive impairment, preclinical AD, and 

prodromal AD, in which a significant Aβ-dependent 

correlation between cerebrospinal fluid (CSF) tau levels and 

cognitive impairment was found. Furthermore, Hanseeuw et 

al. (2017) conducted a study in patients with preclinical AD, 

in which it was found that Aβ and tau in the neocortex 

predicted memory decline, but not Aβ-independent tau in the 

entorhinal cortex. Although murine studies investigating Aβ-

tau synergy have considerably advanced the field of AD 

research, it is important to note certain limitations. The wild-
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type mouse tau used in the referenced studies contains certain 

structural differences from human tau, and the two only share 

88% sequence homology (Drummond and Wisniewski, 2017). 

Tau in mice do not form NFTs, thus tau mouse models must 

express mutated human tau protein. However, these mutations 

do not occur in humans, and so the interaction between Aβ 

and these mutated tau proteins found in mouse models may 

not accurately depict the interactions that occur in human AD 

patients. Future studies in mice regarding Aβ-tau interactions 

must be conducted such that they account for interspecies 

differences; this can better translate findings in animals to a 

clinical context, which in turn can help future therapies target 

Aβ-tau synergy and more effectively slow the progression of 

AD. 

 

 Pathogenesis of Aβ-Lipid Interactions 

One of the newest avenues of research in the AD field 

aims to investigate the interaction between Aβ and lipid rafts, 

which are microdomains located in external membrane layers 

(‘Lipid Raft - an overview | ScienceDirect Topics’, 2021). 

Lipid rafts are important for membrane fluidity, receptor 

trafficking, neurotransmission (Korade and Kenworthy, 2008), 

synaptic plasticity, and neuronal development (Sezgin et al., 

2017). Recently, Poejo et al. (2021) cited them as a 

mechanism that increases cellular levels of neurotoxic Aβ due 

to Aβ’s high affinity for binding to lipid rafts on the neuronal 

membrane. However, as noted in a recent review by Levental 

et al. (2020), there is still much controversy surrounding 

whether or not lipid rafts have meaningful physiological roles, 

given that they have only been indirectly measured in isolated 

membranes using in vitro studies (Raghupathy et al., 2015; 

Kinoshita et al., 2017). Despite a lack of definitive evidence 

on their biological significance, the impact of lipid rafts and 

prefibrillar Aβ oligomers on neurotoxicity was recently 

examined (Diociaiuti et al., 2019). They found that in a lipid 

raft model, salmon calcitonin solutions containing Aβ 

oligomers induced an increase in  intracellular calcium ion 

(Ca2+) levels (Figure 1d). The resulting Ca2+ dyshomeostasis 

has been shown in vivo to cause dendritic spine loss and 

impair synaptic plasticity mechanisms vital to learning and 

memory (Kuchibhotla et al., 2008). Furthermore, Ca2+ 

dysregulation promotes neurotoxicity by inducing neuronal 

oxidative stress (Gibson and Thakkar, 2017), an imbalance in 

the amount of reactive oxygen species and corresponding 

antioxidants (Betteridge, 2000). Investigating Aβ’s 

interactions with lipids is a promising new direction in the 

discovery of underlying factors in the pathogenesis of AD. 

Further research aimed at understanding this interaction may 

allow researchers to identify methods of reducing Ca2+ 

overloads, a highly implicated pathological mechanism in the 

neurotoxicity associated with AD. 

 

 

 

 

 

 

III. DISCUSSION 

 

Collectively, the effects of Aβ on glutamate receptors, 

synaptic transmission, microglia, tau, and lipid rafts lead to 

cognitive and behavioral deficits implicated in AD, such as 

neuroinflammation and toxicity, impaired synaptic plasticity, 

neurodegeneration, and eventual loss of memory, physical 

capabilities, and even death. Experimental data continues to 

support the amyloid cascade hypothesis, and it is therefore 

crucial that the prevention and slowing of the progression of 

AD addresses Aβ-mediated effects. Further preclinical 

research still needs to be conducted on the potentially 

neuroprotective effects of Aβ on glutamate receptors and 

cellular homeostasis; the failure of many clinical trials could 

possibly be due to the elimination of Aβ also countering its 

protective properties, thus further study is required to better 

understand neuroprotective mechanisms of action. In addition, 

studying means of reducing the neuroinflammatory effects of 

microglia in AD while enhancing their neuroprotective 

physiological purpose could be a promising future area; 

enhancing their ability to phagocytose Aβ could prevent the 

Aβ deposition that even precedes other neurotoxic pathologies 

such as tau, thereby slowing neurodegeneration. Currently, 

some studies covered in this paper are limited by difficulty in 

applying findings in murine research to that of humans. In 

order to better understand the molecular biology of 

pathologies such as tau, researchers must better be able to 

translate animal phenotypes to clinical contexts, especially 

given that this can improve the future efficacy of drugs. Future 

preclinical research must also explore the novelty of lipid rafts 

and their interactions with Aβ. Given that the physiological 

significance of lipid rafts remains unproven, further 

investigation and clarification could potentially help reduce 

Ca2+ influxes and neurotoxicity, and targeting Aβ-lipid raft 

interactions could even lay the foundation for a therapeutic 

intervention. 

 

Multiple studies and clinical trials over the years have 

demonstrated the crucial role played by Aβ and Aβ-induced 

mechanisms in AD. However, while this paper focuses on Aβ, 

it must be noted that Aβ is not the only important component 

in disease pathogenesis. Given Aβ’s synergistic interactions 

with tau, both of which have been proven to be critical factors 

in the progression of AD, the unsuccess of clinical trials could 

be due to the failure to target both Aβ and tau. Future trials 

and research should explore this idea in order to gain a better 

understanding of Aβ-tau synergy and apply that to a more 

effective therapy. Ultimately, Aβ is a pathology that continues 

to largely influence the pathogenesis of AD, and the most 

recent and promising developments made in the field warrant 

further investigation of Aβ, its pathologies, and future Aβ-

targeted therapies. 

 

 

 

 

http://www.ijisrt.com/


Volume 8, Issue 8, August – 2023                                     International Journal of Innovative Science and Research Technology                                                 

                                               ISSN No:-2456-2165 

 

IJISRT23AUG1831                                                           www.ijisrt.com                         2809 

REFERENCES 

 

[1]. ‘2021 Alzheimer’s disease facts and figures’ (2021) 

Alzheimer’s & Dementia, 17(3), 327–406, available: 

https://alz-

journals.onlinelibrary.wiley.com/doi/abs/10.1002/alz.123

28 [accessed 30 Jul 2021]. 

[2]. ‘A New Era of Alzheimer’s Treatment’ (2021) available: 

https://www.alzforum.org/news/research-news/new-era-

alzheimers-treatment. 

[3]. AMPA Receptor - an Overview | ScienceDirect Topics 

[online] (2021) available: 

https://www.sciencedirect.com/topics/neuroscience/ampa

-receptor [accessed 20 Jul 2021]. 

[4]. Amyloid Plaque - an Overview | ScienceDirect Topics 

[online] (2021) available: 

https://www.sciencedirect.com/topics/medicine-and-

dentistry/amyloid-plaque [accessed 1 Aug 2021]. 

[5]. Ayton, S. (2021) ‘Brain volume loss due to donanemab’, 

European Journal of Neurology, ene.15007, available: 

https://onlinelibrary.wiley.com/doi/10.1111/ene.15007 

[accessed 22 Jul 2021]. 

[6]. Barage, S.H., Sonawane, K.D. (2015) ‘Amyloid cascade 

hypothesis: Pathogenesis and therapeutic strategies in 

Alzheimer’s disease’, Neuropeptides, 52, 1–18, 

available: 

https://www.sciencedirect.com/science/article/pii/S01434

17915000657 [accessed 1 Aug 2021]. 

[7]. Betteridge, D.J. (2000) ‘What is oxidative stress?’, 

Metabolism: Clinical and Experimental, 49(2 Suppl 1), 

3–8. 

[8]. Bilousova, T., Miller, C.A., Poon, W.W., Vinters, H.V., 

Corrada, M., Kawas, C., Hayden, E.Y., Teplow, D.B., 

Glabe, C., Albay, R., Cole, G.M., Teng, E., Gylys, K.H. 

(2016) ‘Synaptic Amyloid-β Oligomers Precede p-Tau 

and Differentiate High Pathology Control Cases’, The 

American Journal of Pathology, 186(1), 185–198, 

available: 

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4715217

/ [accessed 21 Jul 2021]. 

[9]. Blanke, M.L., VanDongen, A.M.J. (2009) ‘Activation 

Mechanisms of the NMDA Receptor’, in Van Dongen, 

A.M., ed., Biology of the NMDA Receptor, Frontiers in 

Neuroscience, CRC Press/Taylor & Francis: Boca Raton 

(FL), available: 

http://www.ncbi.nlm.nih.gov/books/NBK5274/ [accessed 

20 Jul 2021]. 

[10]. Busche, M.A., Hyman, B.T. (2020) ‘Synergy between 

amyloid-β and tau in Alzheimer’s disease’, Nature 

Neuroscience, 23(10), 1183–1193, available: 

https://www.nature.com/articles/s41593-020-0687-6 

[accessed 21 Jul 2021]. 

[11]. Charles F. and Joanne Knight ADRC at Washington 

University [online] (2021) available: 

https://knightadrc.wustl.edu [accessed 22 Jul 2021]. 

 

[12]. Chen, G., Xu, T., Yan, Y., Zhou, Y., Jiang, Y., Melcher, 

K., Xu, H.E. (2017) ‘Amyloid beta: structure, biology 

and structure-based therapeutic development’, Acta 

Pharmacologica Sinica, 38(9), 1205–1235, available: 

https://www.nature.com/articles/aps201728 [accessed 1 

Aug 2021]. 

[13]. Chételat, G. (2013) ‘Aβ-independent processes—

rethinking preclinical AD’, Nature Reviews Neurology, 

9(3), 123–124, available: 

https://www.nature.com/articles/nrneurol.2013.21 

[accessed 21 Jul 2021]. 

[14]. Chung, H., Brazil, M.I., Soe, T.T., Maxfield, F.R. (1999) 

‘Uptake, degradation, and release of fibrillar and soluble 

forms of Alzheimer’s amyloid beta-peptide by microglial 

cells’, The Journal of Biological Chemistry, 274(45), 

32301–32308. 

[15]. Complex Activities of Daily Living in Mild Cognitive 

Impairment: Conceptual and Diagnostic Issues | Age and 

Ageing | Oxford Academic [online] (2021) available: 

https://academic.oup.com/ageing/article/35/3/240/40083 

[accessed 22 Jul 2021]. 

[16]. Cooper, G.M. (2000) ‘Microtubules’, The Cell: A 

Molecular Approach. 2nd edition, available: 

https://www.ncbi.nlm.nih.gov/books/NBK9932/ 

[accessed 1 Aug 2021]. 

[17]. Cummings, J.L. (1994) ‘The Neuropsychiatric Inventory 

Questionnaire: Background and Administration’, 

available: 

https://www.alz.org/careplanning/downloads/npiq-

questionnaire.pdf. 

[18]. Dinarello, C.A. (2000) ‘Proinflammatory cytokines’, 

Chest, 118(2), 503–508. 

[19]. Diociaiuti, M., Bombelli, C., Zanetti-Polzi, L., Belfiore, 

M., Fioravanti, R., Macchia, G., Giordani, C. (2019) 

‘The Interaction between Amyloid Prefibrillar Oligomers 

of Salmon Calcitonin and a Lipid-Raft Model: Molecular 

Mechanisms Leading to Membrane Damage, Ca2+-

Influx and Neurotoxicity’, Biomolecules, 10(1), E58. 

[20]. Drummond, E., Wisniewski, T. (2017) ‘Alzheimer’s 

Disease: Experimental Models and Reality’, Acta 

neuropathologica, 133(2), 155–175, available: 

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5253109

/ [accessed 21 Jul 2021]. 

[21]. Dugan, L.L., Ali, S.S., Shekhtman, G., Roberts, A.J., 

Lucero, J., Quick, K.L., Behrens, M.M. (2009) ‘IL-6 

mediated degeneration of forebrain GABAergic 

interneurons and cognitive impairment in aged mice 

through activation of neuronal NADPH oxidase’, PloS 

One, 4(5), e5518. 

[22]. Farlow, M.R., Andreasen, N., Riviere, M.-E., Vostiar, I., 

Vitaliti, A., Sovago, J., Caputo, A., Winblad, B., Graf, A. 

(2015) ‘Long-term treatment with active Aβ 

immunotherapy with CAD106 in mild Alzheimer’s 

disease’, Alzheimer’s Research & Therapy, 7(1), 23, 

available: 

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4410460

/ [accessed 22 Jul 2021]. 

http://www.ijisrt.com/
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb


Volume 8, Issue 8, August – 2023                                     International Journal of Innovative Science and Research Technology                                                 

                                               ISSN No:-2456-2165 

 

IJISRT23AUG1831                                                           www.ijisrt.com                         2810 

[23]. Frackowiak, J., Wisniewski, H.M., Wegiel, J., Merz, 

G.S., Iqbal, K., Wang, K.C. (1992) ‘Ultrastructure of the 

microglia that phagocytose amyloid and the microglia 

that produce beta-amyloid fibrils’, Acta 

Neuropathologica, 84(3), 225–233. 

[24]. Gibson, G.E., Thakkar, A. (2017) ‘Interactions of 

Mitochondria/Metabolism and Calcium Regulation in 

Alzheimer’s Disease: A Calcinist Point of View’, 

Neurochemical Research, 42(6), 1636–1648, available: 

https://doi.org/10.1007/s11064-017-2182-3 [accessed 21 

Jul 2021]. 

[25]. Gordon, B.A., Blazey, T.M., Su, Y., Hari-Raj, A., 

Dincer, A., Flores, S., Christensen, J., McDade, E., 

Wang, G., Xiong, C., Cairns, N.J., Hassenstab, J., 

Marcus, D.S., Fagan, A.M., Jack, C.R., Hornbeck, R.C., 

Paumier, K.L., Ances, B.M., Berman, S.B., Brickman, 

A.M., Cash, D.M., Chhatwal, J.P., Correia, S., Förster, 

S., Fox, N.C., Graff-Radford, N.R., la Fougère, C., 

Levin, J., Masters, C.L., Rossor, M.N., Salloway, S., 

Saykin, A.J., Schofield, P.R., Thompson, P.M., Weiner, 

M.M., Holtzman, D.M., Raichle, M.E., Morris, J.C., 

Bateman, R.J., Benzinger, T.L.S. (2018) ‘Spatial patterns 

of neuroimaging biomarker change in individuals from 

families with autosomal dominant Alzheimer disease: a 

longitudinal study’, The Lancet. Neurology, 17(3), 241–

250, available: 

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5816717

/ [accessed 31 Jul 2021]. 

[26]. Hanseeuw, B.J., Betensky, R.A., Schultz, A.P., Papp, 

K.V., Mormino, E.C., Sepulcre, J., Bark, J.S., Cosio, 

D.M., LaPoint, M., Chhatwal, J.P., Rentz, D.M., 

Sperling, R.A., Johnson, K. (2017) ‘FDG metabolism 

associated with tau-amyloid interaction predicts memory 

decline’, Annals of neurology, 81(4), 583–596, available: 

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5404378

/ [accessed 21 Jul 2021]. 

[27]. Herrup, K. (2015) ‘The case for rejecting the amyloid 

cascade hypothesis’, Nature Neuroscience, 18(6), 794–

799, available: https://www.nature.com/articles/nn.4017 

[accessed 21 Jul 2021]. 

[28]. Hu, Y., Fryatt, G.L., Ghorbani, M., Obst, J., Menassa, 

D.A., Martin-Estebane, M., Muntslag, T.A.O., Olmos-

Alonso, A., Guerrero-Carrasco, M., Thomas, D., Cragg, 

M.S., Gomez-Nicola, D. (2021) ‘Replicative senescence 

dictates the emergence of disease-associated microglia 

and contributes to Aβ pathology’, Cell Reports, 35(10), 

109228. 

[29]. Katsumoto, A., Takeuchi, H., Takahashi, K., Tanaka, F. 

(2018) ‘Microglia in Alzheimer’s Disease: Risk Factors 

and Inflammation’, Frontiers in Neurology, 9, 978. 

[30]. Kinoshita, M., Suzuki, K.G.N., Matsumori, N., Takada, 

M., Ano, H., Morigaki, K., Abe, M., Makino, A., 

Kobayashi, T., Hirosawa, K.M., Fujiwara, T.K., Kusumi, 

A., Murata, M. (2017) ‘Raft-based sphingomyelin 

interactions revealed by new fluorescent sphingomyelin 

analogs’, Journal of Cell Biology, 216(4), 1183–1204, 

available: https://doi.org/10.1083/jcb.201607086 

[accessed 21 Jul 2021]. 

[31]. Korade, Z., Kenworthy, A.K. (2008) ‘Lipid rafts, 

cholesterol, and the brain’, Neuropharmacology, 55(8), 

1265–1273, available: 

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2638588

/ [accessed 21 Jul 2021]. 

[32]. Kuchibhotla, K.V., Goldman, S.T., Lattarulo, C.R., Wu, 

H.-Y., Hyman, B.T., Bacskai, B.J. (2008) ‘Abeta plaques 

lead to aberrant regulation of calcium homeostasis in 

vivo resulting in structural and functional disruption of 

neuronal networks’, Neuron, 59(2), 214–225. 

[33]. Lee, H.-K., Velazquez Sanchez, C., Chen, M., Morin, 

P.J., Wells, J.M., Hanlon, E.B., Xia, W. (2016) ‘Three 

Dimensional Human Neuro-Spheroid Model of 

Alzheimer’s Disease Based on Differentiated Induced 

Pluripotent Stem Cells’, PloS One, 11(9), e0163072. 

[34]. Levental, I., Levental, K.R., Heberle, F.A. (2020) ‘Lipid 

Rafts: Controversies Resolved, Mysteries Remain’, 

Trends in Cell Biology, 30(5), 341–353. 

[35]. Li, T., Zhang, S. (2016) ‘Microgliosis in the Injured 

Brain: Infiltrating Cells and Reactive Microglia Both 

Play a Role’, The Neuroscientist: A Review Journal 

Bringing Neurobiology, Neurology and Psychiatry, 

22(2), 165–170. 

[36]. Lipid Raft - an Overview | ScienceDirect Topics [online] 

(2021) available: 

https://www.sciencedirect.com/topics/neuroscience/lipid-

raft [accessed 21 Jul 2021]. 

[37]. Long-Term Potentiation - an Overview | ScienceDirect 

Topics [online] (2021) available: 

https://www.sciencedirect.com/topics/neuroscience/long-

term-potentiation [accessed 1 Aug 2021]. 

[38]. Mattsson, N., et al. (2018) ‘Prevalence of the 

apolipoprotein E ε4 allele in amyloid β positive subjects 

across the spectrum of Alzheimer’s disease’, Alzheimer’s 

& Dementia: The Journal of the Alzheimer’s Association, 

14(7), 913–924. 

[39]. McAlpine, F.E., Lee, J.-K., Harms, A.S., Ruhn, K.A., 

Blurton-Jones, M., Hong, J., Das, P., Golde, T.E., 

LaFerla, F.M., Oddo, S., Blesch, A., Tansey, M.G. 

(2009) ‘Inhibition of soluble TNF signaling in a mouse 

model of Alzheimer’s disease prevents pre-plaque 

amyloid-associated neuropathology’, Neurobiology of 

Disease, 34(1), 163–177. 

[40]. McDade, E., Bateman, R.J. (2017) ‘Stop Alzheimer’s 

before it starts’, Nature, 547(7662), 153–155, available: 

https://www.nature.com/articles/547153a [accessed 22 

Jul 2021]. 

[41]. Medeiros, R., Baglietto-Vargas, D., LaFerla, F.M. (2011) 

‘The role of tau in Alzheimer’s disease and related 

disorders’, CNS neuroscience & therapeutics, 17(5), 

514–524. 

 

 

 

http://www.ijisrt.com/
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb


Volume 8, Issue 8, August – 2023                                     International Journal of Innovative Science and Research Technology                                                 

                                               ISSN No:-2456-2165 

 

IJISRT23AUG1831                                                           www.ijisrt.com                         2811 

[42]. Michinaga, S., Koyama, Y. (2015) ‘Pathogenesis of 

Brain Edema and Investigation into Anti-Edema Drugs’, 

International Journal of Molecular Sciences, 16(5), 

9949–9975, available: 

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4463627

/ [accessed 22 Jul 2021]. 

[43]. Microglial Cells - Latest Research and News | Nature 

[online] (2021) available: 

https://www.nature.com/subjects/microglial-cells 

[accessed 20 Jul 2021]. 

[44]. Morales, R., Green, K.M., Soto, C. (2009) ‘Cross 

Currents in Protein Misfolding Disorders: Interactions 

and Therapy’, CNS & neurological disorders drug 

targets, 8(5), 363–371, available: 

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2804467

/ [accessed 21 Jul 2021]. 

[45]. Nicoll, J.A.R., Wilkinson, D., Holmes, C., Steart, P., 

Markham, H., Weller, R.O. (2003) ‘Neuropathology of 

human Alzheimer disease after immunization with 

amyloid-beta peptide: a case report’, Nature Medicine, 

9(4), 448–452. 

[46]. Niidome, T., Goto, Y., Kato, M., Wang, P.-L., Goh, S., 

Tanaka, N., Akaike, A., Kihara, T., Sugimoto, H. (2009) 

‘Non-fibrillar amyloid-beta peptide reduces NMDA-

induced neurotoxicity, but not AMPA-induced 

neurotoxicity’, Biochemical and Biophysical Research 

Communications, 386(4), 734–738. 

[47]. Pickering, M., O’Connor, J.J. (2007) ‘Pro-inflammatory 

cytokines and their effects in the dentate gyrus’, 

Progress in Brain Research, 163, 339–354. 

[48]. Poejo, J., Salazar, J., Mata, A.M., Gutierrez-Merino, C. 

(2021) ‘Binding of Amyloid β(1-42)-Calmodulin 

Complexes to Plasma Membrane Lipid Rafts in 

Cerebellar Granule Neurons Alters Resting Cytosolic 

Calcium Homeostasis’, International Journal of 

Molecular Sciences, 22(4), 1984. 

[49]. ‘Primate study deals a fresh blow to the peripheral sink 

hypothesis’ (2014) Nature Reviews Neurology, 10(1), 4–

4, available: 

https://www.nature.com/articles/nrneurol.2013.266 

[accessed 22 Jul 2021]. 

[50]. Raghupathy, R., Anilkumar, A.A., Polley, A., Singh, 

P.P., Yadav, M., Johnson, C., Suryawanshi, S., Saikam, 

V., Sawant, S.D., Panda, A., Guo, Z., Vishwakarma, 

R.A., Rao, M., Mayor, S. (2015) ‘Transbilayer Lipid 

Interactions Mediate Nanoclustering of Lipid-Anchored 

Proteins’, Cell, 161(3), 581–594, available: 

https://www.sciencedirect.com/science/article/pii/S00928

67415003682 [accessed 21 Jul 2021]. 

[51]. Reiman, E.M., et al. (2012) ‘BRAIN 

ABNORMALITIES IN YOUNG ADULTS AT 

GENETIC RISK FOR AUTOSOMAL DOMINANT 

ALZHEIMER’S DISEASE: A CROSS-SECTIONAL 

STUDY’, The Lancet. Neurology, 11(12), 1048–1056, 

available: 

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4181671

/ [accessed 31 Jul 2021]. 

[52]. Reitz, C. (2012) ‘Alzheimer’s disease and the amyloid 

cascade hypothesis: a critical review’, International 

Journal of Alzheimer’s Disease, 2012, 369808. 

[53]. Ries, M., Sastre, M. (2016) ‘Mechanisms of Aβ 

Clearance and Degradation by Glial Cells’, Frontiers in 

Aging Neuroscience, 0, available: 

https://www.frontiersin.org/articles/10.3389/fnagi.2016.0

0160/full [accessed 20 Jul 2021]. 

[54]. Romagnani, S. (1991) ‘Type 1 T helper and type 2 T 

helper cells: functions, regulation and role in protection 

and disease’, International Journal of Clinical & 

Laboratory Research, 21(2), 152–158. 

[55]. Rui, Y., Gu, J., Yu, K., Hartzell, H.C., Zheng, J.Q. 

(2010) ‘Inhibition of AMPA receptor trafficking at 

hippocampal synapses by beta-amyloid oligomers: the 

mitochondrial contribution’, Molecular Brain, 3, 10. 

[56]. Schenk, D., Barbour, R., Dunn, W., Gordon, G., Grajeda, 

H., Guido, T., Hu, K., Huang, J., Johnson-Wood, K., 

Khan, K., Kholodenko, D., Lee, M., Liao, Z., 

Lieberburg, I., Motter, R., Mutter, L., Soriano, F., Shopp, 

G., Vasquez, N., Vandevert, C., Walker, S., Wogulis, M., 

Yednock, T., Games, D., Seubert, P. (1999) 

‘Immunization with amyloid-β attenuates Alzheimer-

disease-like pathology in the PDAPP mouse’, Nature, 

400(6740), 173–177, available: 

https://www.nature.com/articles/22124 [accessed 2 Aug 

2021]. 

[57]. Sezgin, E., Levental, I., Mayor, S., Eggeling, C. (2017) 

‘The mystery of membrane organization: composition, 

regulation and roles of lipid rafts’, Nature Reviews. 

Molecular Cell Biology, 18(6), 361–374. 

[58]. Shankar, G.M., Bloodgood, B.L., Townsend, M., Walsh, 

D.M., Selkoe, D.J., Sabatini, B.L. (2007) ‘Natural 

oligomers of the Alzheimer amyloid-beta protein induce 

reversible synapse loss by modulating an NMDA-type 

glutamate receptor-dependent signaling pathway’, The 

Journal of Neuroscience: The Official Journal of the 

Society for Neuroscience, 27(11), 2866–2875. 

[59]. Shankar, G.M., Li, S., Mehta, T.H., Garcia-Munoz, A., 

Shepardson, N.E., Smith, I., Brett, F.M., Farrell, M.A., 

Rowan, M.J., Lemere, C.A., Regan, C.M., Walsh, D.M., 

Sabatini, B.L., Selkoe, D.J. (2008) ‘Amyloid-β protein 

dimers isolated directly from Alzheimer’s brains impair 

synaptic plasticity and memory’, Nature Medicine, 14(8), 

837–842, available: 

https://www.nature.com/articles/nm1782 [accessed 20 

Jul 2021]. 

[60]. Stalder, M., Deller, T., Staufenbiel, M., Jucker, M. 

(2001) ‘3D-Reconstruction of microglia and amyloid in 

APP23 transgenic mice: no evidence of intracellular 

amyloid’, Neurobiology of Aging, 22(3), 427–434. 

[61]. Timmers, M., Tesseur, I., Bogert, J., Zetterberg, H., 

Blennow, K., Börjesson-Hanson, A., Baquero, M., 

Boada, M., Randolph, C., Tritsmans, L., Van Nueten, L., 

Engelborghs, S., Streffer, J.R. (2019) ‘Relevance of the 

interplay between amyloid and tau for cognitive 

impairment in early Alzheimer’s disease’, Neurobiology 

http://www.ijisrt.com/
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb


Volume 8, Issue 8, August – 2023                                     International Journal of Innovative Science and Research Technology                                                 

                                               ISSN No:-2456-2165 

 

IJISRT23AUG1831                                                           www.ijisrt.com                         2812 

of Aging, 79, 131–141, available: 

https://www.sciencedirect.com/science/article/pii/S01974

58019301010 [accessed 21 Jul 2021]. 

[62]. Ulland, T.K., Colonna, M. (2018) ‘TREM2 — a key 

player in microglial biology and Alzheimer disease’, 

Nature Reviews Neurology, 14(11), 667–675, available: 

https://www.nature.com/articles/s41582-018-0072-1 

[accessed 20 Jul 2021]. 

[63]. Umeda, T., Maekawa, S., Kimura, T., Takashima, A., 

Tomiyama, T., Mori, H. (2014) ‘Neurofibrillary tangle 

formation by introducing wild-type human tau into APP 

transgenic mice’, Acta Neuropathologica, 127(5), 685–

698. 

[64]. Vasconcelos, B., Stancu, I.-C., Buist, A., Bird, M., 

Wang, P., Vanoosthuyse, A., Van Kolen, K., Verheyen, 

A., Kienlen-Campard, P., Octave, J.-N., Baatsen, P., 

Moechars, D., Dewachter, I. (2016) ‘Heterotypic seeding 

of Tau fibrillization by pre-aggregated Abeta provides 

potent seeds for prion-like seeding and propagation of 

Tau-pathology in vivo’, Acta Neuropathologica, 131(4), 

549–569. 

[65]. Vergara, C., Houben, S., Suain, V., Yilmaz, Z., De 

Decker, R., Vanden Dries, V., Boom, A., Mansour, S., 

Leroy, K., Ando, K., Brion, J.-P. (2019) ‘Amyloid-β 

pathology enhances pathological fibrillary tau seeding 

induced by Alzheimer PHF in vivo’, Acta 

Neuropathologica, 137(3), 397–412. 

[66]. Wang, H.-W., Pasternak, J.F., Kuo, H., Ristic, H., 

Lambert, M.P., Chromy, B., Viola, K.L., Klein, W.L., 

Stine, W.B., Krafft, G.A., Trommer, B.L. (2002) 

‘Soluble oligomers of beta amyloid (1-42) inhibit long-

term potentiation but not long-term depression in rat 

dentate gyrus’, Brain Research, 924(2), 133–140. 

[67]. Zhang, J., Wu, N., Wang, S., Yao, Z., Xiao, F., Lu, J., 

Chen, B. (2021) ‘Neuronal loss and microgliosis are 

restricted to the core of Aβ deposits in mouse models of 

Alzheimer’s disease’, Aging Cell, 20(6), e13380. 

[68]. Zhong, L., Chen, X.-F., Wang, T., Wang, Z., Liao, C., 

Wang, Z., Huang, R., Wang, D., Li, X., Wu, L., Jia, L., 

Zheng, H., Painter, M., Atagi, Y., Liu, C.-C., Zhang, Y.-

W., Fryer, J.D., Xu, H., Bu, G. (2017) ‘Soluble TREM2 

induces inflammatory responses and enhances microglial 

survival’, The Journal of Experimental Medicine, 214(3), 

597–607. 

http://www.ijisrt.com/
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb
https://www.zotero.org/google-docs/?G4b1Mb

	Anya Gurudatt1 and Alicia Van Enoo2
	I. INTRODUCTION
	 Aβ Interactions with Receptors and Synaptic Dysfunction
	REFERENCES


