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A B S T R A C T

Alzheimer’s disease (AD) is one of the most devastating neurodegenerative diseases in modern society

because of insurmountable difficulties in early diagnosis and lack of therapeutic treatments. AD

pathogenesis is tightly linked to the abnormal accumulation and aggregation of amyloid b (Ab),

seemingly the main causative factor of AD; however, intensive research on Ab has not yet explained the

complexity of AD pathogenesis. Consequently, the role of other supportive partners of Ab have been

elucidated and evaluated in the etiology of AD, and their potential molecular mechanisms have emerged

as possible therapeutic targets. In this review, we compile information regarding Ab-interacting

partners in normal conditions and AD pathology, and analyze their etiological roles in diverse areas.

Furthermore, we integrate this information into suggestions for probable clinical applications for AD

diagnosis and therapeutics. We include Ab-interacting partners localized to the cell surface and

intracellular and extracellular compartments of different cell types ranging from the central nervous

system to peripheral regions. Additionally, we expand the range of Ab-interacting partners by including

not only proteins, but also inorganic substances like metals, expecting that one of these partners may

yield a critical breakthrough in the field of AD diagnostics and therapeutic drug development.

� 2015 Elsevier Ltd. All rights reserved.
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1. Introduction

Alzheimer’s disease (AD) is one of the most concerning
neurodegenerative diseases in present society due to the lack of
early diagnostic methods and therapeutic remedies. Amyloid b
(Ab) plaques are regarded as the main etiological hallmark of AD.
Plaque formation begins with abnormal production or impaired
clearance of Ab and consequent accumulation and aggregation,
leading to formation of Ab plaques in the brain (Mawuenyega
et al., 2010; Querfurth and LaFerla, 2010). Increased Ab levels are
tightly associated with synaptic dysfunctions and neuronal
network perturbations, which are regarded as the main cause of
cognitive impairment in AD (Palop and Mucke, 2010). Contrary to
AD, in other types of dementia aggregated forms of Ab are not
present, suggesting that aggregation of Ab peptides is a peculiar
characteristic of AD, and plays a pivotal role in its pathogenesis.
Therefore, inhibition of Ab aggregation or its effects may be a key
solution to prevent the initiation of AD or slow down its etiological
progression.

Accumulating evidence suggests that Ab elicits its deleterious
effects, including toxicity on cellular and synaptic functions,
through binding to certain molecular partners. However, other
molecules may interact with Ab and prevent the Ab-mediated
toxic effects. Therefore, Ab-interacting proteins and molecules are
tightly associated with diverse aspects of AD pathophysiology.
Firstly, numerous Ab-interacting proteins play a critical role in
influencing the lifespan of Ab via regulating Ab generation,
aggregation, disaggregation, and degradation (Bohrmann et al.,

1999; Clinton et al., 2010; Hone et al., 2003). Certain Ab-
interacting proteins are capable of modulating the amyloidogenic
and catabolic process by interacting with Ab (Fagan et al., 2002;
Ono et al., 2012). Other Ab-interacting proteins either enhance or
inhibit Ab aggregation by maintaining Ab in a free or bound form,
respectively (Clinton et al., 2010; Schwarzman and Goldgaber,
1996). This process is critical in AD pathogenesis, because
abnormally accumulated Ab, usually the free form of Ab,
aggregates to form neurotoxic Ab, whereas bound forms do not
tend to aggregate (Bohrmann et al., 1999). Secondly, Ab-
interacting partners, localized in both intra/extracellular compart-
ments and on the cell surface, typically serve as mediators for Ab-
triggered signaling (activation or inhibition) (Freir et al., 2011;
Sturchler et al., 2008), which is closely linked to synaptic
dysfunction and neuronal toxicity. Thirdly, Ab directly binds to
certain enzymes that are critical in cell dynamics, and modulates
their activities and functions (Chen and Yan, 2007; Hernandez-
Zimbron et al., 2012; Lustbader et al., 2004), which leads to the
breakdown of cellular homeostasis and further toxicity. Ab-
interacting partners attract a great interest, as they might help in
understanding the pathophysiology of AD, and therefore, compre-
hensive assessment of Ab-interacting proteins and their diverse
roles is necessary for developing therapeutic agents for AD
targeting these proteins. Careful investigation of Ab-interacting
partners may provide valuable information to understand Ab-
mediated cellular toxicity in AD and promising first-line inter-
ventions to delay or prevent disease progression by modulating
these regulatory partners.
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