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Alzheimer’s disease (AD) is a progressive neurodegenerative disorder that is the sixth leading cause of
death and the most common cause of dementia worldwide. Over the last few decades, significant ad-
vancements have been made in our understanding of AD by investigating the molecular mechanisms
underlying amyloid-β and tau pathology. Despite this progress, no disease-modifying treatments exist
for AD, an issue that will exacerbated by the rising costs and prevalence of the disorder. Moreover,
effective therapies to address the devastating cognitive and behavioral symptoms are also urgently
needed. This perspective focuses on the value of nonhuman primate (NHP) models in bridging the mo-
lecular, circuit, and behavioral levels of analysis to better understand the complex genetic and environ-
mental/lifestyle factors that contribute to AD pathogenesis. These investigations could provide an
opportunity for translating our understanding of the pathogenesis and physiological mechanisms under-
lying AD and related disorders into new diagnostic approaches and disease-modifying therapies to pre-
vent disease or restore brain function for symptomatic individuals.
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Dementia is a clinical syndrome characterized by
impairment in several cognitive domains that prevents
an individual from living a fully functional and auton-
omous life (1). The most common cause of dementia is
Alzheimer’s disease (AD), accounting for nearly 60 to
80% of all cases (2). AD is the sixth leading cause of
death, with an estimated prevalence of nearly 30 mil-
lion people worldwide. Age is the most important risk
factor for AD, with an exponential increase in preva-
lence from 3 to 32% from the ages of 65 to 85 y old (3).
An estimated 5.6 million individuals over the age of
65 suffer from AD in the United States, a number pro-
jected to nearly triple to 13.8 million by 2050 due
to increases in population and lifespan. Caring for an
individual with AD often results in multiple hospital
admissions over extended periods of time, and behav-
ioral problems, such as agitation and psychosis, often
result in the need for long-term care in facilities. Due
to this insidious nature of the disease, Medicare and

Medicaid spending in 2019 caring for those with AD
will reach an estimated $195 billion, and it is projected
to rise to $1 trillion by 2050 (3). These issues will only
be exacerbated by inadequate symptomatic treatments
and the lack of disease-modifying treatments.

AD is a chronic neurodegenerative disorder char-
acterized histopathologically by the presence of amyloid-β
(Aβ) peptides in extracellular senile plaques and the
formation of intracellular neurofibrillary tangles (NFTs)
composed of hyperphosphorylated, microtubule-
associated protein tau (4, 5). Because dementia can
also arise from a number of etiologies that masquer-
ade as or coexist with AD, pathological confirmation at
autopsy (or rarely, biopsy in living individuals) has tra-
ditionally been necessary for definitive diagnosis.
However, the advent of positron emission tomogra-
phy (PET) imaging and fluid biomarkers of plaques
and tangles has enabled detection of these patholo-
gies in living individuals. For example, in individuals
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with mild cognitive impairment, a positive amyloid PET scan or
characteristic cerebrospinal fluid levels of Aβ, tau, and phospho-
tau are sensitive and specific biomarkers of AD that often, but not
always, predict the likelihood of progressing to dementia (6, 7).
These biomarkers have proven useful in tracking AD progression
in humans, and our understanding of core AD pathologies has
improved dramatically due to new experimental approaches, such
as cell culture and transgenic mouse models. Unfortunately, these
biomarkers have not yet translated into treatments for AD and
therefore, offer an opportunity to use nonhuman primate (NHP)
models in order to mirror the early stages of neurodegeneration
and identify new therapeutic options. In this perspective, we briefly
review the current state of knowledge about the pathogenesis and
treatment of AD and highlight gaps where there are important
opportunities for NHP research to advance the field.

NHP Models for Identifying the Molecular Pathogenesis
and Physiological Mechanisms of AD
Insights into the pathogenesis of AD arose from the pioneering
neuropathological observations of senile plaques and NFTs by
Alois Alzheimer (8) and the discovery 80 y later that these plaques
consist of a 39- to 43-amino acid peptide now known as Aβ (9). Aβ
is derived from the sequential cleavage of the amyloid-β precursor
protein (APP) by β-secretase and γ-secretase to primarily yield 2
major isoforms, Aβ40 and Aβ42, along with various C- and N-
terminally truncated and/or modified isoforms. In the disease
state, Aβ acquires a β strand-rich molecular conformation, a state
prone to self-assemble into oligomers, diffuse plaques, and
dense-core (amyloid) plaques. Many dense-core plaques, which
are thought to represent a late stage of development, are sur-
rounded by degenerating neurites as well as activated microglia
and astrocytes (5). Soluble amyloid-β oligomers (AβOs), rather
than dense-core plaques, are now thought to be linked to early
synaptic loss and reflect the earliest stages of AD (10). Aβ also
frequently accumulates in the walls of brain blood vessels (cere-
bral amyloid angiopathy [CAA]) (11), although the amount of CAA
varies considerably among cases (12) (Fig. 1).

The role of Aβ in AD pathogenesis is further supported by
genetic mutations in rare, autosomal-dominant, familial cases of
AD. These mutations in APP and the presenilin 1 and 2 compo-
nents of the γ-secretase complex are associated with the over-
production and/or accumulation of Aβ as well as a more aggressive
disease course, including an early age of onset compared with
sporadic cases of AD (13–16). These studies implicate the Aβ
peptide as a causative agent in triggering a sequence of events that
ultimately leads to the core pathologies, neuronal dysfunction,
synaptic loss, cerebral atrophy, and dementia (10, 17)—at least in
these rare families with autosomal-dominant mutations.

NFTs are also a core lesion that, along with Aβ plaques, defines
all cases of AD (4, 5, 18–20). NFTs are intracellular deposits of
hyperphosphorylated, microtubule-associated protein tau. Tau
typically binds tubulin to control the stability of microtubules and
regulate axonal transport. In its hyperphosphorylated form, tau
self-assembles to form paired helical filaments at the ultrastruc-
tural level (21, 22) and NFTs at the light microscopic level (18–20).
The emergence of NFTs follows a characteristic spatiotemporal
progression across brain regions known as the Braak stages (18).
Cortical NFTs initially appear in layers II and III of the trans-
entorhinal region (stage I) and progress to the hippocampal for-
mation (stage II) (20). NFTs then deposit in basal areas of the
temporal lobe (stage III) and neocortical association areas (stage
IV) followed by deposition in motor and sensory areas in stages V

and VI. NFTs often correlate with neuronal loss and symptom
progression in AD (20), beginning with subtle memory deficits
followed by multidomain cognitive impairment (6, 7, 23, 24).
Neurofibrillary changes have been found in the locus coeruleus of
young people, and these are thought by some to be the first
pathology in the AD brain, even predating the cortical develop-
ment of NFTs (20). The mechanisms by which NFTs and early lo-
cus coeruleus pathology contribute to the emergence and
progression of AD are exciting areas of research (25–28).

Although our knowledge of the molecular pathogenesis and
physiology of AD derives largely from understanding the hallmark
neuropathologies, recent evidence has suggested that AD is a
complex disorder involving both genetic (70 to 80%) and envi-
ronmental factors (29–31), with our understanding of each far from
complete. For example, genome-wide association studies have
now identified 29 loci associated with AD risk, with the majority of
the genetic variance still unexplained (32). Despite the complex
nature of the disease, most experimental studies of AD patho-
genesis have used mouse models with mutant forms of the APP
and PSEN genes to recapitulate autosomal-dominant familial AD
(33), which accounts for less than 1% of human AD cases. These
aggressive mutations, when introduced into rodents, cause age-
dependent accumulation of Aβ plaques. However, cognitive im-
pairment is generally mild and/or variable, with minor neuro-
degeneration, and the mice do not develop human-like NFTs, all
core clinicopathologic features of the human condition. Mice also
have been developed that express tau that bears mutations as-
sociated with human primary tauopathies (34). Although these
mice exhibit substantial abnormal tau in the brain, it does not fully
recapitulate the tauopathy of AD, even when the mice are crossed
with APP-transgenic mice (34, 35).

Reduced clearance rather than overproduction of Aβ seems to
be the driver of Aβ accumulation in the commonly occurring late-
onset form of AD (36). Moreover, clinical trials of β-secretase and
γ-secretase inhibitors attempting to reduce amyloid have been
ineffective or even exacerbated AD in humans (37). Hence, AD as
it occurs in humans is more complex than the pathology modeled
in rodents that have been genetically engineered to overproduce

Fig. 1. Aβ-immunoreactive deposits (brown) in the neocortex of a
35-y-old female rhesus monkey. One of a morphologic variety of Aβ
plaques is indicated by the arrow, and an Aβ-positive blood vessel
(CAA) is indicated by the arrowhead. (Scale bar: 200 μm.)
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human-sequence Aβ. Some of these limitations may be due to the
fact that these animals only model a portion of AD pathology, and
they do not include frequent co-occurring disorders, such as vas-
cular disease and other proteopathies (tauopathy, synucleinopathy,
TDP-43 proteopathy, etc.). Another possibility is that more highly
evolved brain systems are essential to manifest the full spectrum
of AD (38).

Owing to their relatively long lives and biological propinquity
to humans, NHPs are an important source of insights into brain
aging and vulnerability to neurodegenerative diseases. Despite
the profoundly important role of aging as the major risk factor for
AD, there is very limited understanding of the underlying mech-
anisms. All NHPs studied to date develop Aβ pathology with
advancing age, although the onset, distribution, and appearance
of the lesions vary depending on the species and lifespan (39, 40)
(Fig. 1). Even within species, the timing and pattern of Aβ de-
position vary among individuals (34). Similar to humans, mature Aβ
plaques in NHPs are often surrounded by significant gliosis and
swollen neurites. Interestingly, CAA (which is highly variable in
humans with AD) is common in all NHPs analyzed to date, including
species ranging from prosimians to great apes (39, 40) (Fig. 1).

In contrast to Aβ pathology, NFTs and associated neuronal loss
are relatively rare in the aged NHP brain (39, 40). Some studies
have reported significant hyperphosphorylated tau in the brains of
aged monkeys (41–44), and one recent study reported early tau
pathology in the form of paired helical filaments and NFTs in layer
II of the entorhinal cortex in macaques of extreme old age (41).
However, the full clinicopathologic spectrum that defines AD,
including multidomain cognitive impairment along with profuse
Aβ plaques and NFTs, has not yet been demonstrated in a non-
human species (38). Even so, it is possible that aged monkeys
represent an early stage of AD pathogenesis and thus, could be
useful for investigating the critical, but still obscure, mechanisms
linking Aβ proteopathy to tauopathy, specifically in the absence
of autosomal-dominant mutations. Aged macaque models have
begun to identify molecular mechanisms that may explain the
presence of hyperphosphorylated tau observed in AD (41). For
example, as discussed by Arnsten in this issue (45), these phe-
nomena associated with AD may arise from a feedforward cycle
involving calcium and cAMP-PKA-K+ signaling that ultimately
leads to neurodegeneration via calcium-induced excitotoxicity.
Alterations in calcium are proposed to occur before the develop-
ment of AD pathology and therefore, may provide a number of
therapeutic targets to prevent excitotoxicity in AD models.

To address the long time course involved in generating such
models, an NHP model of AD has been developed that relies on
intraventricular injections of soluble AβOs, an Aβ species currently
thought to be involved in the early stages of AD and to induce
synaptic loss and dementia (10). Discussed by Beckman et al. in
detail in this issue (46), soluble AβOs accumulate in the hippo-
campus and dorsolateral prefrontal cortex, where they trigger
synaptic loss and the activation of microglia, features associated
with the early stages of AD. Such biologically proximal models
may help to clarify the pathogenic mechanisms underlying AD,
including the key roles of aging, genetics, and the environment.

NHPs for Characterizing Clinical Symptom Progression
and Identifying Novel Treatment Options for AD
Although the development of treatments for disease modification
and prevention of AD are key goals, tens of millions of individuals
are currently affected worldwide with very limited treatment op-
tions to improve clinical symptoms. Memory loss is a core clinical

feature of AD, typically with insidious onset of a progressive an-
terograde long-term episodic amnesia. Early stages of AD can
also be characterized by executive dysfunction, which manifests
as a reduction in the ability to multitask, solve problems, or
maintain attention. As the disease progresses, individuals develop
other cognitive impairments, including apraxia, visuospatial im-
pairments, and language dysfunction. In its most severe stages,
individuals lose the ability to speak and move, and they rely solely
on their caregivers to carry out simple tasks. Behavioral symptoms
are also common in AD, including anxiety and depression, even in
early stages. Other behavioral symptoms, such as apathy and social
disengagement, agitation, and psychosis, are huge treatment chal-
lenges. As these symptoms progress, care becomes overwhelmingly
difficult and often necessitates placement in long-term care facilities.
In the terminal stages, complications, such as dehydration, malnu-
trition, and infection, frequently culminate in death.

In the United States, several acetylcholinesterase inhibitors
(AChEIs) are approved for treatment of cognitive symptoms in
mild to moderate AD. AChEIs increase acetylcholine at the syn-
aptic cleft in order to counteract the significant loss of cholinergic
neurons in the nucleus basalis of Meynert in AD (47). Based on a
metaanalysis of 3,000 individuals with mild to moderate AD,
AChEIs provide a modest benefit in performance on general
measures of cognition (increase of 1.37 points on the Mini-Mental
State Examination) (48). Whether AChEIs reduce nursing home
admissions and improve the ability to perform daily activities re-
mains controversial (49–53). The efficacy of AChEIs is also quite
variable, with ∼30 to 50% of individuals showing no observable
benefit (54, 55). Memantine is a second symptomatic treatment
option and is approved for more advanced-stage disease. Mem-
antine weakly inhibits N-methyl-D-aspartate receptors in order to
prevent excitotoxicity from excessive glutamatergic stimulation,
and it is thought to provide neuroprotective effects (56, 57).
Memantine provides symptomatic relief that is similar to the
AChEI donepezil (Aricept), with no improvement in long-term
outcomes when the 2 are used in combination (58, 59). Of note,
no treatment for AD has been approved by the Food and Drug
Administration (FDA) since 2003, including Aβ immunization
therapies and γ-secretase and β-secretase inhibitors, all of which
have been shown to reduce Aβ but without improving cognitive
status (37, 60). There also are no FDA-approved treatments for
mild cognitive impairment or for behavioral symptoms other than
anxiety and depression.

NHP research is well positioned to link AD pathophysiology
to the clinical presentation of the disease and to inform the de-
velopment of urgently needed new therapies for both the cog-
nitive and behavioral symptoms. Symptom-based treatments are
guided by understanding the relevant neural circuits and systems
affected in disease. Early lesion studies in NHPs identified the
medial temporal lobe (MTL), which includes the hippocampus,
entorhinal cortex, perirhinal cortex, and parahippocampal corti-
ces, as the locus of long-term episodic memory formation (61–63).
These fundamental studies on the neuroanatomical foundations
of memory were critical for defining the role of the MTL and early
vulnerability to memory loss in AD. NHP research continues to
play crucial roles in fundamental brain research, with promise to
illuminate how circuit dysfunction contributes to cognitive and
behavioral impairments. Neuropsychological tools with relevance
for humans are also emerging from NHP research. For example,
highly sensitive assessments of nonverbal memory in NHP have
been developed by using eye movements to quantify the amount
of time that an animal views novel parts of an image (64–69), a
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technology that holds promise for predicting the risk of progression
to AD in humans (64). Unlike other clinical measures of memory,
these paradigms allow for the rapid assessment of memory with
little instruction and minimal user input while predicting memory
loss in AD with high sensitivity and specificity (64, 65, 67). The lack
of ceiling effects and their recent translation to mobile devices
make these paradigms promising for sensitive and efficient re-
mote tracking of memory trajectories in population studies and in
the clinic.

NHP research also offers an important opportunity to link al-
terations in the molecular networks involved in AD to the pro-
gression of clinical symptoms. Recent advances in molecular
profiling technology have enabled identification of the genetic,
transcriptomic, epigenetic, proteomic, and metabolic landscape
in order to develop unbiased, data-driven network models of AD.
Molecular networks for synaptic injury, neuroinflammation, and
other pathophysiological mechanisms have been strongly linked
to cognitive trajectory and the hallmark pathologies, even in
preclinical stages of disease (70, 71). Because of their close phy-
logenetic relatedness to humans, NHPs exhibit a greater degree
of genetic, molecular, and anatomical convergence with humans
than do rodents. NHPs also exhibit similarities in complex be-
haviors, such as sleep, memory, and executive function, which are
known to be disrupted early in AD. Furthermore, they are sus-
ceptible to age-related diseases, such as atherosclerosis, di-
abetes, and stroke (72, 73), which are established risk factors for
dementia in humans. This biological correspondence will likely
enable the identification of molecular networks and behavioral
trajectories of AD that are conserved across both species (74).

Unlike in humans, the evolution of age-related changes in the
brain can be examined—with temporal precision—in the context
of controlled changes in lifestyle, diet, exercise, and cognitive
enrichment, which may reduce the risk of dementia and induce
cognitive resilience (75–79). The molecular drivers of these net-
works can also be pharmacologically or genetically targeted
in NHPs (for example, with emerging methods, such as CRISPR-

Cas9 or antisense therapy) in order to slow disease progression or
provide symptomatic relief. Postmortem histopathological ex-
amination and in vivo electrophysiological recordings could also
be used to understand the manifestations of these molecular
changes and manipulations at the circuit level. Such efforts may
provide a critical link in identifying how underlying molecular al-
terations relate to cognitive decline, and they can serve as an
important preclinical testbed for proof-of-concept studies and
rapid prototyping of potential treatment options prior to con-
ducting human clinical trials.

Conclusion
Substantial advancements have been made over the last few
decades in our understanding of AD from investigations of the
physiological mechanisms and pathogenesis underlying Aβ pro-
teopathy, tauopathy, and their neurodegenerative sequelae.
Despite this progress, no disease-modifying treatments exist for
addressing the increasing prevalence and high social and eco-
nomic costs of AD. NHPs are close to humans phylogenetically,
they develop Aβ amyloidosis and incipient tauopathy as they grow
old, and they are naturally susceptible to many other age-related
disorders that increase the risk of dementia. NHPs can, therefore,
serve as an important model for studying the molecular and be-
havioral alterations that occur in the aging brain, and they can
serve as an intermediary between rodent and human studies for
rapidly testing therapeutic candidates identified from unbiased,
data-driven network models of AD. Such efforts may prove in-
strumental in bridging the gap between our understanding of the
pathogenesis and physiological mechanisms underlying AD and
their therapeutic relevance.

Data Availability. There are no new data in this manuscript.
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