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Alzheimer’s disease (AD) is a progressive neurodegenerative disorder primarily

affecting cognitive functions. However, sensory deficits in AD start to draw

attention due to their high prevalence and early onsets which suggest that

they could potentially serve as diagnostic biomarkers and even contribute to

the disease progression. This literature review examines the sensory deficits

and cortical pathological changes observed in visual, auditory, olfactory, and

somatosensory systems in AD patients, as well as in various AD animal models.

Sensory deficits may emerge at the early stages of AD, or even precede

the cognitive decline, which is accompanied by cortical pathological changes

including amyloid-beta deposition, tauopathy, gliosis, and alterations in neuronal

excitability, synaptic inputs, and functional plasticity. Notably, these changes are

more pronounced in sensory association areas and superficial cortical layers,

which may explain the relative preservation of basic sensory functions but

early display of deficits of higher sensory functions. We propose that sensory

impairment and the progression of AD may establish a cyclical relationship that

mutually perpetuates each condition. This review highlights the significance

of sensory deficits with or without cortical pathological changes in AD and

emphasizes the need for further research to develop reliable early detection and

intervention through sensory systems.

KEYWORDS

Alzheimer’s disease, sensory processing, sensory cortex, cognitive function, pathology,
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Introduction

Alzheimer’s disease (AD) is a progressive neurological disorder characterized by the
degeneration of cognitive functions or dementia, with an often overlooked but significant
impact on sensory modalities such as vision, hearing, smell and touch (Albers et al., 2015;
Claire, 2019; Wiesman et al., 2021a). The sensory deficits commonly observed in Alzheimer’s
patients, including decreased visual contrast sensitivity (Risacher et al., 2013), hearing loss
(Uhlmann et al., 1986), and olfaction deficits (Claire, 2019), can substantially impair an
individual’s quality of life and hinder their ability to carry out daily tasks. Many studies have
indicated earlier onsets of sensory deficits as compared to the cognitive decline in AD (Peters
et al., 1988; Cronin-Golomb et al., 1995; Devanand et al., 2000), including young-onset
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atypical AD (Graff-Radford et al., 2021), suggesting that
these sensory impairments may be suitable to serve as early
diagnostic biomarkers. Meanwhile, interventions based on sensory
stimulation have demonstrated a potential in alleviating clinical
symptoms in patients with AD (Smith and D’Amico, 2020).
However, the exact mechanisms that contribute to sensory
impairments in AD progression remain elusive.

In AD brains, pathological changes have been observed
in sensory cortices (Ahmad et al., 2016; Brewer and Barton,
2016; Claire, 2019; Aylward et al., 2020), making it crucial to
investigate the causal relationship between cortical pathology
and central sensory impairments in AD patients. The cortical
pathological alterations encompass the accumulation of
extracellular amyloid-beta (Aβ) plaques (Braak et al., 1989)
and intracellular neurofibrillary tangles (Lewis et al., 1987), as well
as neuronal loss, synaptic dysfunction, and inflammation. The
cerebral cortex is responsible for various higher-order functions,
including the processing and integration of sensory information
(Gilbert, 1983; Zatorre et al., 2002), and thus becomes an essential
area of focus when studying the central sensory deficits in AD.
For example, a strong correlation between the visual contrast
sensitivity deficit and cerebral amyloid and tau depositions has
been proposed (Risacher et al., 2020). Examining the cortical
pathology underlying central sensory impairments in AD has not
only led to a better understanding of the disease’s progression
and its impact on sensory functions, but also paved the way for
the development of early diagnosis tools and targeted therapeutic
interventions to improve the overall quality of life of Alzheimer’s
patients.

This literature review is focused on the central sensory
processing deficits observed in Alzheimer’s patients and animal
models and their associated cortical pathological changes, and
thereby aims to offer a more holistic understanding of the disease’s
impact on sensory modalities.

Central sensory processing deficits
in Alzheimer’s disease

Visual perception deficits

Various visual tests have been conducted in AD patients
to assess contrast sensitivity, motion detection, visual field
topography, visual acuity, and color vision (Figure 1). Although
there are some discrepancies regarding some specific symptoms
across different studies, it is generally agreed that some visual
functions are impaired in AD patients compared to age-matched
healthy controls (Bublak et al., 2011). Meanwhile, higher-order
visual functions, such as contrast sensitivity and conscious moving
object detection, appear to be more affected compared to basic
visual functions such as visual acuity. SeeTable 1 for the prevalence.

Contrast sensitivity
Contrast sensitivity (CS) tests measure the ability of an

individual to distinguish visual patterns of varying spatial
frequencies vs. background at different contrast levels (Cronin-
Golomb et al., 1987). Many studies have consistently found
deficiencies of CS in AD patients (Cronin-Golomb et al., 1991;

Cronin-Golomb, 1995), with CS reduced at both low and high
spatial frequencies (Cronin-Golomb et al., 1991). In addition, the
CS deficits start from pre-clinical AD stages, indicating that they are
sensitive to early AD-associated changes and could be a promising
biomarker for diagnosis and monitoring (Risacher et al., 2013).

Motion detection
Visual motion perception is the ability to perceive and process

movements in the visual field. It is an important aspect of visual
processing that allows individuals to detect and respond to moving
objects in their environment. Motion perception deficits have
been reported in AD. Compared to healthy elderly adults, AD
patients exhibit abnormal visual evoked potential to visual motion
stimulation (Fernandez et al., 2007), and significantly higher
thresholds to perceive motion signals (Gilmore et al., 1994; Kurylo
et al., 1994), and the deficit is worsened with dementia severity
(Gilmore et al., 1994). However, the motion perception deficit
may reflect a cognitive decline. While the threshold of conscious
perception of motion is significantly elevated the unconscious
motion detection threshold remains normal (Silverman et al.,
1994). Meanwhile, in a complex motion image perception test
which requires participants to perceive shapes defined by motion
cues, individuals with AD perform significantly worse than healthy
controls, whereas the detection of motion direction per se is spared
(Rizzo and Nawrot, 1998).

Color vision
Color blindness, or the inability to distinguish between certain

colors, can arise in AD, as demonstrated by studies using various
tests (Cronin-Golomb et al., 1991; Festa et al., 2005; Polo et al.,
2017). The Ishihara test requires participants to recognize the
pattern defined by color cues, and the PV-16 test requires
participants to identify the most closely matched color. AD patients
make more mistakes on both tests compared to healthy controls
(Pache et al., 2003). The cognitive decline in AD also significantly
impacts the ability of color discrimination. A study using the
Farnsworth–Munsell 100 hue test to assay color discrimination has
shown that AD patients make more errors than healthy controls,
even after adjustments for cognitive performance (Salamone et al.,
2009). The most errors are made in the blue-green chromatic
areas and in naming colors, although the preference rank order
of colors remains unaffected by disease severity (Wijk et al.,
1999).

Visual field
The visual field refers to the area in which objects can be seen

by an individual’s eyes without moving their head or eyes. AD
patients exhibit visual field deficits (Armstrong, 1996). One study
using the Humphrey automated perimetry to measure differential
luminance sensitivity has found that AD patients exhibit a
significant reduction in visual sensitivity globally throughout the
visual field, with the deficit most pronounced in the inferonasal and
inferotemporal arcuate regions of the visual field, and that the visual
field loss tends to progress over time (Trick et al., 1995).

Visual acuity
Visual acuity is the ability of the eyes to detect and resolve

fine details. In AD, visual acuity can be affected due to changes in
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FIGURE 1

Sensory deficits in AD patients. Sensory deficits across sensory modalities are observed in AD patients. Visual deficits include decreased contrast
sensitivity and motion detection, color blindness, visual field deficits, and a reduction in visual acuity. Auditory deficits include a decrease in hearing
gating, hearing loss, and deficiencies in temporal processing and sound localization. Olfactory and somatosensory deficits consist of olfactory
sensitivity and discrimination dysfunction, as well as a higher pain threshold. This illustration was generated using bioRender by N.Z. with approved
license.

the retina and visual cortex. Although a few studies have reported
that AD patients have lower visual acuity than healthy controls
(Sadun et al., 1987; Polo et al., 2017), most studies have not found
significant differences of visual acuity between AD patients and
healthy controls using the Snellen chart (Schlotterer et al., 1984;
Katz and Rimmer, 1989; Mendez et al., 1990; Cronin-Golomb et al.,
1991).

Auditory perception deficits

Impaired central auditory processing has been found at early
and mid-phases of AD (Strouse et al., 1995), often preceding
the onset of clinical dementia (Gates et al., 2002). Meanwhile,
hearing loss has been proposed as a significant risk factor for the
development of AD (Griffiths et al., 2020), and the use of hearing
aid shows some preventive effect (Livingston et al., 2020). Even for
subclinical hearing loss, a study of 6,451 participants observed that
cognitive function decreases with every 10 dB reduction in hearing
(Golub et al., 2020). See Table 1 for the prevalence.

Hearing gating
Hearing gating refers to the brain’s ability to filter out irrelevant

or redundant sound information in order to focus on important
information and to protect against information overload. There is
some evidence to suggest that hearing gating may be impaired in
individuals with AD. Many studies using a double-click paradigm
to measure sensory gating have shown that AD patients exhibit
less inhibition to the response to the second click, which suggests
a reduced ability of suppressing repeated auditory information
(Jessen et al., 2001; Cancelli et al., 2006).

Hearing loss
Around 37% of AD patients show hearing loss (Livingston

et al., 2017). The relationship between hearing loss and AD appears
complex and intertwined. AD patients may have significantly worse
hearing than normal elderly individuals (Gates et al., 2008). On
the other hand, hearing loss per se has been proposed to facilitate
the development of dementia (Griffiths et al., 2020). A prospective
study involving 639 participants found that hearing loss and
its severity are associated with an increased risk of developing
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TABLE 1 Prevalence of sensory deficit in AD.

Sensory deficit Prevalence in AD Disease stage Age References

Contrast sensitivity 47% Dementia (MMSE 15–18) 40–90 years Gilmore and Whitehouse, 1995

Color blindness 50% Mild-severe dementia 84 years Sadun et al., 1987

Visual evoked potentials abnormality 100% Dementia (MMSE 23) 73–75 years Fernandez et al., 2007

Visual Field Loss 61% Dementia 73 years Trick et al., 1995

Visual Acuity deficit 37% Dementia (MMSE 18.7) 81 years Marquié et al., 2019

Hearing gating N/A Dementia (MMSE 17.5) 71.2 years Jessen et al., 2001

Hearing loss 31.7% Early AD stages 55–75.5 years Livingston et al., 2017

Odor identification deficit 85–90% Dementia (MMSE 22) 75 years Woodward et al., 2017

dementia (Lin et al., 2011). Several possible underlying mechanisms
have been proposed, including reduced sensory stimulation, or
shared pathological factors (Griffiths et al., 2020). Regardless of
the exact nature of the relationship, hearing loss can have a
significant impact on the quality of life for individuals with AD,
making it more difficult for them to communicate with caregivers
and beloved ones, which contributes to feelings of isolation and
depression. The use of hearing aid in the prevention of dementia
has been investigated, showing some promising effects (Jiang et al.,
2023).

A distinction between audibility and intelligibility should be
noted. Audibility refers to the ability to hear sounds, typically
assessed via an audiogram, which measures the quietest sounds an
individual can hear at different frequencies. On the other hand,
intelligibility refers to the ability to understand what is being
heard, such as understanding speech in a noisy environment–also
known as the "cocktail party problem." Speech perception in noisy
environments is impaired in some AD patients (Stevenson et al.,
2022) that do not have hearing problems. Thus, AD brains may be
less efficient at distinguishing auditory information from irrelevant
noise.

Sound localization
Sound localization is a crucial aspect of auditory perception

enabling individuals to recognize the source of sounds within their
environment. This ability of spatial processing plays a significant
role in navigation and communication. Sound localization is a
core component of auditory scene analysis, which is vulnerable
to AD (Goll et al., 2012). Studies have reported that AD patients
exhibit a deficit in discrimination of stationary sound positions
(Kurylo et al., 1993; Golden et al., 2015). The deficit, however,
does not correlate with age or dementia severity (Kurylo et al.,
1993), suggesting that it is not merely the result of a general
cognitive decline, but rather indicative of specific impairments in
the auditory processing system.

Temporal processing
Auditory temporal processing refers to the ability of the

auditory system to perceive and process sound events that occur
over time. This includes detection of changes in frequency,
amplitude, and timing of sounds. The gap detection test has been
used to assess temporal processing. At pre-clinical AD stages,
patients start to show temporal processing through their difficulty

in detecting silent gaps in continuous sounds (Iliadou et al., 2017).
Meanwhile, individuals with AD may find it harder to discern
rapidly occurring sound events or changes in the temporal structure
of sounds (Stevenson et al., 2022). This also impacts their ability to
understand speech, particularly in noisy environments.

Other sensory perception deficits in
Alzheimer’s disease

Olfactory
Alzheimer’s disease can affect various aspects of olfactory

sensation, including olfactory sensitivity, discrimination and
memory. It has been reported that the prevalence of olfactory
dysfunction in AD could be up to 100% (Duff et al., 2002; Zou
et al., 2016). Individuals with AD may experience a decline in
their ability to detect and identify different odors (Albers et al.,
2015). This reduction in olfactory sensitivity can affect the ability
to enjoy food and to detect potentially dangerous situations (e.g.,
gas leaks or spoiled food). However, the olfactory deficit may be
harder to notice compared to visual and auditory dysfunction, as
it often goes undetected or underreported by patients and their
caregivers. Nevertheless, the prevalence and early onset of olfactory
dysfunction suggest a great potential of its usage as an early
diagnostic marker of AD (Zou et al., 2016; Claire, 2019).

Somatosensory
Somatosensory deficits have received lower attention. While

AD pathology spares the primary sensorimotor cortices (Uylings
and de Brabander, 2002), somatosensory deficits have been
reported in AD patients (Wiesman et al., 2021a). In particular, it
has been well documented that AD patients exhibit a significantly
higher pain threshold and diminished pain reaction compared to
healthy controls (Kunz and Lautenbacher, 2004). However, the
underlying mechanism remains elusive.

Cortical pathology underlying
sensory deficits in Alzheimer’s
disease

Sensory cortices are responsible for receiving and processing
sensory information for generating perception. For example, the
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visual cortex, located in the occipital lobe at the back of the brain,
receives visual information from the eyes and processes it into
meaningful images. Similarly, the auditory cortex, located in the
temporal lobe’s superior temporal gyrus, receives and processes
auditory information from the ears. Neocortical pathological
changes, including amyloid-beta (Aβ) deposition, tau pathology
and neuronal loss, in areas of both primary and association cortices
may underly the sensory perception deficits in AD brains (Figure
2). Understanding these changes is important for developing
effective treatments for the sensory deficits associated with AD.

Pathological changes in visual cortex

Alzheimer’s disease pathology, including amyloid plaques,
neurofibrillary tangles and neurodegeneration, has been observed
in the human occipital cortex (Braak et al., 1989; Armstrong et al.,
1990; McKee et al., 2006; Crutch et al., 2012). Regarding the laminar
distribution, some studies have demonstrated that layer (L)2/3 has
the highest density of Aβ plaques (Duyckaerts et al., 1986; Braak
et al., 1989; Armstrong, 2012), while others have reported high-
density deposition L4 (Rafalowska et al., 1988), and L5 (Lewis
et al., 1987). In early onset AD cases, the senile plaques are more
frequently observed in the upper layers of the occipital cortex,
and a change of visually evoked responses is suggested to be used
as a diagnostic marker for early onset AD (Armstrong et al.,
1990). Meanwhile, it has been consistently reported that the visual
association area has a higher number of Aβ plaques compared to
the primary visual area (Armstrong, 2012).

The neurofibrillary tangle (NFT) formation has also been
observed in the visual cortical areas of AD brains (Lewis et al., 1987;
McKee et al., 2006), although with a lower prevalence as compared
to Aβ (27 vs. 72% of AD brains) (Armstrong et al., 1990). The NFT
formation shows the highest density in L2/3 (Armstrong, 2012)
and L5 (Lewis et al., 1987), and is significantly more abundant in
visual association areas than the primary visual area (Lewis et al.,
1987; Braak et al., 1989; Armstrong et al., 1990; Giannakopoulos
et al., 2000; Armstrong, 2012). The difference is reported to be as
high as 20-fold (Lewis et al., 1987). Another study (Leuba et al.,
2001) has reported that the NFT formation is almost absent in the
primary visual area in mild cognitive impairment (MCI), which is
considered a precursor to AD.

Besides Aβ deposition and NFT formation, other pathological
changes have also been reported in the visual cortex of AD brains.
Extensive spine loss has been observed, together with pathology of
apical and horizontal dendrites of neurons (Mavroudis et al., 2011).
Cell loss has been reported with divergent vulnerability (Geneviève
and Rudolf, 1994), although to a much lower degree compared to
regions such as prefrontal and temporal association areas (Frisoni
et al., 2007). Loss of SMI32-immunoreactive pyramidal neurons
has been found in L4 of the primary visual cortex and L3 of the
secondary visual cortex, while inhibitory interneurons, including
parvalbumin, calretinin, and calbindin immunoreactive neurons,
do not show any significant decrease in primary or secondary
visual cortex (Leuba et al., 1998). Degeneration of cholinergic fibers
in the visual cortex is not conclusive, as no deficit (Geula and
Mesulam, 1996) and large depletion (Beach et al., 1992) have both
been reported. Furthermore, gliosis occurs in the visual cortex,
being the heaviest in primary visual cortex layers 2, 3, and 4

(Beach et al., 1988), and is potentially correlated with the plaque
deposition (Geneviève and Rudolf, 1994). Neuropil threads without
NFT formation have also been observed in L5 of the visual cortex
(Braak et al., 1989). Moreover, inhibitory synapse loss is observed
in the occipital lobe of AD patients, potentially contributing to the
disruption of excitatory/inhibitory balance (Kurucu et al., 2022).

Visual association area has been suggested as one of the earliest
brain regions showing pathological changes (senile plagues and
NFT) in AD. The early display of pathology in the occipital
cortex or its cortical thinning may be a potential biomarker for
AD (Hwang et al., 2021). Studies using fMRI have suggested
that higher-order visual association areas exhibit functional
deficits earlier than the lower-order primary visual area (Huang
et al., 2021). The early manifestation of AD pathology in the
association cortex highlights its vulnerability (McKee et al., 2006).
In comparison, the primary visual cortex is relatively spared (Brun
and Gustafson, 1976; Cronin-Golomb et al., 1991; Iseri et al., 2006;
Jack et al., 2008; Grothe et al., 2017). Nevertheless, an increase
in the power of gamma oscillations, which are often associated
with cognitive processes (Murty et al., 2018), has been observed
in the primary visual cortex of AD patients during a visuospatial
processing task (Wiesman et al., 2021b), suggesting functional
deficits.

While there have been plenty of studies showing the presence
of AD pathology in the visual cortex, how it contributes to the
visual impairments remains largely unclear. Occipital atrophy has
been associated with the visual hallucination (Holroyd et al., 2000)
and the visual field deficit in AD (Armstrong, 1996). It has also
been proposed that Aβ deposition leads to hyperactivity of the
visual cortex, disrupting orientation tuning, functional connectivity
and visual memory (Grienberger et al., 2012; L’Esperance et al.,
2023; Niraula et al., 2023). A diminished cross-modal effect by
activation of visual cortex observed in AD patients during a
visual cue dependent task further suggests altered interactions
between visual cortex and other cortical areas (Drzezga et al., 2005).
Understanding how visual functional connectivity is altered may
allow for specific impairments such as visuospatial dysfunction
to serve as a potential biomarker for mild cognitive impairment
(Yamasaki et al., 2012) and facilitate the development of non-
invasive therapeutics (Martorell et al., 2019).

Pathological changes in auditory cortex

Pathological changes in auditory pathways, including the
auditory cortex, have been reported in AD patients (Sinha et al.,
1993). In general, the changes in the auditory cortex share some
similarities with the visual cortex. First, Aβ plaques are prevalent,
as they have been reported in up to 89% of AD brains (Armstrong
et al., 1990). Layers 2 and 3 show the highest density of Aβ

deposition (Duyckaerts et al., 1986; Rafalowska et al., 1988). The
associative area exhibits more severe pathological changes than the
primary area (Esiri et al., 1986). The Aβ oligomer, closely correlated
with the plaque deposition, has also been observed in the auditory
cortex (Savioz et al., 2016). However, the pathological difference
between primary and associative cortices may not correlate with
clinical symptoms, as shown by a study comparing auditory
performance associated with the primary auditory cortex (sound
localization and perception of complex tones) and that associated
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FIGURE 2

Pathological changes in sensory cortices of AD brains. Pathological changes including amyloid-beta plagues, neurofibrillary tangles and gliosis are
observed across layers of sensory cortices in AD, with superficial layers 2 and 3 most severely affected. This illustration was generated using
bioRender by N.Z. with approved license.

with auditory association cortex (phoneme discrimination and
tonal memory) (Kurylo et al., 1993).

Tau pathology is observed in the auditory cortex, being
more severe in the associative area than the primary area (Esiri
et al., 1986; Lewis et al., 1987; Arnold et al., 1991). Interestingly,
chondroitin sulfate proteoglycans show high-level expression in the
primary auditory cortex, but at lower levels in association areas,
leading to a hypothesis that higher levels of these extracellular
matrix proteins may be associated with less tau pathology
(Brückner et al., 1999).

Neuronal loss is also a prominent pathological marker in
the temporal cortex. Significantly decreased gray matter density
has been found in the auditory association cortex but not the
primary auditory cortex of AD patients (Aylward et al., 2020).
Late-onset AD results in much greater atrophy of the temporal
lobe, especially in the superior temporal gyrus, than early onset
AD (Frisoni et al., 2007). A study using Golgi staining in the
auditory cortex of AD brains has found that layer 1 Cajal–Rezis
cells exhibit significant cell loss, together with dendritic loss and
distortion (Baloyannis et al., 2007). Regarding the interneuron, it
has been suggested that somatostatin-positive neurons decrease
in the temporal cortex in AD, but not parvalbumin-positive
neurons (Waller et al., 2020). The choline acetyltransferase
activity, which is indicative of cholinergic neuronal transmission,
shows a significant decrease in the auditory cortex (Esiri et al.,
1990).

Gliosis has been observed in the auditory cortex of AD brains
(Styren et al., 1998). In the lateral temporal cortex, the astrocytic

glial fibrillary acidic protein (GFAP) increases with AD severity
and correlates with amyloid and tau pathology (Buchanan et al.,
2020), suggesting that gliosis could be a robust indicator of disease
progression.

The dysfunction of several neurotransmitter systems has been
demonstrated in the AD temporal cortex. Reduction of serotonin
(5-HT) 2A receptors has been found to correlate with the decline
in cognitive performance (Lai et al., 2005). Deficits of nicotinic
receptors have been reported, although no agreement has been
reached regarding the specific subunits that are impaired (Guan
et al., 2001; Martin-Ruiz et al., 2002). GABA-related transcriptions,
including the receptors and GABA-synthesizing enzymes, are
downregulated in the temporal cortex (Govindpani et al., 2020),
and the GABAA receptor α5 subunit is found to decrease based
on immunostaining (Kwakowsky et al., 2018). The glutamate
transporter-1 (GLT-1) in astrocytes, which is responsible for
removing excessive glutamate, is significantly reduced (Hoshi
et al., 2018), suggesting that glutamate neurotoxicity may play
an important role in the neurodegeneration of AD. Moreover,
postsynaptic density protein 95 (PSD-95), but not presynaptic
synaptophysin, decreases progressively in the temporal cortex
across the Braak stages of AD (Buchanan et al., 2020).

It should be noted that many of the studies have not specifically
targeted the auditory cortex, but rather the larger temporal cortex
(Armstrong et al., 1990; Waller et al., 2020). It is possible that
some of the observations of neuronal loss and neurotransmission
disruptions might be in fact in regions beyond the auditory cortex.

Frontiers in Aging Neuroscience 06 frontiersin.org

https://doi.org/10.3389/fnagi.2023.1213379
https://www.frontiersin.org/journals/aging-neuroscience
https://www.frontiersin.org/


fnagi-15-1213379 August 10, 2023 Time: 6:34 # 7

Zhang et al. 10.3389/fnagi.2023.1213379

Moreover, the relationship of AD pathology in auditory cortex to
hearing dysfunction is still under debate.

Pathological changes in the olfactory
and somatosensory cortex

Amyloid beta and tau pathology has been observed in the
olfactory bulb of individuals with AD as well as MCI (Kovács et al.,
1999; Tsuboi et al., 2003; Attems and Jellinger, 2006; Albers et al.,
2015). AD patients also show prominent atrophy in the primary
olfactory cortex (Al-Otaibi et al., 2020). Meanwhile, fMRI studies
have reported decreased activation of the primary olfactory cortex
in AD patients passively presented with odors, while some other
studies have found increased activation in early AD (Meadowcroft
et al., 2019). It has been proposed that AD-related pathology begins
within olfaction-related structures and subsequently spreads to
additional brain regions and ultimately encompasses multiple areas
of the brain (Braak and Braak, 1991; Claire, 2019).

Amyloid and tau pathology has also been observed in the
somatosensory cortex in AD, and the pathological changes are
more pronounced in the association area than the primary
region (Arnold et al., 1991). On the other hand, cholinergic
fibers remain relatively preserved in the somatosensory cortex
of AD brains (Geula and Mesulam, 1996). Moreover, abnormal
magnetoencephalography responses to somatosensory stimulation
have been found in the primary somatosensory cortex in MCI
(Stephen et al., 2010).

Overall, the cortical pathological changes share some
similarities across different sensory modalities. The changes
are in general more severe in sensory association areas than the
primary sensory cortices, with superficial cortical layers exhibiting
the most pronounced changes. This spatial bias of the pathological
progression might possibly explain why the basic sensory functions
(e.g., visual acuity, auditory frequency discrimination) are largely
spared, while higher sensory functions (e.g., visual contrast
sensitivity, hearing in a relatively noisy environment) exhibit
deficits with early onsets.

Sensory deficits and sensory cortical
pathological changes in animal
models of AD

Transgenic animals used in AD research may not recapitulate
all sensory impairment phenotypes, however, they still provide
valuable opportunities to understand the neuronal substrates
underlying the disease. In the following section, we will summarize
current understandings of sensory deficits and cortical pathological
changes in AD-related animal models. See Table 2 for a comparison
between human and animal studies.

Visual deficits in AD mouse models

Visual behavior has been examined in the 5xFAD mouse,
which overexpresses human amyloid precursor protein (APP) and

presenilin 1 (PS1), harboring five familial AD mutations and
rapidly develops amyloid pathology. A study using an optomotor
test, which measures the head movement following the direction of
drifting gratings at various spatial frequencies, has found impaired
visual behavior suggesting impaired contrast sensitivity at 6 months
of age (Zhang et al., 2021). In addition, visual evoked potential
(VEP) recording in the visual cortex has revealed abnormalities
in visual acuity in young 5xFAD mice (Criscuolo et al., 2018).
In rTg4510 mice, which exhibit tauopathy, the visually evoked
pupil dilation was completely disrupted (Papanikolaou et al., 2022).
Other visual related behavioral changes would require a further
comprehensive characterization.

Auditory deficits in AD mouse models

Hearing loss has been reported in the APP/PS1 mouse, which
expresses a chimeric mouse/human amyloid precursor protein and
a mutant human presenilin 1. As assessed by auditory brainstem
response (ABR), hearing loss first appears at high frequency ranges
as early as 2 months old and then extends to low frequency ranges.
By 3–4 months of age, hearing loss is observed within the whole-
frequency range (Liu et al., 2020).

In the 5xFAD mouse, it has been suggested that central gain
increases preceding the reduction of ABR amplitudes (Na et al.,
2023). The acoustic startle response (ASR) starts to decline at the
age of 3–4 months, and ABR threshold increases at 13–14 months
of age (O’Leary et al., 2017). The latency of ASR is prolonged as
well (Story et al., 2019). In the TgCRND8 (overexpressing mutant
human APP) mouse, the ASR consistently increases starting from
10-weeks old (McCool et al., 2003).

In the prepulse inhibition (PPI) test, APP/PS1 and TgCRND8
mice show a reduction in PPI at 7- and 22-month-old, respectively
(McCool et al., 2003; Wang et al., 2012). However, in the P301S
(mutant tau protein) mouse model, PPI is enhanced (Takeuchi
et al., 2011).

The gap detection test has revealed temporal processing
impairments in 5xFAD mice. The gap detection deficit is evident
as early as approximately 2 months old and worsens over time.
Interestingly, the impairment exhibits sex dimorphism, being
more prominent and earlier (2-month) in males than females
(Kaylegian et al., 2019; Weible et al., 2020). Meanwhile, both the
neuronal responses to silent gaps in continuous white noise and the
spontaneous firing in the auditory cortex are progressively reduced
(Weible et al., 2020).

Together, these identified hearing deficits are suggested to serve
as a potential early non-invasive detection biomarker in AD mouse
models, since they exhibit an onset much earlier than cognitive
impairments such as spatial learning deficits (Liu et al., 2020).
Further research is necessary to explore the underlying neural
mechanisms and determine whether the findings can be translated
to human AD cases.

Pathological changes in visual cortex of
AD mice

Amyloid plaques have been observed in the visual cortex of
5xFAD and APP/PS1 mice, including the primary and secondary
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TABLE 2 Comparison between human and animal studies.

Sense Species Sensory deficit References

Visual Human Decline visual processing speed and short-term memory Bublak et al., 2011

Visual Human Contrast sensitivity is reduced at both low and high spatial frequencies Color
blindness—tests like the Ishihara test demonstrate an inability to distinguish specific
colors

Cronin-Golomb et al., 1991

Visual Human AD patients have significantly higher thresholds to perceive motion; motion detection
deficit

Gilmore et al., 1994

Visual Human Visual field sensitivity decreases, especially at inferonasal and inferotemporal arcuate
regions

Trick et al., 1995

Visual Human No significant difference found in visual acuity between AD patients and healthy controls Mendez et al., 1990

Auditory Human Less inhibition in response to the second click in the double-click paradigm; reduced
hearing gating

Jessen et al., 2001

Auditory Human AD patients have significantly worse hearing than their regular elderly counterparts Gates et al., 2008

Auditory Human Deficits in discrimination of stationary sound positions; impaired sound localization Kurylo et al., 1993

Auditory Human Preclinical AD patients have difficulty with gap detection tests; signs of temporal
processing deficit

Iliadou et al., 2017

Visual 5xFAD Optomotor tests reveal impaired visual behavior at 6 months Zhang et al., 2021

Visual APP23xPS45 Impaired orientation tuning in the visual cortex Grienberger et al., 2012

Visual hAPP J20 Hyperactivity in visual cortex with disrupted functional connectivity; increased visually
evoked response

Niraula et al., 2023

Auditory APP/PS1 Hearing loss has been observed at whole-frequency range for 3–4 months Liu et al., 2020

Auditory 5xFAD ABR amplitude reduction Na et al., 2023

Auditory 5xFAD Acoustic startle response decrease and ABR threshold increases at 3–4 months O’Leary et al., 2017

Auditory APP/PS1 Reduction of pre-pulse inhibition at 7 and 22 months Wang et al., 2012

Auditory P301S Enhancement of pre-pulse inhibition Takeuchi et al., 2011

Auditory 5xFAD Gap detection deficits progressively worsen from 2 months, especially for males Weible et al., 2020

visual cortex (Whitesell et al., 2019; Zhang et al., 2021; Tsui et al.,
2022). In the 5xFAD mouse, Aβ pathology starts from layer 5
of the cortex, due to the usage of Thy1 as the promotor, at
2 months old (Oakley et al., 2006). At 9 months old, Aβ deposition
can be observed in layers 4, 5, and 6 (Tsui et al., 2022). Gliosis
surrounding the Aβ plaques has been found as well (Soula et al.,
2023). In the rTg4510 transgenic mouse, which is a tauopathy
model, the neurofibrillary tangles emerge in the visual cortex
between 2 and 4 months of age. Meanwhile, short- and long-
term visual plasticity, as assessed by local field potential responses
to a repeated visual stimulus, are disrupted at both early (5-
month) and late (8-month) stages of tauopathy (Papanikolaou
et al., 2020). These results indicate that tau pathology can
also affect intrinsic cortical plasticity. A relatively comprehensive
investigation of the post-weaning developmental stages in the
5xFAD mouse has shown that APP overloading occurs in L5
pyramidal neurons of the primary visual cortex during the critical
period (4–5 weeks) for visual cortical plasticity (Chen et al.,
2022).

Functional changes in the visual cortex have also been
investigated. Using in vivo two photon calcium imaging, an
increase in spontaneous activity and a reduction in visual and
motor triggered signals in V1 have been observed in APP/PS1
mouse (Liebscher et al., 2016). In hAPP mouse, hyperactivity
in visual cortex has also been observed, likely attributed to the
increased excitatory-inhibitory synapse ratio (Niraula et al., 2023).

Meanwhile, in the hAPP mouse, the visually evoked activity
increased, which is different from the observation in APP/PS1
mouse (Niraula et al., 2023). In rTg4510 transgenic mouse, which
develops tauopathy, the visual plasticity were found disrupted at
early stages in V1 (Papanikolaou et al., 2022).

Pathological changes in auditory cortex
of AD mice

Similar to visual cortex, in the 5xFAD mouse, amyloid plaques
are found in auditory cortex, including the primary and ventral
(secondary) auditory cortex (Tsui et al., 2022; Weible and Wehr,
2022). At 9 months old, Aβ deposition is observed in layers 4, 5, and
6 (Tsui et al., 2022). It is worth noting that Aβ deposition profiles are
variable between different animal models. For example, in APP/PS1
mice, Aβ plaques are observed more in the dorsal auditory cortex
(Whitesell et al., 2019).

In the 3xTg-AD mouse, which is a triple transgenic model
containing three mutations associated with familial Alzheimer’s
disease, it has been found that hearing loss induced by noise
exposure before the disease phenotype is manifested causes
persistent synaptic and morphological alterations in the auditory
cortex (Paciello et al., 2021). This is associated with earlier increased
tau phosphorylation, neuroinflammation, and redox imbalance.
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The results suggest that hearing loss could potentially accelerate the
neurodegeneration onset.

Other sensory deficits and cortical
pathology in AD animal models

In the olfactory system of the APP/PS1 model, Aβ deposition
has been observed in the olfactory epithelium, olfactory bulb and
olfactory cortex (Wu et al., 2013). In the Tg2576 mouse that
overexpresses a mutant form of APP with the Swedish mutation,
non-fibrillar Aβ deposition has been found within the olfactory
bulb at 3 months of age, earlier than the deposition within any other
brain region, and found to be in correlation with olfactory deficits
(Wesson et al., 2010). This suggests that non-fibrillar rather than
fibrillar Aβ-related mechanisms might contribute to early olfactory
perceptual loss in AD. However, it shall be noted that, the Tg2576
mouse model exhibits non-fibrillar Aβ deposition not only in the
olfactory bulb (Wesson et al., 2010) but also in the hippocampus
(Alcantara-Gonzalez et al., 2021) as early as 2–3 months of age.

In the 5xFAD mouse, amyloid plaques can be observed in the
somatosensory cortex (Ali et al., 2019), including primary and
secondary somatosensory cortex. At 9 months old, Aβ deposition
is observed in layers 4, 5, and 6 of the somatosensory cortex
(Tsui et al., 2022). Plaques are more and larger with increasing
cortical depths (Ali et al., 2019). There is significant spine loss
on basal dendrites of neurons in somatosensory cortices of 6-
month-old females (Crowe and Ellis-Davies, 2014). Regarding the
interneuron, parvalbumin neurons show a significant loss at 6–
9 months old, which is more prominent in the deeper layers (Ali
et al., 2019). In the barrel cortex of APP/PS1 mice, Aβ pathology
exhibits some spatial specificity, with plaques more concentrated in
septal areas than barrels (Beker et al., 2012). Using voltage-sensitive
dye imaging, a study has found abnormal sensory responses evoked
by whisker deflections in the barrel cortex: both the amplitude
and spatial spread of the responses are larger in transgenic than in
control mice (Maatuf et al., 2016).

The potential problems of using animal
models in studying sensory deficits in AD

Heterogeneous phenotypes
Different animal models exhibit varying phenotypes. For

example, hair cell degeneration has been observed in the 5xFAD
(O’Leary et al., 2017) but not 3xTg-AD mouse (Wang and Wu,
2021). Amyloid plaques are observed in the inferior colliculus and
medial geniculate body in the 5xFAD but not APP/PS1 mouse
(Na et al., 2023). A reduction in PPI is observed in APP/PS1 and
TgCRND8 mice (McCool et al., 2003; Wang et al., 2012), but PPI is
enhanced in the P301S tau model (Takeuchi et al., 2011).

Potential confounding factors due to intrinsic
sensory deficits

Certain mouse strains exhibit early onset sensory deficits,
such as the C57 line, which displays age-related hearing loss.
This can complicate the interpretation of different experimental

results. Therefore, it is important to design appropriate control
experiments to account for these factors.

Discrepancy in pathological changes between
mouse models and human AD patients

In humans, the deposition of amyloid-beta is reported to be
significantly higher in associative regions compared to the primary
sensory cortex. However, this distinction is not replicated in mouse
models. The distribution of amyloid beta is partially affected by the
promotor being adopted for generating transgenic mice, e.g., the
Thy1 promotor (Oakley et al., 2006) primarily drives expression
of transgenes in layer 5 of the cortex without a bias toward
primary or secondary cortical regions. Meanwhile, previous studies
have suggested that neuronal activity could modulate the spatial
distribution of the plaque deposition (Bero et al., 2011), with higher
activity correlated with denser A-beta deposition. This is consistent
with the idea of the “default-mode network” and predicts that brain
regions with highest levels of spontaneous activity show the most
prominent amyloid plaque (Greicius et al., 2004). However, we shall
acknowledge that many more factors may contribute to the regional
specificity of amyloid deposition in AD patients, which requires
further investigation.

Peripheral contribution to sensory
deficits in AD

Although this review focuses on the central pathological
changes, we shall point out that peripheral changes could also
contribute to the sensory dysfunction observed in AD.

A recent study has revealed AD biomarkers, such as A-beta
and microgliosis, in the retinal tissue from individuals experiencing
MCI and early stage AD, which correlate with cognitive scores
(Koronyo et al., 2023). Alterations in pattern electroretinograms
(PERG) and visual evoked potentials (VEP) have been found in
AD patients, suggesting the involvement of alterations of retinal
ganglion cells in the progression of AD (Sartucci et al., 2010). In
5xFAD mice, inner retina impairment assessed by Aβ accumulation
and PERG has been observed as early as 1 month of age, earlier than
the emergence of VEP and visual acuity impairments (Criscuolo
et al., 2018).

In the peripheral auditory system, inner and outer hair cells
are significantly reduced in number at 15–16 months of age in
5xFAD (O’Leary et al., 2017) but not in 3xTg-AD mouse (Wang and
Wu, 2021). Meanwhile, spiral ganglion neurons undergo significant
degeneration in the 3xTg-AD mouse (Wang and Wu, 2021).

Mechanisms linking cortical
pathological changes and sensory
deficits in AD

Hyperactivity

Hyperactivity in both neurons and astrocytes brain has been
documented in AD brains (Busche et al., 2008; Kuchibhotla
et al., 2009; Wright et al., 2013; Busche and Konnerth, 2015;
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Targa Dias Anastacio et al., 2022), and the hyperactive neurons
are found spatially close to amyloid beta deposition in the
double transgenic APP23xPS45 mouse (Busche et al., 2008).
Moreover, it has been proposed that hyperactivity could induce
synaptic dysfunction and loss at early stages of AD (Busche
et al., 2008). Regarding sensory processing, hyperactivity increases
background neural activity and thus reduces signal-to-noise ratio of
sensory responses, which may impair the neural circuit’s ability to
accurately distinguish relevant sensory information from irrelevant
background noise.

Hypoactivity

Reduced neuronal activity and decreased metabolism have
also been observed in AD pathology (Silverman et al., 2001;
Busche et al., 2008). A synaptic failure theory is proposed to
explain this functional deficit (Selkoe, 2002). Soluble tau has been
suggested to be able to suppress neuronal activity in an in vivo
two-photon Ca2+ imaging study (Busche et al., 2019). In sensory
systems, reduced neuronal activity may directly result in functional
impairment. For example, the reduced visually evoked activity in
V1 in APP/PS1 mice (Liebscher et al., 2016) is associated with
visuomotor integration deficits in AD.

Synapse loss

The synaptic loss is highly correlated with functional deficits
in AD (Terry et al., 1991) and is proposed as an early event
(Masliah et al., 1990). Microglia may be a major player through
synapse pruning (Rajendran and Paolicelli, 2018). Oligomeric
A-beta species may impair the function and structure of synapses
as well (Sheng et al., 2012). The synaptic loss can also lead to
diminished functional connectivity between cortical neurons and
cortical areas. This may underlie various sensory processing deficits
observed in AD.

Unbalanced excitatory-inhibitory (E-I)
dynamics

Inhibitory neurons are particularly susceptible to AD (Petrache
et al., 2019), leading to a decrease in the inhibitory tone. In
APP23 mice, application of diazepam reduces the activity of
hyperactive neurons, suggesting that reduced inhibition underlies
hyperactivity (Busche et al., 2008). The reduced inhibition results
in hyperexcitability of excitatory neurons, which may not only
interfere with normal sensory signal processing but also exacerbate
neuronal degeneration. Inhibitory neurons themselves may exhibit
different activity changes. In the APP/PS1 mouse, cortical L2/3
somatostatin neurons in proximity to amyloid beta show increased
activity, while parvalbumin neurons show decreased activity
(Algamal et al., 2022). In the hippocampus, it has been shown
Aβ-induced hyperexcitability of parvalbumin neurons leads to
memory impairment although no changes are observed yet in
intrinsic properties of pyramidal neurons (Hijazi et al., 2020).
Thus, alterations in excitatory-inhibitory balance may greatly affect
sensory processing in the cortex (Wood et al., 2017).

Soluble amyloid-beta and tau toxicity

While primary cortices appear to be relatively spared from
amyloid plaques and NFT formation, soluble amyloid-beta and tau
have been proposed to be able to induce hyperactivity (Kopeikina
et al., 2012; Hector and Brouillette, 2021), adding another layer to
the complex pathogenesis of AD.

Neurodegeneration

The death of neurons within sensory cortices can result in the
disintegration of circuits necessary for normal sensory information
processing, contributing to sensory deficits.

Reduced sensory stimulation

Peripheral deficits can result in a reduction of sensory
information relayed to cortical neurons, further exacerbating the
sensory deficit.

Non-sensory cortical central
contribution

It has also been proposed that pathological changes in other
central regions may contribute to sensory deficits. For instance,
deficits in the CA1 region of the hippocampus have been suggested
to contribute to deficits in the acoustic startle response in the
Tg4-42 mouse (Sichler et al., 2019).

Impaired cross-model suppression

In AD patients, cross-model suppression is progressively
impaired (Drzezga et al., 2005), which may contribute to the
dysfunction of sensory processing.

Sensory deficit could be a driving
force of AD progression

We propose that sensory impairment and the progression of
AD may establish a cyclical relationship that mutually perpetuates
each condition. Sensory deficits can result in partial sensory
deprivation, a state that has been demonstrated to escalate
spontaneous cortical activity (Zaforas et al., 2021). This heightened
neuronal activity could in turn augment the secretion of amyloid-
beta (Bero et al., 2011). The disrupted neuronal function could
further exacerbate sensory deficits, creating a detrimental feedback
loop. A deeper understanding of this cycle could lead to new
approaches to preventing or slowing the progression of AD.
Interventions designed to compensate for or mitigate sensory
deficits could potentially break the cycle, thereby reducing cortical
hyperactivity and the consequent overproduction of amyloid-
beta. For example, hearing loss is a modifiable risk factor, and
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the use of hearing aid has shown some potential in attenuating
the cognitive decline (Deal et al., 2015; Sarant et al., 2020),
although with controversies (Jiang et al., 2023). The sensory
system is readily accessible via non-invasive stimulation methods,
offering a promising avenue for therapeutic interventions. Various
trials utilizing external sensory stimulation have been conducted,
yielding a mixed range of both positive (Iaccarino et al., 2016)
and negative outcomes (Soula et al., 2023). These diverse results
underscore the need for continued exploration and nuanced
understanding of the potential impacts and optimal conditions for
such interventions.

Discussion and conclusion

This review has highlighted the growing body of evidence for
sensory deficits and cortical pathological changes in Alzheimer’s
disease, both in human subjects and animal models. As our
understanding of the disease advances, it is crucial to consider the
implications of these findings for early detection, diagnosis, and
potential therapeutic interventions.

Firstly, there is an urgent need for early diagnosis of the
disease. The early onset of sensory deficits (Claire, 2019) suggests
their potential usage as biomarkers for early AD detection. As
hearing loss and other sensory impairments can precede cognitive
impairment, researchers should further explore the usage of non-
invasive auditory tests in combination with other biomarkers to
improve the accuracy and timeliness of AD diagnosis. Additionally,
the development of techniques to assess other sensory domains,
such as visual event-related potentials (vERPs), may provide
valuable insights into the pathological progression of the disease.

Secondly, the mapping of cortical pathological changes in
AD-related animal models, including amyloid-beta deposition,
tauopathy, and alterations in neuronal excitability and synaptic
function, has important implications for understanding the neural
circuit mechanisms underlying sensory deficits. Future research
should focus on characterizing the spatial and temporal progression
of the pathological changes and their relationships to specific
sensory deficits. This will help to clarify whether the observed
sensory deficits are direct consequences of AD pathology or
secondary effects related to the disease process.

Thirdly, the potential relationship between sensory loss and AD
progression should also be considered. Studies have suggested that
sensory deprivation or impairment, such as noise-induced hearing
loss, may accelerate neurodegeneration in AD. This highlights the
importance of examining the potential benefits of sensory-based
interventions, such as hearing aids or cochlear implants, in delaying
or mitigating AD progression.

Lastly, this review has emphasized the need for translational
research that bridges the gap between animal model and human
studies. While animal models offer invaluable insights into the
cellular and molecular mechanisms underlying AD pathology, their
direct translation to human patients should be approached with
caution. For example, the laminar-specific pathological changes
and their differences between primary and secondary cortical
regions are not necessarily recapitulated in animal models.

Several key questions in the field remain unanswered.
Firstly, a comprehensive evaluation of sensory deficits across a

range of commonly used AD mouse models is lacking. This
lack of systematic data makes it challenging to draw a clear
picture of how sensory deficits manifest across different model
systems. Secondly, the causal relationship between sensory deficits
and AD pathology remains largely undefined. Many studies
to date have concentrated on identifying correlations between
sensory deficits and AD pathology, but the underlying causal
mechanisms are yet not well understood. Thirdly, the precise
cellular mechanisms contributing to these deficits remain largely
speculative. While various theories have been proposed, concrete
evidence to support these hypotheses is often lacking. Finally,
much of the existing research has focused on singular sensory
modalities, overlooking the potential impacts on multimodal
sensory integration. Given the severe pathology observed in
associative regions in AD, it is plausible that the integration of
sensory information across multiple modalities may be particularly
affected. However, this critical aspect of sensory processing in AD
remains underexplored. Future research should aim to address
these gaps to provide a more comprehensive understanding of
sensory deficits in AD.

In conclusion, the exploration of sensory deficits and cortical
pathological changes in AD has the potential to significantly
advance our understanding of the disease, improve early detection
and diagnosis, and inform the development of novel therapeutic
interventions. Continued research in this area is essential
for ultimately improving the lives of those affected by this
devastating disorder.
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Iseri, P. K., Altinaş, O., Tokay, T., and Yüksel, N. (2006). Relationship between
cognitive impairment and retinal morphological and visual functional abnormalities
in Alzheimer disease. J. Neuro Ophthalmol. Off. J. North Am. Neuro Ophthalmol. Soc.
26, 18–24. doi: 10.1097/01.wno.0000204645.56873.26

Jack, C. R., Lowe, V. J., Senjem, M. L., Weigand, S. D., Kemp, B. J., Shiung, M. M.,
et al. (2008). 11C PiB and structural MRI provide complementary information in
imaging of Alzheimer’s disease and amnestic mild cognitive impairment. Brain J.
Neurol. 131, 665–680. doi: 10.1093/brain/awm336

Jessen, F., Kucharski, C., Fries, T., Papassotiropoulos, A., Hoenig, K., Maier, W., et al.
(2001). Sensory gating deficit expressed by a disturbed suppression of the P50 event-
related potential in patients with Alzheimer’s disease. Am. J. Psychiatry 158, 1319–1321.
doi: 10.1176/appi.ajp.158.8.1319

Jiang, F., Mishra, S. R., Shrestha, N., Ozaki, A., Virani, S. S., Bright, T., et al. (2023).
Association between hearing aid use and all-cause and cause-specific dementia: An
analysis of the UK Biobank cohort. Lancet Public Health 8, e329–e338. doi: 10.1016/
S2468-2667(23)00048-8

Katz, B., and Rimmer, S. (1989). Ophthalmologic manifestations of Alzheimer’s
disease. Surv. Ophthalmol. 34, 31–43. doi: 10.1016/0039-6257(89)90127-6

Kaylegian, K., Stebritz, A. J., Weible, A. P., and Wehr, M. (2019). 5XFAD mice show
early onset gap detection deficits. Front. Aging Neurosci. 11:66. doi: 10.3389/fnagi.2019.
00066

Kopeikina, K. J., Hyman, B. T., and Spires-Jones, T. L. (2012). Soluble forms of tau
are toxic in Alzheimer’s disease. Transl. Neurosci. 3, 223–233. doi: 10.2478/s13380-
012-0032-y

Koronyo, Y., Rentsendorj, A., Mirzaei, N., Regis, G. C., Sheyn, J., Shi, H., et al.
(2023). Retinal pathological features and proteome signatures of Alzheimer’s disease.
Acta Neuropathol. 145, 409–438. doi: 10.1007/s00401-023-02548-2

Kovács, T., Cairns, N. J., and Lantos, P. L. (1999). Beta-amyloid deposition and
neurofibrillary tangle formation in the olfactory bulb in ageing and Alzheimer’s
disease. Neuropathol. Appl. Neurobiol. 25, 481–491. doi: 10.1046/j.1365-2990.1999.
00208.x

Kuchibhotla, K. V., Lattarulo, C. R., Hyman, B. T., and Bacskai, B. J. (2009).
Synchronous hyperactivity and intercellular calcium waves in astrocytes in Alzheimer
mice. Science 323, 1211–1215. doi: 10.1126/science.1169096

Kunz, M., and Lautenbacher, S. (2004). The impact of Alzheimer’s disease on the
pain processing. Fortschr. Neurol. Psychiatr. 72, 375–382. doi: 10.1055/s-2004-818389

Kurucu, H., Colom-Cadena, M., Davies, C., Wilkins, L., King, D., Rose, J., et al.
(2022). Inhibitory synapse loss and accumulation of amyloid beta in inhibitory

Frontiers in Aging Neuroscience 13 frontiersin.org

https://doi.org/10.3389/fnagi.2023.1213379
https://doi.org/10.1093/aje/kwu333
https://doi.org/10.1176/appi.ajp.157.9.1399
https://doi.org/10.1176/appi.ajp.157.9.1399
https://doi.org/10.1371/journal.pmed.0020288
https://doi.org/10.1176/jnp.14.2.197
https://doi.org/10.1007/bf00686079
https://doi.org/10.1016/0006-8993(86)91324-7
https://doi.org/10.1016/0006-8993(86)91324-7
https://doi.org/10.1136/jnnp.53.2.161
https://doi.org/10.1037/0894-4105.19.6.728
https://doi.org/10.1093/brain/awl377
https://doi.org/10.1001/archotol.134.7.771
https://doi.org/10.1001/archotol.134.7.771
https://doi.org/10.1046/j.1532-5415.2002.50114.x
https://doi.org/10.1046/j.1532-5415.2002.50114.x
https://doi.org/10.1016/0197-4580(94)90142-2
https://doi.org/10.1093/cercor/6.2.165
https://doi.org/10.1093/cercor/6.2.165
https://doi.org/10.1159/000017263
https://doi.org/10.1146/annurev.ne.06.030183.001245
https://doi.org/10.1093/geronj/49.2.p52
https://doi.org/10.1093/brain/awu337
https://doi.org/10.1093/brain/awu337
https://doi.org/10.1093/brain/awr260
https://doi.org/10.1001/jamaoto.2019.3375
https://doi.org/10.3390/ijms21228704
https://doi.org/10.1016/S1474-4422(20)30440-3
https://doi.org/10.1073/pnas.0308627101
https://doi.org/10.1073/pnas.0308627101
https://doi.org/10.1038/ncomms1783
https://doi.org/10.1016/j.neuron.2020.08.003
https://doi.org/10.1016/j.neuron.2020.08.003
https://doi.org/10.1212/WNL.0000000000004643
https://doi.org/10.1046/j.1471-4159.2000.0740237.x
https://doi.org/10.1046/j.1471-4159.2000.0740237.x
https://doi.org/10.3389/fnmol.2020.600084
https://doi.org/10.1038/s41380-019-0483-4
https://doi.org/10.1176/jnp.12.1.25
https://doi.org/10.1111/nan.12475
https://doi.org/10.3233/ADR-210017
https://doi.org/10.3390/brainsci11091232
https://doi.org/10.1038/nature20587
https://doi.org/10.3766/jaaa.16075
https://doi.org/10.1097/01.wno.0000204645.56873.26
https://doi.org/10.1093/brain/awm336
https://doi.org/10.1176/appi.ajp.158.8.1319
https://doi.org/10.1016/S2468-2667(23)00048-8
https://doi.org/10.1016/S2468-2667(23)00048-8
https://doi.org/10.1016/0039-6257(89)90127-6
https://doi.org/10.3389/fnagi.2019.00066
https://doi.org/10.3389/fnagi.2019.00066
https://doi.org/10.2478/s13380-012-0032-y
https://doi.org/10.2478/s13380-012-0032-y
https://doi.org/10.1007/s00401-023-02548-2
https://doi.org/10.1046/j.1365-2990.1999.00208.x
https://doi.org/10.1046/j.1365-2990.1999.00208.x
https://doi.org/10.1126/science.1169096
https://doi.org/10.1055/s-2004-818389
https://www.frontiersin.org/journals/aging-neuroscience
https://www.frontiersin.org/


fnagi-15-1213379 August 10, 2023 Time: 6:34 # 14

Zhang et al. 10.3389/fnagi.2023.1213379

presynaptic terminals in Alzheimer’s disease. Eur. J. Neurol. 29, 1311–1323. doi: 10.
1111/ene.15043

Kurylo, D. D., Corkin, S., Dolan, R., Rizzo, J. F., Parker, S. W., and Growdon,
J. H. (1994). Broad-band visual capacities are not selectively impaired in Alzheimer’s
disease. Neurobiol. Aging 15, 305–311. doi: 10.1016/0197-4580(94)90025-6

Kurylo, D., Corkin, S., Allard, T., Zatorre, R., and Growdon, J. (1993). Auditory
function in Alzheimer’s disease. Neurology 43, 1893–1899. doi: 10.1212/wnl.43.10.1893

Kwakowsky, A., Guzmán, B. C. F., Pandya, M., Turner, C., Waldvogel, H. J.,
Waldvogel, H. J., et al. (2018). GABAA receptor subunit expression changes in the
human Alzheimer’s disease hippocampus, subiculum, entorhinal cortex and superior
temporal gyrus. J. Neurochem. 145, 374–392. doi: 10.1111/jnc.14325

L’Esperance, O. J., McGhee, J., Davidson, G., Smith, A. S., and Subramanian,
J. (2023). Functional connectivity favors hyperactivity leading to synapse loss in
amyloidosis. Biorxiv [Preprint]. doi: 10.1101/2023.01.05.522900

Lai, M. K. P., Tsang, S. W. Y., Alder, J. T., Alder, J. T., Keene, J., Hope, T., et al.
(2005). Loss of serotonin 5-HT2A receptors in the postmortem temporal cortex
correlates with rate of cognitive decline in Alzheimer’s disease. Psychopharmacology
179, 673–677. doi: 10.1007/s00213-004-2077-2

Leuba, G., Kraftsik, R., and Saini, K. (1998). Quantitative distribution of
parvalbumin, calretinin, and calbindin D-28k immunoreactive neurons in the visual
cortex of normal and Alzheimer cases. Exp. Neurol. 152, 278–291. doi: 10.1006/exnr.
1998.6838

Leuba, G., Saini, K., Zimmermann, V., Giannakopoulos, P., and Bouras, C.
(2001). Mild amyloid pathology in the primary visual system of nonagenarians and
centenarians. Dement. Geriatr. Cogn. Disord. 12, 146–152. doi: 10.1159/000051249

Lewis, D., Campbell, M., Terry, R., and Morrison, J. (1987). Laminar and regional
distributions of neurofibrillary tangles and neuritic plaques in Alzheimer’s disease:
A quantitative study of visual and auditory cortices. J. Neurosci. 7, 1799–1808. doi:
10.1523/jneurosci.07-06-01799.1987

Liebscher, S., Keller, G. B., Goltstein, P. M., Bonhoeffer, T., and Hübener, M. (2016).
Selective persistence of sensorimotor mismatch signals in visual cortex of behaving
Alzheimer’s disease mice. Curr. Biol. 26, 956–964. doi: 10.1016/j.cub.2016.01.070

Lin, F. R., Metter, E. J., Resnick, S. M., Zonderman, A. B., and Ferrucci, L.
(2011). Hearing loss and incident dementia. JAMA Neurol. 68, 214–220. doi: 10.1001/
archneurol.2010.362

Liu, Y., Fang, S., Liu, L. M., Zhu, Y., Li, C. R., Chen, K., et al. (2020). Hearing loss is
an early biomarker in APP/PS1 Alzheimer’s disease mice. Neurosci. Lett. 717:134705.
doi: 10.1016/j.neulet.2019.134705

Livingston, G., Huntley, J., Sommerlad, A., Ames, D., Ballard, C., Banerjee, S.,
et al. (2020). Dementia prevention, intervention, and care: 2020 report of the Lancet
Commission. Lancet 396, 413–446. doi: 10.1016/S0140-6736(20)30367-6

Livingston, G., Sommerlad, A., Orgeta, V., Costafreda, S. G., Huntley, J., Ames, D.,
et al. (2017). Dementia prevention, intervention, and care. Lancet 390, 2673–2734.
doi: 10.1016/S0140-6736(17)31363-6

Maatuf, Y., Stern, E. A., and Slovin, H. (2016). Abnormal population responses
in the somatosensory cortex of Alzheimer’s disease model mice. Sci. Rep. 6:24560.
doi: 10.1038/srep24560

Marquié, M., Castilla-Martí, M., Valero, S., Martínez, J., Sánchez, D., Hernández,
I., et al. (2019). Visual impairment in aging and cognitive decline: Experience in a
Memory Clinic. Sci. Rep. 9:8698. doi: 10.1038/s41598-019-45055-9

Martin-Ruiz, C., Court, J. A., Molnar, E., Lee, M., Gotti, C., Mamalaki, A., et al.
(2002). A4 but Not α3 and α7 nicotinic acetylcholine receptor subunits Are Lost
from the temporal cortex in Alzheimer’s disease. J. Neurochem. 73, 1635–1640. doi:
10.1046/j.1471-4159.1999.0731635.x

Martorell, A. J., Paulson, A. L., Suk, H. J., Abdurrob, F., Drummond, G. T., Guan,
W., et al. (2019). Multi-sensory gamma stimulation ameliorates Alzheimer’s-associated
pathology and improves cognition. Cell 177, 256–271.e22. doi: 10.1016/j.cell.2019.02.
014

Masliah, E., Terry, R. D., Mallory, M., Alford, M., and Hansen, L. A. (1990). Diffuse
plaques do not accentuate synapse loss in Alzheimer’s disease. Am. J. Pathol. 137,
1293–1297.

Mavroudis, I., Fotiou, D., Manani, M. G., Njaou, S. N., Frangou, D., Costa, V., et al.
(2011). Dendritic pathology and spinal loss in the visual cortex in Alzheimer’s disease:
A golgi study in pathology. Int. J. Neurosci. 121, 347–354. doi: 10.3109/00207454.2011.
553753

McCool, M. F., Varty, G. B., Del Vecchio, R. A., Kazdoba, T. M., Parker, E. M.,
Hunter, J. C., et al. (2003). Increased auditory startle response and reduced prepulse
inhibition of startle in transgenic mice expressing a double mutant form of amyloid
precursor protein. Brain Res. 994, 99–106. doi: 10.1016/j.brainres.2003.09.025

McKee, A. C., Au, R., Cabral, H. J., Kowall, N. W., Seshadri, S., Kubilus, C. A., et al.
(2006). Visual association pathology in preclinical Alzheimer disease. J. Neuropathol.
Exp. Neurol. 65, 621–630. doi: 10.1097/00005072-200606000-00010

Meadowcroft, M. D., Purnell, C. J., Lu, J., Wang, J., Karunanayaka, P., and Yang, Q. S.
(2019). P4-304: 18f-Fdg-pet hyperactivity in Alzheimer’s disease primary olfactory
cortex. Alzheimers Dement. 15, 1407–1407. doi: 10.1016/j.jalz.2019.06.5072

Mendez, M., Mendez, M., Martin, R., Smyth, K., and Whitehouse, P. (1990).
Complex visual disturbances in Alzheimer’s disease. Neurology 40, 439–443. doi: 10.
1212/wnl.40.3_part_1.439

Murty, D. V. P. S., Shirhatti, V., Ravishankar, P., and Ray, S. (2018). Large visual
stimuli induce two distinct gamma oscillations in primate visual cortex. J. Neurosci.
Off. J. Soc. Neurosci. 38, 2730–2744. doi: 10.1523/JNEUROSCI.2270-17.2017

Na, D., Zhang, J., Beaulac, H. J., Piekna-Przybylska, D., Nicklas, P. R., Kiernan,
A. E., et al. (2023). Increased central auditory gain in 5xFAD Alzheimer’s disease mice
as an early biomarker candidate for Alzheimer’s disease diagnosis. Front. Neurosci.
17:1106570. doi: 10.3389/fnins.2023.1106570

Niraula, S., Doderer, J. J., Indulkar, S., Berry, K. P., Hauser, W. L., L’Esperance, O. J.,
et al. (2023). Excitation-inhibition imbalance disrupts visual familiarity in amyloid and
non-pathology conditions. Cell Rep. 42:111946. doi: 10.1016/j.celrep.2022.111946

O’Leary, T. P., Shin, S., Fertan, E., Dingle, R. N., Almuklass, A., Gunn, R. K.,
et al. (2017). Reduced acoustic startle response and peripheral hearing loss in the
5xFAD mouse model of Alzheimer’s disease. Genes Brain Behav. 16, 554–563. doi:
10.1111/gbb.12370

Oakley, H., Cole, S. L., Logan, S., Maus, E., Shao, P., Craft, J., et al. (2006).
Intraneuronal beta-amyloid aggregates, neurodegeneration, and neuron loss in
transgenic mice with five familial Alzheimer’s disease mutations: Potential factors in
amyloid plaque formation. J. Neurosci. Off. J. Soc. Neurosci. 26, 10129–10140. doi:
10.1523/JNEUROSCI.1202-06.2006

Pache, M., Smeets, C. H. W., Gasio, P. F., Savaskan, E., Flammer, J., Wirz-Justice, A.,
et al. (2003). Colour vision deficiencies in Alzheimer’s disease. Age Ageing 32, 422–426.
doi: 10.1093/ageing/32.4.422

Paciello, F., Rinaudo, M., Longo, V., Cocco, S., Conforto, G., Pisani, A., et al. (2021).
Auditory sensory deprivation induced by noise exposure exacerbates cognitive decline
in a mouse model of Alzheimer’s disease. eLife 10:e70908. doi: 10.7554/elife.70908

Papanikolaou, A., Rodrigues, F. R., Holeniewska, J., Phillips, K. G., Saleem, A. B.,
and Solomon, S. G. (2020). Plasticity in visual cortex is disrupted in a mouse model of
tauopathy and neurodegeneration. Biorxiv [Preprint]. doi: 10.1101/2020.11.02.365767

Papanikolaou, A., Rodrigues, F. R., Holeniewska, J., Phillips, K. G., Saleem, A. B.,
and Solomon, S. G. (2022). Plasticity in visual cortex is disrupted in a mouse model of
tauopathy. Commun. Biol. 5:77. doi: 10.1038/s42003-022-03012-9

Peters, C. A., Potter, J. F., and Scholer, S. G. (1988). Hearing impairment as a
predictor of cognitive decline in dementia. J. Am. Geriatr. Soc. 36, 981–986. doi:
10.1111/j.1532-5415.1988.tb04363.x

Petrache, A. L., Rajulawalla, A., Shi, A., Wetzel, A., Saito, T., Saido, T. C., et al.
(2019). Aberrant excitatory-inhibitory synaptic mechanisms in entorhinal cortex
microcircuits during the pathogenesis of Alzheimer’s disease. Cereb. Cortex 1991,
1834–1850. doi: 10.1093/cercor/bhz016

Polo, V., Rodrigo, M., Garcia-Martin, E., Otin, S., Larrosa, J., Fuertes, M., et al.
(2017). Visual dysfunction and its correlation with retinal changes in patients with
Alzheimer’s disease. Eye 31, 1034–1041. doi: 10.1038/eye.2017.23

Rafalowska, J., Barcikowska, M., Barcikowska, M., Wen, G. Y., Wen, G. Y., Wen,
G. Y., et al. (1988). Laminar distribution of neuritic plaques in normal aging,
Alzheimer’s disease and Down’s syndrome. Acta Neuropathol. 77, 21–25. doi: 10.1007/
bf00688238

Rajendran, L., and Paolicelli, R. C. (2018). Microglia-mediated synapse loss in
Alzheimer’s disease. J. Neurosci. 38, 2911–2919. doi: 10.1523/JNEUROSCI.1136-17.
2017

Risacher, S. L., Wudunn, D., Pepin, S. M., MaGee, T. R., McDonald, B. C., Flashman,
L. A., et al. (2013). Visual contrast sensitivity in Alzheimer’s disease, mild cognitive
impairment, and older adults with cognitive complaints. Neurobiol. Aging 34, 1133–
1144. doi: 10.1016/j.neurobiolaging.2012.08.007

Risacher, S. L., WuDunn, D., Tallman, E. F., West, J. D., Gao, S., Farlow, M. R., et al.
(2020). Visual contrast sensitivity is associated with the presence of cerebral amyloid
and tau deposition. Brain Commun. 2:fcaa019. doi: 10.1093/braincomms/fcaa019

Rizzo, M., and Nawrot, M. (1998). Perception of movement and shape in
Alzheimer’s disease. Brain 121, 2259–2270. doi: 10.1093/brain/121.12.2259

Sadun, A. A., Borchert, M., DeVita, E., Hinton, D. R., and Bassi, C. J. (1987).
Assessment of visual impairment in patients with Alzheimer’s disease. Am. J.
Ophthalmol. 104, 113–120. doi: 10.1016/0002-9394(87)90001-8

Salamone, G., Di Lorenzo, C., Mosti, S., Lupo, F., Cravello, L., Palmer, K., et al.
(2009). Color discrimination performance in patients with Alzheimer’s disease.
Dement. Geriatr. Cogn. Disord. 27, 501–507. doi: 10.1159/000218366

Sarant, J., Harris, D., Busby, P., Maruff, P., Schembri, A., Lemke, U., et al. (2020).
The effect of hearing aid use on cognition in older adults: Can we delay decline or even
improve cognitive function? J. Clin. Med. 9:254. doi: 10.3390/jcm9010254

Sartucci, F., Borghetti, D., Bocci, T., Murri, L., Orsini, P., Porciatti, V., et al. (2010).
Dysfunction of the magnocellular stream in Alzheimer’s disease evaluated by pattern
electroretinograms and visual evoked potentials. Brain Res. Bull. 82, 169–176. doi:
10.1016/j.brainresbull.2010.04.001

Savioz, A., Giannakopoulos, P., Herrmann, F., Klein, W. L., Kovari, E. V., Bouras, C.,
et al. (2016). A study of Aβ oligomers in the temporal cortex and cerebellum of patients

Frontiers in Aging Neuroscience 14 frontiersin.org

https://doi.org/10.3389/fnagi.2023.1213379
https://doi.org/10.1111/ene.15043
https://doi.org/10.1111/ene.15043
https://doi.org/10.1016/0197-4580(94)90025-6
https://doi.org/10.1212/wnl.43.10.1893
https://doi.org/10.1111/jnc.14325
https://doi.org/10.1101/2023.01.05.522900
https://doi.org/10.1007/s00213-004-2077-2
https://doi.org/10.1006/exnr.1998.6838
https://doi.org/10.1006/exnr.1998.6838
https://doi.org/10.1159/000051249
https://doi.org/10.1523/jneurosci.07-06-01799.1987
https://doi.org/10.1523/jneurosci.07-06-01799.1987
https://doi.org/10.1016/j.cub.2016.01.070
https://doi.org/10.1001/archneurol.2010.362
https://doi.org/10.1001/archneurol.2010.362
https://doi.org/10.1016/j.neulet.2019.134705
https://doi.org/10.1016/S0140-6736(20)30367-6
https://doi.org/10.1016/S0140-6736(17)31363-6
https://doi.org/10.1038/srep24560
https://doi.org/10.1038/s41598-019-45055-9
https://doi.org/10.1046/j.1471-4159.1999.0731635.x
https://doi.org/10.1046/j.1471-4159.1999.0731635.x
https://doi.org/10.1016/j.cell.2019.02.014
https://doi.org/10.1016/j.cell.2019.02.014
https://doi.org/10.3109/00207454.2011.553753
https://doi.org/10.3109/00207454.2011.553753
https://doi.org/10.1016/j.brainres.2003.09.025
https://doi.org/10.1097/00005072-200606000-00010
https://doi.org/10.1016/j.jalz.2019.06.5072
https://doi.org/10.1212/wnl.40.3_part_1.439
https://doi.org/10.1212/wnl.40.3_part_1.439
https://doi.org/10.1523/JNEUROSCI.2270-17.2017
https://doi.org/10.3389/fnins.2023.1106570
https://doi.org/10.1016/j.celrep.2022.111946
https://doi.org/10.1111/gbb.12370
https://doi.org/10.1111/gbb.12370
https://doi.org/10.1523/JNEUROSCI.1202-06.2006
https://doi.org/10.1523/JNEUROSCI.1202-06.2006
https://doi.org/10.1093/ageing/32.4.422
https://doi.org/10.7554/elife.70908
https://doi.org/10.1101/2020.11.02.365767
https://doi.org/10.1038/s42003-022-03012-9
https://doi.org/10.1111/j.1532-5415.1988.tb04363.x
https://doi.org/10.1111/j.1532-5415.1988.tb04363.x
https://doi.org/10.1093/cercor/bhz016
https://doi.org/10.1038/eye.2017.23
https://doi.org/10.1007/bf00688238
https://doi.org/10.1007/bf00688238
https://doi.org/10.1523/JNEUROSCI.1136-17.2017
https://doi.org/10.1523/JNEUROSCI.1136-17.2017
https://doi.org/10.1016/j.neurobiolaging.2012.08.007
https://doi.org/10.1093/braincomms/fcaa019
https://doi.org/10.1093/brain/121.12.2259
https://doi.org/10.1016/0002-9394(87)90001-8
https://doi.org/10.1159/000218366
https://doi.org/10.3390/jcm9010254
https://doi.org/10.1016/j.brainresbull.2010.04.001
https://doi.org/10.1016/j.brainresbull.2010.04.001
https://www.frontiersin.org/journals/aging-neuroscience
https://www.frontiersin.org/


fnagi-15-1213379 August 10, 2023 Time: 6:34 # 15

Zhang et al. 10.3389/fnagi.2023.1213379

with neuropathologically confirmed Alzheimer’s disease compared to aged controls.
Neurodegener. Dis. 16, 398–406. doi: 10.1159/000446283

Schlotterer, G., Moscovitch, M., and Crapper-Mclachlan, D. (1984). Visual
processing deficits as assessed by spatial frequency contrast sensitivity and backward
masking in normal ageing and Alzheimer’s disease. Brain 107, 309–324. doi: 10.1093/
brain/107.1.309

Selkoe, D. J. (2002). Alzheimer’s disease is a synaptic failure. Science 298, 789–791.
doi: 10.1126/science.1074069

Sheng, M., Sabatini, B. L., and Südhof, T. C. (2012). Synapses and Alzheimer’s
disease. Cold Spring Harb. Perspect. Biol. 4:a005777. doi: 10.1101/cshperspect.a005777

Sichler, M. E., Löw, M. J., Schleicher, E. M., Bayer, T. A., and Bouter, Y. (2019).
Reduced acoustic startle response and prepulse inhibition in the Tg4-42 model
of Alzheimer’s disease. J. Alzheimers Dis. Rep. 3, 269–278. doi: 10.3233/ADR-19
0132

Silverman, D. H., Small, G. W., Chang, C. Y., Lu, C. S., Kung De Aburto, M. A.,
Chen, W., et al. (2001). Positron emission tomography in evaluation of dementia:
Regional brain metabolism and long-term outcome. JAMA 286, 2120–2127. doi: 10.
1001/jama.286.17.2120

Silverman, S. E., Tran, D. B., Zimmerman, K., and Feldon, S. E. (1994). Dissociation
between the detection and perception of motion in Alzheimer’s disease. Neurology 44,
1814–1814. doi: 10.1212/wnl.44.10.1814

Sinha, U. K., Hollen, K. M., Rodriguez, R., and Miller, C. A. (1993). Auditory system
degeneration in Alzheimer’s disease. Neurology 43, 779–779. doi: 10.1212/wnl.43.
4.779

Smith, B. C., and D’Amico, M. (2020). Sensory-based interventions for adults with
dementia and Alzheimer’s disease: A scoping review. Occup. Ther. Health Care 34,
171–201. doi: 10.1080/07380577.2019.1608488

Soula, M., Martín-Ávila, A., Zhang, Y., Dhingra, A., Nitzan, N., Sadowski, M. J.,
et al. (2023). Forty-hertz light stimulation does not entrain native gamma oscillations
in Alzheimer’s disease model mice. Nat. Neurosci. 26, 570–578. doi: 10.1038/s41593-
023-01270-2

Stephen, J. M., Montaño, R., Donahue, C. H., Adair, J. C., Knoefel, J. E., Qualls, C.,
et al. (2010). Somatosensory responses in normal aging, mild cognitive impairment,
and Alzheimer’s disease. J. Neural Transm. 117, 217–225. doi: 10.1007/s00702-009-
0343-5
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