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Alzheimer’s Disease: Interactions Between Cholinergic Functions and β-
amyloid
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Abstract: Alzheimer’s disease (AD) is characterized by two major features: (1) degeneration of basal forebrain
cholinergic neurons and ensuing deficient cholinergic functions in cortex and hippocampus; (2) extracellular protein
aggregates containing β-amyloid peptides (Aβ) in these cholinergic target areas. So far, the most effective therapy for AD
is to enhance cholinergic transmission. Neuromodulatory functions of the cholinergic system are mainly mediated by
muscarinic receptors (mAChRs). It has long been recognized that mAChRs are crucial for the control of high-level
cognitive processes. Drugs that activate mAChRs are helpful in ameliorating cognitive deficits of AD. On the other hand,
mounting evidence have established detrimental effects of Aβ to cognitive functions. Despite intensive research on AD, it
remains unclear how these two prominent features of the disease may be linked to cause cognitive impairments. In this
review, we will summarize a series of recent findings on the interactions between cholinergic functions and β-amyloid in
normal animals and AD models, and discuss their potential implications in the pathophysiology and treatment of
Alzheimer’s disease.
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INTRODUCTION

Alzheimer’s disease (AD) is a neurodegenerative
disorder characterized by a progressive loss of memory and
cognition [1, 2]. Its clinical symptoms have great variations
depending on individual patients and different stages of the
illness. Definitive diagnosis of AD usually can only be
achieved from histological examination of postmortem brain
tissues. From these tissues, it is apparent that AD-afflicted
brains have two microscopic pathological hallmarks:
extracellular plaques that are enriched in Aβ, a 42-residue
hydrophobic peptide with an ominous propensity to
assemble into oligomers and polymers, and intracellular
neurofibrillary tangles composed of paired helical filaments
assembled from hyperphosphorylated tau [3]. In addition to
these abnormalities at the cellular level, there are widespread
degeneration of neurons in many brain regions, including the
frontal and temporal cortices, hippocampus, and the basal
forebrain [3]. However, the atrophy only represents the end-
stage of a long-term disease process. There are still ongoing
debates about the potential link between the microscopic and
gross pathological features of AD. It remains unsettled
whether plaques and tangles are produced first, which
eventually kill neurons, or degeneration of neurons in
affected regions accelerates the formation of plaques and
tangles.

This uncertainty is, to a large extent, caused by the lack
of a clear understanding on the etiology of AD. The majority
of AD is sporadic. Tremendous progress in the identification

*Address correspondence to this author at the Department of Physiology
and Biophysics, State University of New York at Buffalo, 124 Sherman
Hall, Buffalo, NY 14214, USA; Tel: 716-829-3058; Fax: 716-829-2699; E-
mail: zhenyan@buffalo.edu.

of genes involved in AD, particularly the rare familial forms,
has led to the realization that the more prevalent, sporadic
forms may be caused by the complex interplay between a
number of genetic and environmental factors. Mutations on
three genes (β-amyloid precursor protein, presenilin 1 and
presenilin 2) have been definitively linked to early-onset
familial AD [2]. A polymorphism in the apolipoprotein E
gene (the E4 allele) has been associated with increased
susceptibility to the more common, late onset AD [2].
However, these four genes may account for less than 30% of
the genetic components of AD [4].

The complex nature of Alzheimer’s disease makes it very
difficult to deduce a common mechanism that can explain all
different facets of the disorder. However, several consistent
features of AD, combined with studies on cognition and
memory in general, suggest that a coherent theme may link
these apparently disparate aspects of AD.

DYSFUNCTIONAL CHOLINERGIC SIGNALING IN
CORTEX IS INVOLVED IN AD

One of the most fundamental and consistent features of
AD is the severe degeneration of cholinergic neurons
projecting from basal forebrain to cortical and hippocampal
areas [5, 6]. A 90% loss of basal forebrain cholinergic
neurons has been found in AD patients [7, 5]. In contrast to
the marked reduction of acetylcholine content in cholinergic
target areas in AD brains, other transmitters, such as
serotonin, norepinephrin, and dopamine, do not show a
significant decrease [6]. The reduction of choline
acetyltransferase, the rate-limiting enzyme in the synthesis of
acetylcholine, correlates well to the severity of cognitive
impairments and memory loss in AD patients [8]. Moreover,
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the degree of neuronal loss in basal forebrain has a good
correlation with the severity of AD symptoms before death,
especially among presenile cases of AD [9, 10]. Lesions of
basal forebrain cholinergic neurons in rats with toxins also
cause dose-dependent impairments in spatial memory tests
and attentional functions [11-13]. So far, most of the
effective drugs currently approved for the treatment of AD
are inhibitors of acetylcholinesterase (AChE), such as aricept
and tacrine. These drugs were developed based on the
“cholinergic hypothesis” of AD [14]. From their clinical
trials and later therapeutic use in AD patients, it is clear that
these drugs can alleviate memory and cognitive problems in
many AD patients, although the benefits are generally
modest [15].

It has long been recognized that the cholinergic system is
critically involved in the control of cognition [16]. Agents
that block muscarinic cholinergic receptors (mAChRs)
disrupt cognitive functions and cause transient loss of short-
term memory [17-19, 6]. Drugs that potentiate central
cholinergic functions enhance short-term memory and
alleviate memory deficiencies caused by muscarinic blockers
[20-22].

These lines of evidence indicate that acetylcholine plays
a key role in normal cognition and memory. This role is
greatly compromised in AD, most likely due to the selective
degeneration of cholinergic neurons in the basal forebrain.
Corresponding to the degeneration, there is a significant loss
of nicotinic ACh receptors and certain types of muscarinic
ACh receptors in the cortical and hippocampal regions of
AD brains [23-25]. Although there is a general consensus
that m1 muscarinic receptors are preserved in most AD
patients, several studies suggest that m1/G-protein mediated
signal transduction may be disrupted in AD [26-28]. These
results suggest that m1 signaling could be a point of
pharmacological intervention in the treatment of AD. As m1
receptors are largely intact, if dysfunctional downstream
signaling cascade can be restored, there is a good chance to
improve cholinergic functions. Thus, it is crucial to have a
better understanding on muscarinic signaling in the normal
situation and how it might be altered in AD models.

One of the major target areas of basal forebrain
cholinergic neurons is the prefrontal cortex (PFC), a brain
region strongly linked to high-level, “executive” processes
needed for complicated goal-directed behavior [29].
Functional studies in primates have established that PFC is
particularly critical for a form of short-term information
storage described as “working memory” [30]. The firing of
some PFC neurons increases throughout the delay period of
a delayed-response task when information must be “held”
momentarily and used subsequently to guide correct
responses [30]. The damage of PFC in humans results in
disturbances in a variety of functions, such as attention,
memory, response selection and planning. Revealing the
functions of muscarinic signaling in PFC is crucial for
understanding the mechanisms of cognition and AD.

ACCUMULATION OF β-AMYLOID PEPTIDES IS
ASSOCIATED WITH THE PATHOLOGY OF AD

In addition to cholinergic hypofunction, another
prominent feature of AD is the accumulation of β-amyloid

peptides (Aβ). Aβ is a major component of senile plaques
[31], extracellular protein aggregates that are used as a
histopathological hallmark for the terminal diagnosis of AD.
Much evidence has suggested that Aβ is likely to make a
direct contribution to the pathogenesis of AD. Aβ peptides
are produced by a series of coordinated cleavages of the β-
amyloid precursor protein (APP) [2]. Most of the mutations
in the APP gene are clustered around the cleavage sites,
which increases the rate of cleavage, thereby generating
more Aβ [2, 4]. APP processing and Aβ generation are
modulated by neuronal electrical activity [32, 33]. Mutations
in presenilin 1 (PS1) and presenilin 2 (PS2) genes are also
linked to increased secretion of Aβ [2]. Transgenic mice
overexpressing mutant APP genes exhibit increased Aβ
deposits and deficits in spatial learning and memory [34-36].
The situation becomes even worse when mutant APP and
mutant PS1 are both expressed in transgenic mice [37, 38].
Immunization with Aβ42 in transgenic mice expressing
mutant APP [39] or mutant APP plus PS1 [40] abolishes β-
amyloid plaques, neuritic dystrophy and astrogliosis. In the
latter study, Aβ42-vaccinated transgenic mice show
significantly superior cognitive performance than control
transgenic mice without immunization.

These lines of evidence unequivocally demonstrate the
link between Aβ and AD. However, it is still debatable
whether Aβ plaques actually cause AD, and whether all the
clinical features seen in typical AD patients can be attributed
to the actions of these senile plaques. The key concern is that
Aβ plaques do not cause massive neuronal death in cortex
and hippocampus when the clinical symptoms are
manifested in AD patients, although many studies in cell
lines and animal models show that Aβ is toxic at high
concentrations [41, 42]. This is perhaps more clear in aged
APP transgenic mice Tg2576, where numerous Aβ plaques
are seen in cortical and limbic structures, yet no detectable
loss of neurons is seen in these areas [43]. Cognitive deficits
in old Tg2576 mice correlate to impaired hippocampal long-
term potentiation [44], a synaptic model of memory. In these
mice, no loss of presynaptic or postsynaptic elements is seen
at ages when they exhibit problems in synaptic plasticity and
spatial memory. These results suggest that, in the presence of
Aβ, the dysfunction of cortical and hippocampal neurons,
not their death, is largely responsible for the impairments in
cognition and memory associated with AD. Currently the
leading theory of causation for AD believes that synaptic
dysfunction due to progressive Aβ accumulation is the most
significant factor contributing to the initial stages of memory
loss [45, 46]. Consistent with this notion, single systemic
injections of an antibody to Aβ into 22-month-old APP
transgenic mice essentially eliminate overnight their memory
deficits [47], suggesting that antibodies to Aβ can interfere
acutely with the Aβ-caused synaptic dysfunction.

THE GABA SYSTEM IS POTENTIALLY ONE OF
THE KEY CELLULAR TARGETS FOR MUS-
CARINIC SIGNALING IN COGNITION AND
MEMORY

Given the key role of muscarinic receptors in cognition
and memory, one of the important questions yet to be
answered is the targets of muscarinic signaling that are
involved in cognitive processes. Aβ accumulation may
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impair muscarinic regulation of these targets, therefore
contributing to the cognitive deficits associated with AD. At
the cellular and circuit levels, cognition and memory rely on
the processing of information encoded in synaptic
transmission. As ion channels are the information processors
in the network, regulations of ion channel activities should
be able to significantly affect the generation and integration
of neural signals. Under this context, muscarinic modulation
of ion channels and synaptic transmission in cortex may
underlie the crucial roles of acetylcholine in cognition and
memory. Consistent with this, patients taking AChE
inhibitors often report immediate improvement in thinking
and memory, suggesting an acute action of ACh, perhaps on
targets directly linked to synaptic transmission.

Recent studies suggest that GABAergic inhibition in
frontal cortex of monkeys is critical for controlling the
timing of neuronal activities during the thought process,
which is fundamental for processing ongoing information
and planning appropriate actions at a future time [48].
Injection of the GABAA receptor antagonist bicuculline into
dorsolateral PFC disrupts the performance of a delayed
response task – a measurement of spatial working memory
[49, 50]. Another study using a similar paradigm further
demonstrates that GABAA receptors-mediated inhibition
plays a key role in the construction of the memory fields of
cortical neurons [51]. Furthermore, clinical studies have
found that benzodiazepines, agents that enhance GABAergic
inhibitory transmission, protect against AD [52]. The critical
involvement of cortical muscarinic signaling in cognition
and AD, combined with the central role of GABAergic
inhibition in working memory, makes it reasonable to
hypothesize that the GABA system might be one of the key
cellular targets for muscarinic signaling in cognition and
memory, and its dysregulation by mAChRs in AD might
contribute to the cognitive impairment.

In CNS, the inhibitory synaptic transmission is mediated
by GABAA receptors. The GABAA receptor contains an
intrinsic chloride channel. It is thought to be a hetero-
pentameric structure, assembled by combining homologous
subunits from five different classes: α (1-6), β (1-4), γ (1-3),
δ and ε (1-2). The subunit composition of GABAA receptors
critically affects the functional properties of GABAA

channels [53]. Multiple PKA, PKC and tyrosine
phosphorylation sites have been identified in several GABAA

receptor subunits, and protein phosphorylation exerts a
powerful regulation of GABA-activated currents in
recombinant and native GABAA channels [54, 55].

Recently, the muscarinic regulation of GABAA receptor
currents in PFC pyramidal neurons has been examined [56].
Activation of mAChRs with carbachol produces an
enhancement of GABAA receptor currents in acutely-
dissociated cells following a short treatment with insulin.
Inhibiting phosphoinositide 3-kinase (PI3K), a downstream
target of insulin signaling, eliminates this effect, as well as
the carbachol-induced enhancement of GABAergic
miniature inhibitory postsynaptic current (mIPSC)
amplitudes in PFC slices. The muscarinic potentiation of
GABAA currents is blocked by PKC inhibitors, broad-
spectrum protein tyrosine kinase inhibitors, and specific

inhibitors of the non-receptor tyrosine kinase Src.
Furthermore, muscarinic receptors in PFC slices activates
PKC and the focal adhesion kinase Pyk2 (a potential
molecular link between PKC and Src) in a PI3K-dependent
manner. These results (Fig. 1 ) show that mAChR activation
in PFC pyramidal neurons enhances GABAA receptor
functions through a PKC-dependent, Src-mediated signaling
cascade. More interestingly, this muscarinic regulation of
GABAA receptors is gated by insulin, another key player
implicated in cognitive functions.

EMERGING EVIDENCE INDICATES THAT INSULIN
SIGNALING IS INVOLVED IN AD

Impairment of cerebral insulin signaling causes similar
behavioral abnormalities as disruption of the cholinergic
function [57], implying the potential interaction between the
two systems. Emerging evidence suggests that insulin has
important functions in brain regions involved in cognition,
and insulin dysfunction in these areas can result in memory
loss and even AD [58-62]. Insulin receptors are highly
expressed in CNS neurons [63, 64] and localized to synapses
[65, 66]. The expression of insulin receptors is found to be
increased in postmortem brain tissues from patients with
sporadic AD, compared to age-matched controls. However,
there is a significant reduction in the kinase activity of
insulin receptors in these AD brains [67]. It suggests that
insulin signaling may be compromised in AD. Consistent
with this, a severe reduction in cerebral glucose utilization is
found in late-onset sporadic AD patients, although their
glucose supply to the brain is normal [59]. Moreover, it has
been shown that the increase in blood insulin, not glucose
level, significantly improves memory in AD patients [61],
suggesting that insulin has a glucose-independent
mechanism of regulating cognition.

In addition to the above evidence, many other studies
also show that insulin is involved in processes related to AD.
For example, insulin and insulin-like growth factor I (IGF-I)
stimulation reduces tau phosphorylation through a PI3K-
dependent mechanism [68]. Disruption of the insulin
receptor substrate-2 (Irs2) gene promotes tau phos-
phorylation and causes the accumulation of neurofibrillary
tangles containing phosphorylated tau in the hippocampus of
old Irs2 knockout mice [69]. Insulin significantly reduces
intracellular accumulation of Aβ by accelerating APP/Aβ
trafficking to the plasma membrane from the trans-Golgi
network, a major cellular site for Aβ processing [70]. IGF-I
treatment of mice overexpressing mutant amyloid markedly
reduces their brain Aβ burden [71]. Insulin degrading
enzyme (IDE), an extracellular protease that degrades
several small polypeptides, such as insulin, IGF-I, IGF-II,
also degrades Aβ [72]. Transgenic overexpression of IDE in
neurons significantly reduces brain Aβ levels, retards or
completely prevents amyloid plaque formation [73]. On the
other hand, IDE deficient mice show increased cerebral
accumulation of endogenous Aβ, a hallmark of AD [74].
These results suggest that insulin dysregulation may
contribute to AD pathology by several mechanisms,
including decreased cortical glucose utilization, increased tau
phosphorylation and neurofibrillary tangle formation, and
increased β-amyloid aggregation through inhibition of IDE.
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The diverse functions of insulin in neurons could affect
cognition and memory on many levels. Converging evidence
suggest that CNS insulin may also function as an important
neuromodulator to influence cognition by regulating ion
channels, neurotransmitter receptors and synaptic
transmission [75-77]. The insulin-gated muscarinic
regulation of GABAA receptors [56] (Fig. 1) provides a
framework for understanding how insulin signaling may
interact with cholinergic functions and how this interaction
might underlie their role in cognition and memory. As the
insulin-mediated memory improvement happens very
quickly (~30 min) [61], it is likely that this effect is through
insulin receptor-activated downstream substrates that are
directly involved in synaptic transmission and plasticity,
rather than targets that take much longer time to modify (e.g.
Aβ clearance). The acute effect of insulin in improving
short-term memory provides the best entry point to study its
role, in conjunction with other key factors, in the cellular and
molecular mechanism of AD.

β-AMYLOID PEPTIDES INHIBIT CHOLINERGIC
FUNCTIONS IN AD

Emerging evidence show that Aβ has very potent actions
on the cholinergic system [78]. For example, at nanomolar
concentration, freshly prepared Aβ42, which is not
neurotoxic, suppresses acetylcholine synthesis in primary
cultures of basal forebrain neurons [79] and in a cell line
derived from cholinergic neurons [80]. In another study,
picomolar levels of Aβ peptides inhibits K+-evoked
acetylcholine release from hippocampal slices [81]. In
cortical cultures, Aβ peptides disrupts muscarinic receptor –
G proteins coupling as measured by GTPase activity and
intracellular concentration of inositol phosphates and Ca2+

[82]. In rat hippocampal slices, Aβ42 inhibits nicotinic
receptor-mediated currents in interneurons at 100nM [83].
Moreover, transgenic mice carrying mutated APP and
presenilin 1, which have extensive amyloidosis, demonstrate
a prominent reduction in the density and size of cholinergic
synapses in frontal cortex [84], suggesting that amyloid load
could reorganize the cholinergic network. These pleiotropic
effects of Aβ on cholinergic neurons, as well as on
acetylcholine receptors in cortical and hippocampal neurons,
suggest that low concentrations of Aβ peptides may impair
normal cholinergic functions independently of concurrent
neurotoxicity. It might mimic what is happening in vivo at

the pre-symptomatic stage of AD, where the Aβ
concentration is not high enough to be toxic.

The impact of Aβ on muscarinic regulation of GABA
transmission has also been examined [85]. Activation of
mAChRs significantly increases the amplitude of
GABAergic spontaneous inhibitory postsynaptic current
(sIPSC) in PFC pyramidal neurons from wild-type animals,
but fails to increase the sIPSC amplitude in APP transgenic
mice. Rat PFC slices pretreated with Aβ peptides give
similar results. Inhibiting PKC blocks the mAChR
enhancement of spontaneous IPSC amplitudes, implicating
the PKC-dependence of the mAChR effect. In APP
transgenic mice, application of mAChR agonists fails to
activate PKC despite the apparently normal expression of
mAChRs [85]. These results show that the muscarinic
regulation of GABA transmission is impaired in the AD
model, probably due to the Aβ-mediated interference of
mAChR activation of PKC.

THE CHOLINERGIC SYSTEM AFFECTS β-
AMYLOID SIGNALING

In addition to the pleiotropic roles of Aβ in the regulation
of cholinergic functions, several lines of evidence indicate
that the cholinergic system also exerts an important impact
on Aβ signaling. In vitro studies have demonstrated that
stimulation of muscarinic receptors can modify APP
processing and inhibit amyloidogenic Aβ production [86,
87]. In vivo studies further show that muscarinic agonist
treatment decreases APP levels not only in normal rats, but
also in aged and cholinergic denervated rats that model
Alzheimer's disease [88]. Moreover, cell culture studies have
shown that AChE inhibitors, some of which are FDA
approved drugs for the treatment of AD, affect the
processing of APP and inhibit the secretion of Aβ [89, 90].

Interestingly, a recent study shows that muscarinic
receptor activation can also reverse Aβ-induced biochemical
and physiological changes [91]. Exposure of cortical slices
to Aβ peptides induces a marked increase in the activation of
PKC and Ca2+/calmodulin-dependent kinase II (CaMKII) –
two enzymes critically involved in a wide range of neuronal
functions from synaptic plasticity and transmitter release to
neurite outgrowth and cell survival [92, 93]. Activation of
m1 muscarinic receptors, but not nicotinic receptors,
significantly inhibits the Aβ activation of PKC and CaMKII.

Fig. (1). A diagram illustrating the convergence of mACh and insulin signaling cascades on PKC and the downstream pathway leading to the
potentiation of GABA A receptor currents. Muscarinic receptors enhance postsynaptic GABAA receptor functions in PFC pyramidal neurons
through a PKC-dependent activation of protein tyrosine kinase Src signaling cascade. Furthermore, this cascade is gated by an
insulin/PI3K/PDK1 pathway, which facilitates muscarinic activation of PKC and Pyk2. PI3K: phosphoinositide 3-kinase; PDK1:
phosphoinositide-dependent kinase 1; Pyk2: proline-rich tyrosine kinase 2 (focal adhesion kinase). For details see ref [56].
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Increasing inhibitory transmission mimics the m1 effect on
Aβ, whereas blocking GABAA receptors eliminates the m1
action. Moreover, electrophysiological evidence shows that
application of Aβ to cortical slices induces action potential
firing and enhances excitatory postsynaptic currents, while
muscarinic agonists potently increases inhibitory
postsynaptic currents. These results suggest that Aβ activates
PKC and CaMKII through enhancing excitatory activity in
glutamatergic synaptic networks. Activation of m1 receptors
inhibits Aβ signaling by enhancing the counteracting
GABAergic inhibitory transmission [91]. This study
indicates that muscarinic receptors can potently down-
regulate Aβ actions by targeting the GABA system.

These aforementioned results suggest that the cholinergic
deficiency in AD brains would lead to the loss of the
negative regulation of Aβ generation and functioning by
muscarinic receptors, which in turn could impair m1 signal
transduction [82, 27, 85] and inhibit ACh synthesis and
release [79, 81], aggravating further the cholinergic
hypofunction. Since these "vicious cycles" may potentially
be inhibited by m1 agonists, it suggests that enhancing m1
signaling is a promising point of pharmacological
intervention in the treatment of AD [94, 95].

A WORKING MODEL

It is apparent that Alzheimer’s disease is a multi-factorial
disorder that may be too complex to be reduced to one
simple model. However, several consistent features of this
disease and the connections among these features prompt us
to come up with a working model (Fig. 2). This model aims
to unify three separate lines of evidence into one coherent
hypothesis. Previous studies have shown that: (i) Cholinergic
functions, especially those mediated by muscarinic receptors,
are critical for cognition and memory, and are impaired in
AD. (ii) Aβ peptides strongly affect the normal functions of
cortical neurons, which contributes to the pathogenesis of
AD. (iii) Insulin improves memory deficits in AD patients
through a fast, glucose-independent mechanism. Given the

critical role of GABAergic inhibition in “working memory”
[48], we propose that the GABA system is a key substrate of
muscarinic actions in cognition and memory. Insulin
pathway acts as a priming device that increases the strength
of muscarinic signaling [56]. Aβ disrupts the muscarinic
regulation of GABAergic transmission [85], which may be
one of the mechanisms for Aβ to impair cortical functions,
hence cognition and memory. On the other hand, mAChR
activation inhibits the production and function of
amyloidogenic Aβ [88, 91], and this negative regulation is
likely to be impaired in AD due to the cholinergic
deficiency.

In addition to Aβ accumulation, another early event
correlating with cognitive impairment in AD is the
accumulation of hyperphosphorylated tau into neurofibrillary
tangles [2, 4]. It has been found that tau phosphorylation is
reduced by insulin stimulation [68] or mAChR activation
[96]. It suggests that the microtubule-associated protein tau
is potentially another target of mAChR and insulin signaling
involved in cognition and memory.

Many issues remain to be unsolved regarding the
molecular and cellular mechanisms underlying the
pathophysiology of AD. For example, how does Aβ impair
the intracellular muscarinic signaling? Is it due to the
disrupted insulin gating? Is the negative influence of Aβ
specific for muscarinic receptors? Does Aβ alter other
muscarinic functions, such as the mAChR regulation of
glutamatergic excitatory transmission? What is the best way
to reverse cholinergic and synaptic deficits in AD? By
revealing functional rather than just structural synaptic
changes on the earliest stages of AD, and correlating the
electrophysiological results with both behavioral and
biochemical measures, we should be able to assess the
relative contributions of acetylcholine, Aβ, insulin and other
related molecules to memory and cognitive impairments in
AD. Knowledge gained from these studies would be helpful
in improving the current therapy for AD and in providing
novel targets for more precise pharmacological interventions.

Fig. (2). A working model. Activation of mAChR signaling in cortex modulates the GABA system, which is critical for the regulation of
cognition and memory. This cholinergic function is positively regulated by insulin signaling which acts as an enhancer, and negatively
regulated by Aβ which acts as a suppressor. On the other hand, mAChR signaling also negatively regulates the generation and action of
amyloidogenic Aβ. For details see ref [56, 85, 88, 91].



246    Current Alzheimer Research, 2004, Vol. 1, No. 4 Yan and Feng

ACKLOWLEDGEMENTS

This work was supported by NIH grant AG21923 and
NSF grant IBN-0117026 to Z.Y.

REFERENCES

[1] Sisodia SS. Alzheimer's disease: perspectives for the new
millennium. J Clin Invest 104: 1169-1170 (1999).

[2] Selkoe DJ. Alzheimer's disease: genes, proteins, and therapy.
Physiol Rev 81: 741-766 (2001).

[3] Esiri MM. The neuropathology of Alzheimer's disease. In:
Neurobiology of Alzheimer's Disease (Dawbarn D, Allen SJ, eds),
pp 33-53. Oxford, England: Oxford University Press (2001).

[4] Tanzi RE, Bertram L. New frontiers in Alzheimer's disease
genetics. Neuron 32: 181-184 (2001).

[5] Whitehouse PJ, Price DL, Struble RG, Clark AW, Coyle JT, Delon
MR. Alzheimer's disease and senile dementia: loss of neurons in
the basal forebrain. Science 215: 1237-1239 (1982).

[6] Coyle JT, Price DL, DeLong MR. Alzheimer's disease: a disorder
of cortical cholinergic innervation. Science 219: 1184-1190 (1983).

[7] Whitehouse PJ, Price DL, Clark AW, Coyle JT, DeLong MR.
Alzheimer disease: evidence for selective loss of cholinergic
neurons in the nucleus basalis. Ann Neurol 10: 122-126 (1981).

[8] Perry EK, Tomlinson BE, Blessed G, Bergmann K, Gibson PH,
Perry RH. Correlation of cholinergic abnormalities with senile
plaques and mental test scores in senile dementia. Br Med J 2:
1457-1459 (1978).

[9] Perry EK. The cholinergic hypothesis--ten years on. Br Med Bull
42: 63-69 (1986).

[10] Wilcock GK, Esiri MM, Bowen DM, Smith CC. Alzheimer's
disease. Correlation of cortical choline acetyltransferase activity
with the severity of dementia and histological abnormalities. J
Neurol Sci 57: 407-417 (1982).

[11] Waite JJ, Chen AD, Wardlow ML, Wiley RG, Lappi DA, Thal LJ.
192 immunoglobulin G-saporin produces graded behavioral and
biochemical changes accompanying the loss of cholinergic neurons
of the basal forebrain and cerebellar Purkinje cells. Neuroscience
65: 463-476 (1995).

[12] Baxter MG, Bucci DJ, Gorman LK, Wiley RG, Gallagher M.
Selective immunotoxic lesions of basal forebrain cholinergic cells:
effects on learning and memory in rats. Behav Neurosci 109: 714-
722 (1995).

[13] Mcgaughy J, Dallley JW, Morrison CH, Everitt BJ, Robbins TW.
Selective behavioral and neurochemical effects of cholinergic
lesions produced by intrabasalis infusions of 192 IgG-saporin on
attentional performance in a five-choice serial reaction time task. J
Neurosci 22: 1905-13 (2002).

[14] Weinstock M. The pharmacotherapy of Alzheimer's disease based
on the cholinergic hypothesis: an update. Neurodegeneration 4:
349-56 (1995).

[15] Benzi G, Moretti A. Is there a rationale for the use of
acetylcholinesterase inhibitors in the therapy of Alzheimer's
disease? Eur J Pharmacol 346: 1-13 (1998).

[16] Everitt BJ, Robbins TW. Central cholinergic systems and
cognition. Annu Rev Psychol 48: 649-84 (1997).

[17] Drachman DA. Memory and cognitive function in man: does the
cholinergic system have a specific role? Neurology 27: 783-790
(1977).

[18] Sutherland RJ, Whishaw IQ, Regehr JC. Cholinergic receptor
blockade impairs spatial localization by use of distal cues in the rat.
J Comp Physiol Psychol. 96:563-73 (1982).

[19] Roldan G, Bolanos-Badillo E, Gonzalez-Sanchez H, Quirarte GL,
Prado-Alcala RA. Selective M1 muscarinic receptor antagonists
disrupt memory consolidation of inhibitory avoidance in rats.
Neurosci Lett. 230: 93-6 (1997).

[20] Sitaram N, Weingartner H, Gillin JC. Human serial learning:
enhancement with arecholine and choline impairment with
scopolamine. Science 201: 274-276 (1978).

[21] Whitehouse PJ. Cholinergic therapy in dementia. Acta Neurol
Scand Suppl 149: 42-5 (1993).

[22] Brown JH, Taylor P. Muscarinic receptor agonists and antagonists.
In: The pharmacological basis of therapeutics, Ed 9 (Hardman JG,
Limbird LE, eds), pp141-160. New York: McGraw-Hill (1996).

[23] Giacobini E. Cholinergic receptors in human brain: effects of aging
and Alzheimer disease. J Neurosci Res 27: 548-560 (1990).

[24] Greenamyre JT, Maragos WF. Neurotransmitter receptors in
Alzheimer disease. Cerebrovasc Brain Metab Rev 5: 61-94 (1993).

[25] Perry EK, Morris CM, Court JA, Cheng A, Fairbairn AF, McKeith
IG, et al. Alteration in nicotine binding sites in Parkinson's disease,
Lewy body dementia and Alzheimer's disease: possible index of
early neuropathology. Neuroscience 64: 385-395 (1995).

[26] Cowburn RF, Fowler CJ, O'Neill C. Neurotransmitter receptor/G-
protein mediated signal transduction in Alzheimer's disease brain.
Neurodegeneration 5: 483-488 (1996).

[27] Jope RS, Song L, Powers RE. Cholinergic activation of
phosphoinositide signaling is impaired in Alzheimer's disease
brain. Neurobiol Aging 18: 111-120 (1997).

[28] Greenwood AF, Powers RE, Jope RS. Phosphoinositide hydrolysis,
G alpha q, phospholipase C, and protein kinase C in post mortem
human brain: effects of post mortem interval, subject age, and
Alzheimer's disease. Neuroscience 69: 125-138 (1995).

[29] Miller EK. The prefrontal cortex: complex neural properties for
complex behavior. Neuron 22: 15-7 (1999).

[30] Goldman-Rakic PS. Cellular basis of working memory. Neuron 14:
477-85 (1995).

[31] Masters CL, Simms G, Weinman NA, Multhaup G, McDonald BL,
Beyreuther K. Amyloid plaque core protein in Alzheimer disease
and Down syndrome. Proc Natl Acad Sci USA 82: 4245-9 (1985).

[32] Nitsch RM, Farber SA, Growdon JH, Wurtman RJ. Release of
amyloid beta-protein precursor derivatives by electrical
depolarization of rat hippocampal slices. Proc Natl Acad Sci USA.
90:5191-3 (1993).

[33] Kamenetz F, Tomita T, Hsieh H, Seabrook G, Borchelt D,
Iwatsubo T, Sisodia S, Malinow R. APP processing and synaptic
function. Neuron. 37:925-37 (2003).

[34] Games D, Adams D, Alessandrini R, Barbour R, Berthelette P,
Blackwell C, et al. Alzheimer-type neuropathology in transgenic
mice overexpressing V717F beta-amyloid precursor protein. Nature
373: 523-527 (1995).

[35] Hsiao K, Chapman P, Nilsen S, Eckman C, Harigaya Y, Younkin
S, et al. Correlative memory deficits, Abeta elevation, and amyloid
plaques in transgenic mice. Science 274: 99-103 (1996).

[36] Chen G, Chen KS, Knox J, Inglis J, Bernard A, Martin SJ, et al. A
learning deficit related to age and beta-amyloid plaques in a mouse
model of Alzheimer's disease. Nature 408:975-9 (2000).

[37] Borchelt DR, Ratovitski T, van Lare J, Lee MK, Gonzales V,
Jenkins NA, et al. Accelerated amyloid deposition in the brains of
transgenic mice coexpressing mutant presenilin 1 and amyloid
precursor proteins. Neuron 19: 939-945 (1997).

[38] Holcomb L, Gordon MN, McGowan E, Yu X, Benkovic S, Jantzen
P, et al. Accelerated Alzheimer-type phenotype in transgenic mice
carrying both mutant amyloid precursor protein and presenilin 1
transgenes. Nat Med 4: 97-100 (1998).

[39] Schenk D, Barbour R, Dunn W, Gordon G, Grajeda H, Guido T, et
al. Immunization with amyloid-beta attenuates Alzheimer-disease-
like pathology in the PDAPP mouse. Nature 400: 173-177 (1999).

[40] Morgan D, Diamond DM, Gottschall PE, Ugen KE, Dickey C,
Hardy J, et al. A beta peptide vaccination prevents memory loss in
an animal model of Alzheimer's disease. Nature 408: 982-985
(2000).

[41] Yankner BA, Dawes LR, Fisher S, Villa-Komaroff L, Oster-
Granite ML, Neve RL. Neurotoxicity of a fragment of the amyloid
precursor associated with Alzheimer's disease. Science. 245:417-20
(1989).

[42] Mattson MP, Barger SW, Cheng B, Lieberburg I, Smith-Swintosky
VL, Rydel RE. beta-Amyloid precursor protein metabolites and
loss of neuronal Ca2+ homeostasis in Alzheimer's disease. Trends
Neurosci. 16:409-14 (1993).

[43] Hsiao K. Transgenic mice expressing Alzheimer amyloid precursor
proteins. Exp Gerontol 33: 883-889 (1998).

[44] Chapman PF, White GL, Jones MW, Cooper-Blacketer D, Marshall
VJ, Irizarry M, et al. Impaired synaptic plasticity and learning in
aged amyloid precursor protein transgenic mice. Nat Neurosci
2:271-6 (1999).

[45] Selkoe DJ. Alzheimer's disease is a synaptic failure. Science 298:
789-791 (2002).

[46] Oddo S, Caccamo A, Shepherd JD, Murphy MP, Golde TE, Kayed
R, et al. Triple-transgenic model of Alzheimer's disease with



Cholinergic Functions and β-amyloid Current Alzheimer Research, 2004, Vol. 1, No. 4    247

plaques and tangles: intracellular Abeta and synaptic dysfunction.
Neuron 39:409-21 (2003).

[47] Dodart JC, Bales KR, Gannon KS, Greene SJ, DeMattos RB,
Mathis C, et al. Immunization reverses memory deficits without
reducing brain Abeta burden in Alzheimer's disease model. Nat
Neurosci 5:452-7 (2002).

[48] Constantinidis C, Williams GV and Goldman-Rakic PS. A role for
inhibition in shaping the temporal flow of information in prefrontal
cortex. Nature Neuroscience 5:175-80 (2002).

[49] Sawaguchi T, Matsumura M, Kubota K. Delayed response deficit
in monkeys by locally disturbed prefrontal neuronal activity by
bicuculline. Behav Brain Res 31: 193-198 (1988).

[50] Sawaguchi T, Matsumura M, Kubota K. Delayed response deficits
produced by local injection of bicuculline into the dorsolateral
prefrontal cortex in Japanese macaque monkeys. Exp Brain Res 75:
457-469 (1989).

[51] Rao SG, Williams GV, Goldman-Rakic PS. Destruction and
Creation of Spatial Tuning by Disinhibition: GABAA Blockade of
Prefrontal Cortical Neurons Engaged by Working Memory. J
Neurosci 20: 485-494 (2000).

[52] Fastbom J, Forsell Y, Winblad B. Benzodiazepines may have
protective effects against Alzheimer disease. Alzheimer Dis Assoc
Disord 12:14-7 (1998).

[53] Macdonald RL, Olsen RW. GABAA receptor channels. Annu Rev
Neurosci 17:569-602 (1994).

[54] Krishek BJ, Xie X, Blackstone C, Huganir RL, Moss SJ, Smart TG.
Regulation of GABAA receptor function by protein kinase C
phosphorylation. Neuron 12:1081-95 (1994).

[55] Moss SJ, Gorrie GH, Amato A, Smart TG. Modulation of GABAA

receptors by tyrosine phosphorylation. Nature 377: 344-8 (1995).
[56] Ma XH, Zhong P, Gu Z, Feng J, Yan Z. Muscarinic potentiation of

GABAA receptor currents is gated by insulin signaling in prefrontal
cortex. J Neurosci 23:1159-68 (2003).

[57] Mayer G, Nitsch R, Hoyer S. Effects of changes in peripheral and
cerebral glucose metabolism on locomotor activity, learning and
memory in adult male rats. Brain Res 532: 95-100 (1990).

[58] Wickelgren I. Tracking Insulin to the Mind. Science 280: 517-519
(1998).

[59] Hoyer S. Is sporadic Alzheimer disease the brain type of non-
insulin dependent diabetes mellitus? A challenging hypothesis. J
Neural Transm 105: 415-422 (1998).

[60] Craft S, Newcomer J, Kanne S, Dagogo-Jack S, Cryer P, Sheline
Y, et al. Memory improvement following induced hyperin-
sulinemia in Alzheimer's disease. Neurobiol Aging 17: 123-130
(1996).

[61] Craft S, Asthana S, Newcomer JW, Wilkinson CW, Matos IT,
Baker LD, et al. Enhancement of memory in Alzheimer disease
with insulin and somatostatin, but not glucose. Arch Gen
Psychiatry 56: 1135-1140 (1999).

[62] Gasparini L, Netzer WJ, Greengard P, Xu H. Does insulin
dysfunction play a role in Alzheimer's disease? Trends Pharmacol
Sci 23:288-93 (2002).

[63] Baskin DG, Wilcox BJ, Figlewicz DP, Dorsa DM. Insulin and
insulin-like growth factors in the CNS. Trends Neurosci 11: 107-
111 (1988).

[64] Potau N, Escofet MA, Martinez MC. Ontogenesis of insulin
receptors in human cerebral cortex. J Endocrinol Invest 14: 53-58
(1991).

[65] Wozniak M, Rydzewski B, Baker SP, Raizada MK. The cellular
and physiological actions of insulin in the central nervous system.
Neurochem Int 22: 1-10 (1993).

[66] Abbott MA, Wells DG, Fallon JR. The insulin receptor tyrosine
kinase substrate p58/53 and the insulin receptor are components of
CNS synapses. J Neurosci 19:7300-8 (1999).

[67] Frolich L, Blum-Degen D, Riederer P, Hoyer S. A disturbance in
the neuronal insulin receptor signal transduction in sporadic
Alzheimer's disease. Ann NY Acad Sci 893: 290-293 (1999).

[68] Hong M, Lee VM. Insulin and insulin-like growth factor-1 regulate
tau phosphorylation in cultured human neurons. J Biol Chem 272:
19547-19553 (1997).

[69] Schubert M, Brazil DP, Burks DJ, Kushner JA, Ye J, Flint CL, et
al. Insulin receptor substrate-2 deficiency impairs brain growth and
promotes tau phosphorylation. J Neurosci 23:7084-92 (2003).

[70] Gasparini L, Gouras GK, Wang R, Gross RS, Beal MF, Greengard
P, et al. Stimulation of beta-amyloid precursor protein trafficking
by insulin reduces intraneuronal beta-amyloid and requires

mitogen-activated protein kinase signaling. J Neurosci 21: 2561-
2570 (2001).

[71] Carro E, Trejo JL, Gomez-Isla T, LeRoith D, Torres-Aleman I.
Serum insulin-like growth factor I regulates brain amyloid-beta
levels. Nat Med. 8: 1390-7 (2002).

[72] Qiu WQ, Walsh DM, Ye Z, Vekrellis K, Zhang J, Podlisny MB, et
al. Insulin-degrading enzyme regulates extracellular levels of
amyloid. J Biol Chem 273: 32730-32738 (1998).

[73] Leissring MA, Farris W, Chang AY, Walsh DM, Wu X, Sun X, et
al. Enhanced proteolysis of beta-amyloid in APP transgenic mice
prevents plaque formation, secondary pathology, and premature
death. Neuron 40: 1087-93 (2003).

[74] Farris W, Mansourian S, Chang Y, Lindsley L, Eckman EA, Frosch
MP, et al. Insulin-degrading enzyme regulates the levels of insulin,
amyloid beta-protein, and the beta-amyloid precursor protein
intracellular domain in vivo. Proc Natl Acad Sci USA 100: 4162-7
(2003).

[75] Wan Q, Xiong ZG, Man HY, Ackerley CA, Braunton J, Lu WY, et
al. Recruitment of functional GABA(A) receptors to postsynaptic
domains by insulin. Nature 388: 686-90 (1997).

[76] Kanzaki M, Zhang YQ, Mashima H, Li L, Shibata H, Kojima I.
Translocation of a calcium-permeable cation channel induced by
insulin-like growth factor-I. Nat Cell Biol 1:165-70 (1999).

[77] Man HY, Lin JW, Ju WH, Ahmadian G, Liu L, Becker LE, et al.
Regulation of AMPA receptor-mediated synaptic transmission by
clathrin-dependent receptor internalization. Neuron 25: 649-62
(2000).

[78] Auld DS, Kar S, Quirion R. Beta-amyloid peptides as direct
cholinergic neuromodulators: a missing link? Trends Neurosci 21:
43-9 (1998).

[79] Hoshi M, Takashima A, Murayama M, Yasutake K, Yoshida N,
Ishiguro K, et al. Nontoxic amyloid beta peptide1-42 suppresses
acetylcholine synthesis. Possible role in cholinergic dysfunction in
Alzheimer's disease. J Biol Chem 272: 2038-2041 (1997).

[80] Pedersen WA, Kloczewiak MA, Blusztajn JK. Amyloid beta -
protein reduces acetylcholine synthesis in a cell line derived from
cholinergic neurons of the basaláforebrain. Proc Natl Acad Sci 93:
8068-8071 (1996).

[81] Kar S, Seto D, Gaudreau P, Quirion R. Beta-amyloid-related
peptides inhibit potassium-evoked acetylcholine release from rat
hippocampal slices. J Neurosci 16: 1034-1040 (1996).

[82] Kelly JF, Furukawa K, Barger SW, Rengen MR, Mark RJ, Blanc
EM, et al. Amyloid beta -peptide disrupts carbachol-induced
muscarinic cholinergic signal transduction in cortical neurons. Proc
Natl Acad Sci USA 93: 6753-6758 (1996).

[83] Pettit DL, Shao Z, Yakel JL. {beta}-Amyloid1-42 Peptide Directly
Modulates Nicotinic Receptors in the Rat Hippocampal Slice. J
Neurosci 21: 120RC (2001).

[84] Wong TP, Debeir T, Duff K, Cuello AC. Reorganization of
cholinergic terminals in the cerebral cortex and hippocampus in
transgenic mice carrying mutated presenilin-1 and amyloid
precursor protein transgenes. J Neurosci 19:2706-16 (1999).

[85] Zhong P, Gu Z, Wang X, Jiang H, Feng J, Yan Z. Impaired
modulation of GABAergic transmission by muscarinic receptors in
a mouse transgenic model of Alzheimer’s disease. J Biol Chem
278: 26888-96 (2003).

[86] Nitsch RM, Slack BE, Wurtman RJ, Growdon JH. Release of
Alzheimer amyloid precursor derivatives stimulated by activation
of muscarinic acetylcholine receptors. Science 258: 304-7 (1992).

[87] Hung AY, Haass C, Nitsch RM, Qiu WQ, Citron M, Wurtman RJ,
Growdon JH, Selkoe DJ. Activation of protein kinase C inhibits
cellular production of the amyloid beta-protein. J Biol Chem 268:
22959-62 (1993).

[88] Lin L, Georgievska B, Mattsson A, Isacson O. Cognitive changes
and modified processing of amyloid precursor protein in the
cortical and hippocampal system after cholinergic synapse loss and
muscarinic receptor activation. Proc Natl Acad Sci USA 96: 12108-
13 (1999).

[89] Lahiri DK, Farlow MR, Nurnberger JI Jr, Greig NH. Effects of
cholinesterase inhibitors on the secretion of beta-amyloid precursor
protein in cell cultures. Ann NY Acad Sci 826:416-21 (1997).

[90] Lahiri DK, Farlow MR, Sambamurti K. The secretion of amyloid
beta-peptides is inhibited in the tacrine-treated human
neuroblastoma cells. Brain Res Mol Brain Res 62:131-40 (1998).



248    Current Alzheimer Research, 2004, Vol. 1, No. 4 Yan and Feng

[91] Gu Z, Zhong P, Yan Z. Activation of muscarinic receptors inhibits
β-amyloid peptide – induced signaling in cortical slices. J Biol
Chem 278:17546-56 (2003).

[92] Tanaka C, Nishizuka Y. The protein kinase C family for neuronal
signaling. Annu Rev Neurosci 17: 551-67 (1994).

[93] Soderling TR. CaM-kinases: modulators of synaptic plasticity. Curr
Opin Neurobiol 10:375-80 (2000).

[94] Fisher A, Michaelson DM, Brandeis R, Haring R, Chapman S,
Pittel Z. M1 muscarinic agonists as potential disease-modifying

agents in Alzheimer's disease. Rationale and perspectives. Ann N Y
Acad Sci 920: 315-20 (2000).

[95] Messer WS Jr. Cholinergic agonists and the treatment of
Alzheimer's disease. Curr Top Med Chem 2: 353-8 (2002).

[96] Forlenza OV, Spink JM, Dayanandan R, Anderton BH, Olesen OF,
Lovestone S. Muscarinic agonists reduce tau phosphorylation in
non-neuronal cells via GSK-3beta inhibition and in neurons. J
Neural Transm. 107:1201-12 (2000).

Received: April 07, 2004 Accepted: April 26, 2004


