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Abstract
Psychosis occurs across a wide variety of dementias with differing etiologies, including Alzheimer’s dementia, Parkinson’s 
dementia, Lewy body dementia, frontotemporal dementia, and vascular dementia. Pimavanserin, a selective serotonin 5-HT2A 
receptor (5-HT2AR) inverse agonist, has shown promising results in clinical trials by reducing the frequency and/or severity 
of hallucinations and delusions and the risk of relapse of these symptoms in patients with dementia-related psychosis. A 
literature review was conducted to identify mechanisms that explain the role of 5-HT2ARs in both the etiology and treatment 
of dementia-related psychosis. This review revealed that most pathological changes commonly associated with neurodegen-
erative diseases cause one or more of the following events to occur: reduced synaptic contact of gamma aminobutyric acid 
(GABA)-ergic interneurons with glutamatergic pyramidal cells, reduced cortical innervation from subcortical structures, 
and altered 5-HT2AR expression levels. Each of these events promotes increased pyramidal cell hyperexcitability and dis-
ruption of excitatory/inhibitory balance, facilitating emergence of psychotic behaviors. The brain regions affected by these 
pathological changes largely coincide with areas expressing high levels of 5-HT2ARs. At the cellular level, 5-HT2ARs are 
most highly expressed on cortical glutamatergic pyramidal cells, where they regulate pyramidal cell excitability. The com-
mon effects of different neurodegenerative diseases on pyramidal cell excitability together with the close anatomical and 
functional connection of 5-HT2ARs to pyramidal cell excitability may explain why suppressing 5-HT2AR activity could be 
an effective strategy to treat dementia-related psychosis.
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Key Points 

Most pathological changes in neurodegenerative diseases 
cause degradation of inhibitory controls, resulting in 
neuronal cell hyperexcitability and leading to psychotic 
behaviors.

5-HT2ARs are highly expressed in these same neuronal 
cells and play a crucial role in regulating their excitabil-
ity in both normal and diseased states.

Suppressing 5-HT2AR activity could therefore help 
control the neuronal hyperexcitability and accompanying 
psychotic behaviors found in many neurodegenerative 
diseases.

1 Introduction

Dementia afflicts nearly 50 million people worldwide [1], 
with dementia-related psychosis (DRP) affecting ~ 25% of 
those who have dementia. DRP is typified by hallucinations 
and delusions, causes substantial distress to both patients 
and caregivers, increases healthcare costs, and contributes to 
higher mortality rates. The most common neurodegenerative 
dementing illnesses are Alzheimer’s disease (AD), dementia 
with Lewy bodies (DLB), Parkinson’s disease (PD) demen-
tia (PDD), vascular dementia (VaD), and frontotemporal 
dementia (FTD), which account for ~ 65–70% (AD), 14% 
(DLB), 10% (VaD), 7% (PDD), and < 1% (FTD) of the ~ 2.3 
million DRP cases in the United States [2–8].

Genetic evidence implicates serotonin (5-HT)2A recep-
tors (5-HT2ARs) as having a role in both the emergence and 
treatment of DRP. A variety of studies have linked genetic 
polymorphisms in the 5-HT2AR genetic locus to psychotic 
symptoms and behavioral disturbances in dementia [9], 
but this correlation is not universally accepted and may 
be influenced by other factors [10]. Nevertheless, at least 
with respect to schizophrenia, twin studies show that 
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schizophrenia is highly heritable, while a number of stud-
ies have shown associations between polymorphisms in 
the 5-HT2AR gene and overall risk of developing schizo-
phrenia, deficits in sensorimotor gating, and response to 
antipsychotic treatments (reviewed in [11]).

Studies with agents that activate 5-HT2ARs, as well as 
selective 5-HT2A inverse agonists, provide further evi-
dence that this receptor is important for both the emer-
gence and treatment of psychotic symptoms, and by infer-
ence, dementia-related psychosis. Visual hallucinations 
(VHs) are a common symptom in subjects with neuro-
degenerative disease, particularly PD and DLB, but also 
AD [12]. Qualitatively, these symptoms are similar to the 
effects of hallucinogenic drugs like lysergic acid diethyla-
mide (LSD) which are known to activate 5-HT2A receptors. 
Several studies have demonstrated that co-administration 
of ketanserin, a selective 5-HT2A antagonist, can block 
the psychotropic effects of LSD and psilocybin [13, 14].

The realization that the highly effective antipsychotic 
drug clozapine had considerably higher affinity for 
5-HT2ARs over  D2 dopamine receptors [15] was one of 
first events demonstrating the importance of 5-HT2ARs as 
therapeutic targets for psychosis in a field dominated by 
the dopamine hypothesis of schizophrenia. This discovery 
spurred the development of a large number of new antipsy-
chotics, termed second generation or atypical antipsychot-
ics, whose most common shared property is high affinity 
for 5-HT2ARs [16].

Because of their utility for treating schizophrenia, atyp-
ical antipsychotics, and certain atypical antidepressants 
like trazodone that also inhibit 5-HT2ARs [17], have been 
used off label to treat psychosis associated with neuro-
degenerative disease, but with mixed success, especially 
when the detrimental effects of these drugs on subjects 
with dementia are considered [18–21]. For example, of 
the atypical antipsychotics aripiprazole, clozapine, olan-
zapine, quetiapine, risperidone, and ziprasidone that have 
been examined in controlled studies for the treatment 
of PD psychosis, only clozapine has consistently shown 
antipsychotic efficacy, an effect Meltzer et al. attributed to 
5-HT2AR antagonism, stating, “5-HT2A receptor blockade 
is the most likely basis for the effectiveness of clozapine” 
[22]. Interestingly, of the atypical antipsychotics, cloza-
pine has amongst the highest selectivity for 5-HT2ARs over 
 D2 receptors [16], and therefore the low doses typically 
used to treat PD psychosis may achieve relatively selective 
targeting of 5-HT2ARs.

Several randomized, well-controlled clinical trials have 
also been conducted to evaluate the efficacy of atypical 
antipsychotics (e.g., risperidone, olanzapine, quetiapine, 
and aripiprazole) in the treatment of the behavioral and 
psychological symptoms of AD (reviewed in [21]). Sys-
tematic reviews of these studies have been mixed regarding 

the overall benefit versus the relative risks of these medica-
tions [19, 23]. A meta-analysis of atypical antipsychotics in 
the treatment of AD psychosis found that these drugs were 
associated with increased rates of parkinsonism, sedation, 
edema, chest infections, stroke (with odds ratios of 2.5–3.0), 
and mortality (with odds ratios of 1.5–1.7) [24]. A separate 
meta-analysis among patients treated with atypical antipsy-
chotics for 6–12 weeks reported a doubling of the expected 
rate of cognitive deterioration [19]. Therefore, in exchange 
for treating the psychosis, use of these agents in DRP may 
exacerbate key symptoms of the underlying primary disease. 
The aforementioned side effects may stem from the fact that 
these drugs target many other receptors besides 5-HT2A such 
as dopaminergic, histaminergic, adrenergic, and muscarinic 
receptors.

Clinical investigations of the selective 5-HT2AR antago-
nists/inverse agonists M100907 (volinanserin) [25, 26] and 
SR46349B (eplivanserin) [27] showed statistically signifi-
cant reductions in total positive and negative syndrome 
scores in subjects with schizophrenia [11], although both 
drugs had numerically inferior efficacy compared with 
haloperidol in these studies. Additionally, ritanserin, a 
selective 5-HT2A/2C inverse agonist/antagonist, had statis-
tically significant effects compared with placebo on the 
Scale for the Assessment of Negative Symptoms in sub-
jects with predominantly negative symptoms, although this 
was a small trial (34 subjects), which limits the conclusions 
that can be drawn [28]. In addition to demonstrating poten-
tial therapeutic benefits, no worsening of extrapyramidal 
symptoms was observed in these studies. Each of these 
drugs primarily act through 5-HT2ARs, and in the case 
of ritanserin, secondarily through 5-HT2CRs, and unlike 
marketed antipsychotics, lack affinity for other receptors 
including  D2 dopamine receptors. Although none of these 
drugs are approved for use, these data helped establish 
the importance of 5-HT2ARs in psychosis, and selective 
5-HT2AR inverse agonists as a treatment for schizophrenia 
that does not cause motoric side effects. More recently, 
roluperidone has shown promising efficacy for treating 
negative symptoms of schizophrenia [29], while lumateper-
one is approved for schizophrenia [30]. While both of these 
drugs primarily block 5-HT2ARs, roluperidone also targets 
sigma-2 receptors, while lumateperone partially blocks D2 
dopamine receptors at therapeutic doses [29, 30].

Pimavanserin is a selective 5-HT2AR inverse agonist/
antagonist with lesser activity at 5-HT2CRs, and no appre-
ciable activity at over 70 other targets tested. Pimavanserin 
has demonstrated antipsychotic properties in preclinical 
models, and was recently the first drug approved for treat-
ing hallucinations and delusions associated with PD [31]. 
In a phase II clinical study in schizophrenia, pimavanserin 
augmented the antipsychotic efficacy of low-dose risperi-
done but not haloperidol [32]. A subsequent phase III 
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clinical trial examining pimavanserin as adjunctive treat-
ment to atypical antipsychotic drug therapy failed to meet 
the primary endpoint, although significant benefits were 
noted against negative symptoms, a potential indication 
still being pursued. Pimavanserin was effective at reduc-
ing the frequency and/or severity of hallucinations and 
delusions associated with PD [33] and AD [34]. Although 
the prespecified primary endpoint of efficacy at 6 weeks 
was met, the separation between placebo and pimavan-
serin groups was no longer statistically significant at 12 
weeks in the AD trial, due primarily to an increased pla-
cebo response at that time point. In both PD and AD trials, 
further analysis of subgroups revealed that efficacy was 
greater in PD patients who were cognitively impaired as 
indicated by lower Mini-Mental State Examination scores 
[35] and in AD patients with more severe psychiatric 
symptoms [36]. Significantly, pimavanserin was well tol-
erated in PD and AD patients, did not cause motoric side 
effects, and did not worsen cognition in AD subjects over 
12 weeks of drug administration [34, 36], a timeframe in 
which atypical antipsychotic drugs do worsen cognition 
[19]. Recently, it was announced that pimavanserin sig-
nificantly reduced the risk of psychotic relapses in a trial 
enrolling subjects diagnosed with a variety of dementias 
including AD, PD, DLB, FTD, and VaD [37–39]. These 
data suggest that selectively targeting 5-HT2ARs has the 
potential to treat hallucinations and delusions across mul-
tiple forms of DRP.

The data described above implicating 5-HT2ARs in DRP 
generally, and the recent positive clinical trial results with 
pimavanserin prompted a literature review to identify mech-
anisms that explain the role of 5-HT2ARs in both the etiol-
ogy and treatment of DRP. The fact that about half of all 
people with dementia have mixed pathology, with frequent 
co-occurrence of neuropathological changes usually associ-
ated with AD, DLB, and vascular brain injury [40], together 
with the fact that many of the psychotic symptoms com-
monly experienced by dementia patients are qualitatively 
similar across different dementias [41, 42], were additional 
motivating factors to attempt to elucidate common mecha-
nisms linking 5-HT2ARs to DRP. For this narrative review, 
searches were conducted in PubMed for papers written in 
English, with no date limits, to identify relevant papers that 
focused on the expression, localization, and normal func-
tion of 5-HT2ARs, and the impacts of common neurodegen-
erative processes on 5-HT2AR–expressing cells, particularly 
cortical glutamatergic pyramidal cells where the densest 
concentrations of 5-HT2ARs are found. Common themes 
emerged showing an anatomical and functional connec-
tion of 5-HT2ARs to pyramidal excitability and that various 
types of protein aggregation and cortical denervation that 
occur in neurodegenerative disease promote pyramidal cell 
hyperexcitability.

2  Brain Regions Implicated in DRP Coincide 
with Areas of High 5‑HT2AR Expression

The 5-HT2AR subtype is highly expressed across all the 
major lobes of the cortex, including frontal, parietal, tempo-
ral, occipital (visual), and entorhinal cortices (Fig. 1), typi-
cally at levels 50–200% higher than the next most abundant 
serotonergic receptor subtype, the 5-HT1A receptor [43].

The frontal, temporal, and parietal lobes of the cortex 
are also among the brain regions affected in DRP. For 
example, several studies in AD subjects, including both 
postmortem analysis and functional imaging, have helped 
to define the areas of the brain where the effects of neu-
rodegeneration lead to the emergence of hallucinations 
and delusions. These regions include the frontal lobes, 
where white matter lesions were associated with active 
delusions [44]; the dorsolateral frontal cortex, anterior 
cingulate cortex, parietal cortex, and ventral striatum, 
where hypoperfusion was implicated in hallucinations 
and delusions [45]; and the frontal, temporal, and pari-
etal lobes, where AD patients with VHs also showed 
hypoperfusion [46].

A postmortem evaluation of the neuropathology in 
patients diagnosed with DLB, PDD, and PD found that 
the occurrence of VHs in these patients was correlated 
with high densities of Lewy bodies in the temporal lobe 
and amygdala [47]. α-Synuclein aggregates in the cortical 
lobes were found to strongly correlated with VHs in PD 
and DLB patients [48]. Lewy body load was significantly 
higher across frontal, temporal, and parietal cortical areas 
in PD patients with VHs than in those without VHs [49]. 
Other studies confirmed Lewy body load was significantly 
higher in the frontal and temporal cortices of patients who 
had had VHs, and showed increased atrophy within fron-
tal lobes of DLB patients with hallucinations compared to 
those without [48, 50, 51].

A magnetic resonance imaging (MRI) study comparing 
PD patients with VHs to PD patients without VHs and to a 
control group showed the greatest grey matter reductions in 
the PD patients with VHs, specifically in the parietal lobe 
[52]. Grey matter includes interneurons that provide inhibi-
tory control; thus, losing grey matter may promote pyramidal 
cell hyperexcitability. Other studies have shown that disinhi-
bition in discrete areas of the visual cortex produces distinct 
types of VHs [53, 54]. The frontal lobe plays a key role in 
the control of focalized attention; impairment of this region 
leading to poor perception and attention has been invoked 
to explain VHs in PD and DLB [55]. In sum, these studies 
suggest that pathological changes in brain regions with high 
levels of 5-HT2ARs may underlie many hallucinations and 
delusions associated with neurodegenerative dementing ill-
nesses in the elderly.
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3  5‑HT2ARs Regulate Glutamatergic 
Pyramidal Cell Excitability

At the cellular level, the highest expression of 5-HT2ARs is 
found on the apical dendrites of glutamatergic pyramidal 
cells in both cortical [56] and subcortical [57] structures 
important for cognition, mood, and memory. Jakab and 
Goldman-Rakic also proposed that “probably all gluta-
matergic pyramidal cells express 5-HT2A receptors” [56]. 
Stahl proposed that excessive glutamatergic pyramidal cell 
output may drive psychotic symptoms [58].

5-HT2AR activation excites glutamatergic pyrami-
dal cells by depolarizing them, leading to spontaneous 
excitatory postsynaptic potentials, and by inhibiting 
after-hyperpolarizing currents, which also contributes 
to increasing pyramidal cell excitability [59]. Jakab 
and Goldman-Rakic proposed a ‘gating function’ for 
5-HT2ARs to regulate information flow through gluta-
matergic pyramidal cell apical dendrites, facilitating 
excitatory neurotransmission in glutamatergic pyramidal 
neurons engaged in information processing [56]. They 
speculated that excessive 5-HT2AR activation may be dis-
ruptive, causing dysfunctional gating of apical dendritic 
ion channels and resulting in psychotic behavioral states. 
According to their model, in a psychotic state, the gluta-
matergic pyramidal cells are unable to return to a resting 
firing mode but remain hyperactive.

Subsequently, Jakab and Goldman-Rakic experi-
mentally determined that 5-HT2ARs are also expressed 
in large and medium-size parvalbumin-positive (also 
calbindin-positive) gamma aminobutyric acid (GABA)-
ergic interneurons known to specialize in the perisomatic 
inhibition of glutamatergic pyramidal cells [60]. These 
interneurons have long axons that innervate the soma of 
glutamatergic pyramidal cells in different cortical columns 
and which are crucial for regulating cortical excitatory/
inhibitory (E/I) balance [61]. There are two subclasses of 
parvalbumin-positive interneurons, chandelier cells and 
basket cells. Chandelier cells innervate the axon initial 
segment of glutamatergic pyramidal cells, and basket 
cells synapse onto the soma and proximal dendrites of 
glutamatergic pyramidal cells; both express 5-HT2ARs 
[57]. Significantly, the axon initial segment links the glu-
tamatergic pyramidal cell body to the axon where action 
potentials are initiated.

5-HT primarily increases the excitability of the 
5-HT2AR–containing glutamatergic pyramidal cells at 
the apical dendritic field [62], where the concentra-
tions of 5-HT2ARs are high [56], but it can also suppress 
glutamatergic pyramidal cell firing by activating the 
5-HT2AR–containing perisomatic inhibitory neurons. Net 
E/I balance on synaptic transmission may be influenced by 
the magnitude and duration of 5-HT2AR activation [63]. 
Thus, losing GABA-ergic interneuron function in neuro-
degenerative diseases can shift the influence of 5-HT2ARs 
to excessive excitation even when some 5-HT2ARs are lost 
(discussed in the following section).

4  Neurodegenerative Processes 
Promote Glutamatergic Pyramidal Cell 
Hyperexcitability

Disinhibition of neural structures leading to loss of E/I 
balance is a hypothesis explaining the causes and origins 
of hallucinations [48]. When neurodegeneration occurs, 
E/I balance can be destroyed through loss of GABAer-
gic interneurons, disruption of synaptic contacts between 
GABAergic interneurons and glutamatergic pyramidal cells, 
and changes in expression levels of 5-HT2ARs. Importantly, 
the structures affected by neurodegeneration largely overlap 
with the structures described above that express 5-HT2ARs.

Accumulated β-amyloid (Aβ) disrupts synaptic trans-
mission, perturbs E/I balance, and contributes to cognitive 
decline in AD [64–66]. Busche and coworkers showed that 
neuronal E/I balance is disrupted by Aβ plaques and that 
the proportion of hyperexcitable neurons is very well cor-
related with both the development of amyloid plaques and 
the proximity to those plaques [67, 68]. Preclinically, trans-
genic mice that overexpress Aβ also show hyperexcitation 

Fig. 1  Density maps for 5-HT2A receptors. From Beliveau V, Ganz 
M, Feng L, Ozenne B, Højgaard L, Fisher PM, et al. A high-resolu-
tion in vivo atlas of the human brain’s serotonin system. J Neurosci. 
2017;37(1):120–8. Used with permission of J Neurosci. Permission 
conveyed through Copyright Clearance Center, Inc
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in individual neurons in cortical and hippocampal networks 
[67, 69]. At pathologically relevant concentrations (based 
on levels found in patients and animal models of AD) [70], 
soluble Aβ peptides cause neuronal hyperexcitation in cul-
tured neurons [69, 71, 72].

Mechanistically, Ren and coworkers showed that one 
of the targets of Aβ leading to neuronal hyperexcitability 
is parvalbumin-positive interneurons [66], which express 
5-HT2ARs (discussed in Sect. 3; see Jakab and Goldman-
Rakic [60]). Using whole cell recordings, Ren et al. found 
that addition of soluble Aβ causes hyperexcitability of gluta-
matergic pyramidal cells in mouse brain slices derived from 
the anterior cingulate cortex. By recording both interneurons 
and glutamatergic pyramidal cells, it was shown that disrup-
tion of the inhibitory input from the parvalbumin-positive 
interneurons by Aβ was responsible for the E/I imbalance 
and hyperexcitability of glutamatergic pyramidal cells [66].

Additional detailed examples of the dysregulation of 
glutamatergic pyramidal cell excitability by Aβ have been 
described. Using amyloid precursor protein/presenilin 1 
transgenic mice, immunofluorescent staining and confocal 
microscopy revealed losses in GABAergic innervation of 
glutamatergic pyramidal cells contacted with or enveloped 
by Aβ plaques, particularly at the axon initial segment [73]. 
Similarly, postmortem analysis of cortical brain tissue from 
AD patients showed that Aβ plaques disrupt perisomatic 
contact of 5-HT2AR–expressing parvalbumin-positive 
interneurons with glutamatergic pyramidal cells [74]. Since 
these perisomatic synapses exert a strong inhibitory influ-
ence on glutamatergic pyramidal cell output, losing them 
may promote hyperactivity of the neurons in contact with 
plaques.

Aβ can also increase neuronal excitability indirectly 
through its effects on other receptors and neurotransmit-
ters. For example, Chen et al. found that Aβ impairs nico-
tinic activation of GABAergic inhibitory inputs to cortical 
glutamatergic pyramidal neurons, leading to E/I imbalance 
and disruption of working memory [75]. This demonstrates 
another way Aβ disrupts E/I balance and also reinforces the 
idea that loss of cholinergic input (specifically, loss of ace-
tylcholine [ACh]), as often occurs in AD and PD, would 
also disrupt E/I balance in the cortex (Disscussed in Sect. 6).

Hyperphosphorylated tau (P-tau) protein aggregates are 
also a key feature of AD. Like Aβ, it may be soluble forms 
of P-tau rather than aggregation of P-tau into neurofibril-
lary tangles that drive pathogenesis (see [76]). Crimins et al. 
used a transgenic mouse model of tauopathy (rTg4510 mice 
carrying the tau P301L mutation) and performed electro-
physiological measurements complemented with confocal 
microscopy to examine the effects of P-tau on neuronal 
excitability [77]. They compared neurons derived from 
young (1–3 months) mice with very early tauopathy to old 
(9–13 months) mice with advanced tauopathy. Increases 

in neuronal excitability were seen in neurons from both 
young and aged transgenic mice compared with wild-type 
mice. Given its role as a microtubule-associated protein, the 
authors speculated that P-tau–induced trafficking abnormali-
ties along microtubule and actin networks impair dendritic 
delivery of hyperpolarization cyclic nucleotide–gated chan-
nels, altering the electrophysiological properties of the neu-
ron, even at early stages of the disease.

With disease progression, P-tau also causes losses of 
GABAergic interneurons to further disrupt E/I balance. 
For example, in apolipoprotein E transgenic mice, loss of 
GABAergic interneurons occurs in a tau-dependent man-
ner, and, with that, a concomitant reduction of miniature 
inhibitory postsynaptic currents and impairment of learn-
ing and memory [78]. Likewise, Levenga et al. showed that 
GABAergic function in the hippocampus is impaired by tau 
[79]. Using transgenic mice expressing human tau P301L, 
tau expression was correlated with increased excitatory 
postsynaptic potentials in the hippocampus, indicating an 
E/I imbalance. Levenga et al. showed that the E/I imbal-
ance could be normalized with zolpidem, a GABAa agonist, 
implicating reduced GABAergic interneuron function as the 
cause [79]. Tau-induced increases in neuronal excitability 
are compounded when there is also accumulation of Aβ [80].

P-tau is also associated with other forms of demen-
tia, such as some forms of frontotemporal lobar dementia 
(FTLD) (see Noble et al. [81]), as well as dementias derived 
from repetitive mild traumatic brain injury and chronic trau-
matic encephalopathy (see Takahata et al. [82]). Therefore, 
the mechanisms described above may also be relevant for 
explaining the same behavioral disturbances that occur in 
these other disorders. A study employing transgenic mice 
expressing human tau with an FTD-associated mutation 
(V337M) found that the mice had impaired expression and 
synaptic localization of N-methyl-d-aspartate receptors 
(NMDARs) [83]. The authors hypothesized that NMDAR 
hypofunction contributed to the behavioral disturbances they 
observed. As evidence, they demonstrated that d-cycloser-
ine, an NMDAR modulator that enhances NMDAR func-
tion, normalized behavior in these mice. It is known that the 
highly selective 5-HT2AR inverse agonist M100907 potenti-
ates NMDAR-mediated neurotransmission through cortical 
and hippocampal glutamatergic pyramidal cells [84, 85].

Similarly, in DLB, where VHs are quite common, sig-
nificant losses of parvalbumin-positive interneurons occur 
throughout the hippocampus, which is speculated to be a 
result of α-synuclein accumulation or a consequence of cal-
cium toxicity and/or impaired mitochondrial function [86]. 
A recent review of VHs in synucleinopathies indicates how 
α-synuclein may disrupt E/I balance through effects on 
glutamate and GABA signaling by enhancing α-amino-3-
hydroxy-5-methyl-4-isoxazolepropionic acid (AMPA) recep-
tor function and suppressing NMDA receptor function, as 
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well as through degeneration of cholinergic, dopaminergic, 
and serotonergic signaling [87].

Cerebrovascular disease, vascular lesions, and various 
vascular risk factors, including hypertension and hypercho-
lesterolemia, have been shown to be associated with greater 
incidence of psychotic symptoms, even in pathologically 
defined AD subjects [88, 89]. As discussed in Sect. 1, the 
underlying pathology causing DRP is often mixed, and this 
is particularly true of VaD, which is very frequently associ-
ated with AD. Although a mechanistic link between vascular 
risk factors and vascular lesions in causing psychosis has 
not been established [90], vascular deposition of Aβ may 
promote blood vessel occlusion in the brain, a process called 
cerebral amyloid angiopathy. Conversely, cerebral hypoper-
fusion created by carotid artery occlusion increases the rate 
of formation of Aβ fibrils and Aβ plaques in transgenic mice 
expressing human amyloid precursor protein [91]. These 
findings suggest that events occurring in AD and VaD may 
promote each other.

Preclinical models of cerebrovascular disease recapitulate 
some of the pathophysiological changes seen in humans, 
but mechanistic studies specifically linking cerebrovascular 
disease to the emergence of psychotic symptoms are lacking. 
Shibata and coworkers showed occluding the carotid artery 
to have a fairly specific effect on working memory but no 
significant effects on a variety of other behavioral endpoints, 
including prepulse inhibition, which is considered to be an 
index of psychosis [92]. Cerebral amyloid angiopathy has 
been modeled in animals [93], but effects of cerebral amy-
loid angiopathy on preclinical indices of psychosis have not 
been reported.

Despite the lack of a clear mechanism explaining how 
VaD causes hallucinations and delusions, empirically, risp-
eridone, which has potent 5-HT2AR inverse agonist activity 
[16], is effective in controlling psychosis in many forms of 
dementia, including VaD [94]. A case report showed clozap-
ine to be effective against psychotic delusions in a patient 
with VaD in whom haloperidol and quetiapine were not [95]. 
Clozapine has one of the highest ratios of 5-HT2AR to dopa-
mine  D2 receptor activity of the atypical antipsychotic drugs 
[16]. A limitation of these studies is that both risperidone 
and clozapine are active at many other receptor targets, so 
one cannot be certain that their effects are mediated solely 
through 5-HT2ARs. A preclinical study showed that admin-
istration of the 5-HT2 receptor antagonists pirenperone, 
cinanserin, and ritanserin to rats significantly reduced the 
cognitive impairment in a working memory task caused by 
transient forebrain ischemia, although one cannot conclude 
how they might address psychotic symptoms from this study 
[96]. Postmortem binding studies showed increased expres-
sion of 5-HT2ARs in VaD [97], which is also frequently the 
case in PD psychosis.

5  Chronic Inflammation Reduces 
Parvalbumin‑Positive Interneurons 
and Glutamatergic Pyramidal Cell 
Hyperexcitability

Chronic inflammation and oxidative stress contribute to dis-
rupting E/I balance between glutamatergic pyramidal cells 
and GABAergic interneurons in the prefrontal cortex (PFC) 
[98]. It has been proposed that neuroinflammation, oxida-
tive stress, and NMDA receptor hypofunction impair the 
normal development of parvalbumin GABAergic interneu-
rons (which express 5-HT2ARs, discussed in Sect. 3), lead-
ing to the behavioral disturbances and cognitive impairment 
associated with schizophrenia [99]. Chronic inflammation, 
oxidative stress and exposure to pro-inflammatory cytokines 
in early life may contribute to faulty neurodevelopment, par-
ticularly reduced development of inhibitory interneurons, 
leading to altered E/I balance characteristic of schizophrenia 
[100, 101].

The mechanistic links of chronic inflammation and oxi-
dative stress to psychosis are analogous to the other mecha-
nisms described above. Parvalbumin-positive GABAergic 
interneurons are particularly vulnerable to chronic inflam-
mation and oxidative stress due to their high rates of metabo-
lism [102, 103]. These neurons, also termed ‘fast-spiking 
interneurons’, require high metabolic activity and hence con-
tain many mitochondria to sustain such fast firing. Damage 
to or loss of these neurons (decreased interneuron popula-
tion) will result in disinhibition of glutamatergic pyramidal 
cells, loss of neural synchronization, and psychosis pheno-
types, much in the same way the protein aggregates com-
mon to neurodegenerative diseases lead to the same outcome 
(described above).

Experimentally, the harmful effects of inflammation 
and oxidative stress on GABAergic interneurons have 
been shown in a number of different models, including 
genetic, environmental, and pharmacological models [104]. 
Although many of these studies did not specifically model 
psychosis, they illustrate how chronic inflammation affects 
neuronal populations, neuropsychiatric behaviors, and 
cognition.

For example, acute intracerebroventricular administration 
of soluble Aβ oligomers to rats caused sustained increases 
in inflammatory markers (tumor necrosis factor [TNF]-α, 
interleukin [IL]-1β), decreases in synaptic markers (PSD-95, 
SNAP-25) and loss of parvalbumin-positive interneurons in 
the frontal cortex [105]. Functionally, models of schizophre-
nia were not investigated, but Aβ treatment caused memory 
impairment in the rats. Interestingly, the loss of neurons 
caused by Aβ infusion was fairly specific to parvalbumin 
interneurons, as the overall number of neurons was not sig-
nificantly affected. This is consistent with the notion that 
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parvalbumin interneurons are particularly vulnerable to the 
effects of chronic inflammation.

Direct, continuous intracerebroventricular infusion of 
TNF-α over a 7-day period to mice, coupled with noise 
exposure, caused significant loss of cortical parvalbumin-
positive interneurons and impaired pre-pulse inhibition 
[106]. The combination of TNF-α infusion and noise expo-
sure, but neither alone, was correlated with microglial 
activation as evidenced by morphological deramification. 
Impaired pre-pulse inhibition is a common feature in sub-
jects with schizophrenia.

Traumatic brain injury in mice caused by blast exposure 
led to increased expression of TNF-α, microglial activation, 
and loss of parvalbumin-positive inhibitory interneurons 
[107]. These pathologic changes resulted in increased excita-
tory and reduced inhibitory synaptic transmission as meas-
ured primarily by the frequencies of miniature excitatory 
postsynaptic currents and miniature inhibitory postsynaptic 
currents in CA1 pyramidal cells, respectively. Administra-
tion of the TNF-α inhibitor 3,6′-dithiothalidomide reduced 
levels of TNF-α close to the levels seen in sham control 
mice, prevented parvalbumin-positive interneuron loss, and 
restored E/I balance.

Chronic treatment of rodents with NMDA receptor antag-
onists like phencyclidine are commonly used models of 
schizophrenia because they cause cognitive deficits and defi-
cits in social interactions. The pathological basis for these 
behavioral changes may stem from reductions in parvalbu-
min-positive GABAergic interneuron expression caused by 
phencyclidine [108]. Interestingly, in another study examin-
ing the effects of chronic exposure to phencyclidine, cortical 
parvalbumin-positive interneuron loss in rats was reversed 
by clozapine but not haloperidol [109]. Chronic phencycli-
dine administration to mice causes an inflammatory response 
characterized by astrocyte and microglial activation and 
upregulation of the proinflammatory cytokine IL-1β [110], 
a possible mechanistic link between phencyclidine treatment 
and parvalbumin-positive interneuron loss.

6  Cortical Denervation Promotes 
Glutamatergic Pyramidal Cell 
Hyperexcitability and Changes in 5‑HT2AR 
Expression

Aβ, tau, and α-synuclein reduce monoaminergic signaling 
in the cortex by damaging the cell bodies originating from 
the basal forebrain and brain stem that produce these neuro-
transmitters, a process called cortical denervation. Cortical 
denervation is a prominent feature of AD [111] but is also 
important in PD [112, 113], DLB [114], and FTD [115]. 
Frequently, multiple transmitter systems are affected, with 
alterations of absolute levels and relative ratios between 

neurotransmitters. Cortical denervation disrupts glutamater-
gic pyramidal cell E/I balance and contributes to cognitive 
impairment and other comorbid symptoms like depression.

ACh is highly relevant for dementia. Loss of cholinergic 
signaling is a hallmark of AD and also a prominent feature 
of PD and DLB [116]. Anticholinergic (antimuscarinic) 
drugs are well known to cause hallucinations, especially 
VHs, whereas acetylcholinesterase inhibitors reduce psy-
chotic symptoms in some demented patients, including those 
with PD [117] and DLB [118].

ACh maintains E/I balance in part through α7-nicotinic 
receptors expressed on GABAergic interneurons. Loss of 
cholinergic innervation may therefore result in decreased 
output of these interneurons, causing disinhibition of glu-
tamatergic pyramidal cells [119]. The propensity of schizo-
phrenic patients to smoke cigarettes may represent attempts 
to self-medicate with nicotine, which would activate α7-
nicotinic receptors. ACh activation of  M1 muscarinic ACh 
receptors potentiates NMDA receptor function, and there-
fore a loss of ACh may contribute to the NMDA receptor 
hypofunction believed to underlie some of the symptoms of 
psychosis [120]. Tissue-specific knockout of  M1 muscarinic 
receptors eliminates ACh activation of parvalbumin-positive 
interneurons, disrupting the synchrony of gamma oscilla-
tions representing coordinated activation of glutamatergic 
pyramidal cells important for learning, memory, and atten-
tion [121].

A large study conducted by the Alzheimer’s Disease Neu-
roimaging Initiative showed that neurodegeneration in the 
basal forebrain preceded and was correlated with subsequent 
progression to cortical neurodegeneration [111]. Disease 
progression was followed for 2 years in patients with mild 
cognitive impairment, patients with mild cognitive impair-
ment who progressed to AD at the end of 2 years, patients 
with AD, and age-matched healthy controls using MRI and 
measurements of cerebrospinal fluid levels of Aβ1–42. The 
results showed the emergence of volumetric changes in the 
basal forebrain that followed closely or were coincident with 
changes in cerebrospinal fluid Aβ1–42 but which clearly pre-
ceded changes in entorhinal cortex volume. This implies 
that increases in Aβ1–42 damage the basal forebrain early 
in disease progression. It contains structures crucial for the 
production of ACh, and thus damage to the basal forebrain 
could cause a loss of ACh. Loss of cholinergic signaling in 
the visual cortex is correlated with VHs in AD [122]. Loss 
of cholinergic innervation of the visual cortex also occurs in 
DLB and may even exceed losses seen in AD [123].

Dopamine is also an important neurotransmitter in 
dementia, with loss of dopamine featured in FTD and DLB 
as well as PD [112, 115]. There is clinical and experimental 
evidence of a nigrostriatal deficit in many cases of FTD, 
with loss of presynaptic dopaminergic neurons, reduced 
dopamine levels, reduced dopamine active transporter 
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binding, and abnormal dopamine receptor binding. In addi-
tion to extrapyramidal motor features, degeneration of dopa-
minergic tracts, especially the mesocortical pathway, could 
contribute to behavioral symptoms of FTD [115].

The neurotoxin 6-hydroxy dopamine (6-OHDA) is used 
to model PD because in the presence of norepinephrine 
reuptake inhibitors, this compound is selectively transported 
into dopamine neurons, where it destroys them. Using this 
model, Wang and coworkers found that complete unilateral 
6-OHDA lesioning of the substantia nigra and partial lesion-
ing of the ventral tegmental area (VTA) in rats increases the 
mean firing rate and number of bursts per spike of gluta-
matergic pyramidal neurons in the medial PFC [124], sub-
sequently demonstrating that the increased glutamatergic 
pyramidal cell firing was caused by reduced firing of inhibi-
tory GABAergic interneurons [125]. Since dopamine neu-
rons projecting from the VTA contact GABAergic interneu-
rons in the medial PFC [126, 127], and these interneurons 
express dopamine receptors [128, 129], losing dopamine 
innervation from the VTA would reduce interneuron activ-
ity, effectively disinhibiting glutamatergic pyramidal cells 
in the PFC.

Many of the behavioral effects of 6-OHDA lesioning 
of the substantia nigra resemble the rodent surrogates of 
psychosis. Lesioned rats displayed augmented spontane-
ous head-twitch response, a behavior highly correlated with 
5-HT2AR activation by hallucinogenic drugs, sensorimotor 
gating deficits (loss of prepulse inhibition, a feature seen 
in schizophrenic subjects), and augmented hyperactivity 
responses to amphetamine [130]. In all cases, these behav-
iors were normalized by pimavanserin and M100907 but not 
by the selective 5-HT2CR antagonist SB242084. This study 
was consistent with previous studies showing upregulation 
of 5-HT2AR signaling in animal models of PD employing 
dopamine neuron lesioning [131, 132] and in human patients 
with PD [133, 134]. Interestingly, intracerebroventricular 
infusion of Aβ peptide fragments produced virtually the 
same behavioral phenotypes as the 6-OHDA lesioning study, 
behaviors that were also normalized by pimavanserin and 
M100907, demonstrating how diverse pathological changes 
can produce similar neuropsychiatric symptoms [135].

Postmortem analysis of PD patients with dementia 
revealed marked reductions in noradrenergic innervation and 
reduced norepinephrine levels compared with age-matched 
neurologically normal controls [112]. These losses were 
observed throughout the brain, including in the visual-asso-
ciated cortex. Similarly, loss of norepinephrine is a feature of 
FTD [115]. Release of norepinephrine into the medial PFC, 
either through stimulation of the locus coeruleus or by direct 
application of norepinephrine, has inhibitory effects on neu-
ronal activity [136, 137]. These results suggest depletion 
of norepinephrine would contribute to increased neuronal 
excitability.

5-HT dysfunction occurs in disorders involving FTLD 
[115]. Interestingly, differences are seen in the effects on 
5-HT2AR expression depending on which clinical disorder 
one looks at, with decreases seen in FTD but increases seen 
in the related syndrome progressive supranuclear palsy. Sub-
jects with PD also have reduced serotonergic innervation in 
certain brain regions [112]. The degeneration of serotoner-
gic neurons from the Raphe nuclei as well as loss of some 
5-HT receptor–containing glutamatergic pyramidal cells that 
occurs in PD can result in upregulation of 5-HT2ARs on the 
remaining glutamatergic pyramidal cells [58].

Compensatory upregulation of both  D1- and  D2-type 
dopamine receptors results from dopamine denervation 
that occurs in PD [138]. Upregulation of striatal dopamine 
receptors (denervation supersensitivity) occurs whether 
nigrostriatal dopamine denervation is caused by the neuro-
degenerative process of PD or by selective dopamine neu-
ron lesioning in animal models of PD [139]. In addition, as 
described above, loss of dopamine also leads to upregula-
tion of serotonergic signaling and 5-HT2ARs. These changes 
result in intrinsic increases in patient susceptibility to behav-
ioral disturbances as well as increased sensitivity to dopa-
mine replacement therapies.

Altered ratios of different monoamines may also pre-
dispose to VHs. In a postmortem analysis, DLB patients 
who had VHs could be distinguished from those who did 
not by a higher ratio of dopamine and 5-HT metabolites to 
choline acetyl transferase (ChAT) levels [140]. All of these 
parameters were lower than normal controls, but the ratios 
differed greatly. For example, the 5-hydroxyindoleacetic 
acid/ChAT ratios were 9.3, 3.1, and 4.6 for DLB with VHs, 
DLB without VHs, and normal controls, respectively. Perry 
and colleagues speculated that “effective treatment of hal-
lucinations with serotonin receptor blockers would lend 
credence to the hypothesis that monoaminergic-cholinergic 
imbalance is responsible for the emergence of hallucina-
tions,” though they further speculated that such patients 
“might be more responsive to cholinergic replacement 
therapy” [140].

Figure 2 depicts the effects of neurodegeneration and den-
ervation on glutamatergic pyramidal cell excitability.

7  5‑HT2AR Expression and Its Relevance 
for DRP

In PD, increased expression of 5-HT2ARs (or 5-HT2AR bind-
ing potential) has been associated with the prevalence of 
hallucinations and delusions [133]. Using positron emis-
sion tomography, Ballanger and coworkers found that the 
5-HT2AR binding potential was nearly twice as high in brain 
structures associated with visual stimulus and cognitive 
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processing in patients with PD and VHs as in patients with 
PD but without VHs.

Other publications support the Ballanger study. In post-
mortem binding studies, Chen and coworkers reported 
increased 5-HT2AR binding in the orbitofrontal and tempo-
ral cortex of PD patients compared with age-matched con-
trols [141], and Huot et al. observed significant increases in 
5-HT2AR binding in the inferotemporal cortex of PD patients 
with VHs compared with PD patients without VHs [134]. 
Finally, Rasmussen and coworkers used radioligand binding 
with  [3H]MDL 100.907 together with western blotting for 
α-synuclein in postmortem studies to show that increased 
5-HT2AR expression in the frontal cortex was accompanied 
by increased α-synuclein in subjects who had PD [142]. A 
possible explanation for increased 5-HT2AR expression is 
that it is a compensatory increase in response to lower 5-HT 
levels seen in PD [112].

Binding studies on postmortem tissue from frontal and 
temporal cortices obtained from patients with various forms 
of VaD or mixed AD/VaD showed that, in certain VaD cases, 
the expression levels of 5-HT2ARs (and 5-HT1ARs) in the 
temporal cortex were significantly increased relative to con-
trol subjects, whereas there were no significant changes in 
the frontal cortex [97]. Given the role of 5-HT2ARs in the 
perception and processing of visual information, excessive 
activation of 5-HT2ARs in the temporal cortex and/or an 
imbalance of 5-HT2AR signaling in this region relative to 
other regions may promote formation of VHs. The authors 
speculated that it would be important to determine whether 

upregulation of 5-HT2ARs (and 5-HT1ARs) is associated 
with noncognitive symptoms like psychosis [112].

The situation is different in other forms of dementia, for 
which studies have typically found reduced expression of 
5-HT2ARs, particularly in AD [143–145] and animal models 
of AD [146]. However, although overall 5-HT2AR expres-
sion levels are lowered, the balance of 5-HT2AR expres-
sion levels may be altered between different cell types that 
modulate excitability (e.g., glutamatergic pyramidal cells 
vs GABAergic interneurons) or compared with other recep-
tors that influence excitability (e.g., 5-HT1A or 5-HT3). As 
described above, 5-HT2ARs are expressed on both GABAe-
rgic interneurons and glutamatergic pyramidal cells, and 
frequently there is disproportionate loss of GABAergic 
interneurons relative to glutamatergic pyramidal cells in 
neurodegenerative diseases. In such situations, one could 
have an overall loss of 5-HT2ARs but the ratio of 5-HT2AR 
expression would be shifted away from inhibitory cells, 
more toward excitatory cells, theoretically promoting E/I 
imbalance.

Examples of regionally specific changes in 5-HT2AR 
expression have been described [97, 147]. Cheng and cow-
orkers compared cortical expression levels of 5-HT2ARs in 
postmortem brain tissue derived from patients with AD, PD, 
PDD, DLB, and DLB plus VHs versus a control group of 
patients with no history of neurological or psychiatric dis-
ease [147]. Six different layers of the temporal cortex were 
examined. 5-HT2AR expression was reduced in all groups 
and across all layers examined compared with the control 
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group. However, there were marked differences in the 
5-HT2AR levels between layers, as well as highly significant 
differences in 5-HT2AR expression in certain cortical layers 
across patients with different disease histories. Layers C and 
E, which correspond to cortical layers III and V, each contain 
many glutamatergic pyramidal cells and were the layers with 
the highest expression, consistent with other reports [43, 56]. 
In the DLB plus VHs group, 5-HT2AR expression in layers 
C and E was much better preserved than in both the other 
layers and in the DLB patients without VHs. Thus, although 
the overall expression of 5-HT2ARs was reduced in every 
case, in DLB patients who had VHs, the ratio of 5-HT2ARs 
expressed in cortical layers containing a high concentration 
of excitatory cells was increased relative to the other corti-
cal layers.

Changes in the ratio of 5-HT2ARs to other neurotrans-
mitter systems have been described. The absolute levels of 
5-HT2ARs were lower in DLB patients who had VHs than 
in normal subjects (33 vs 42 fmol/mg); however, the ratio 
of 5-HT2ARs to ChAT was ~ 20 in DLB patients with VHs 
compared with 5 in normal controls, and 4 in DLB without 
VHs [140]. These results indicate an increased ratio of sero-
tonergic to cholinergic signaling in DLB patients with VHs 
despite the fact that overall expression of 5-HT2ARs is lower.

5-HT2AR expression increases substantially in acti-
vated astrocytes in people with AD, FTD, Huntington’s 
disease, and other pathological states [148]. Whether 
astrocyte upregulation of 5-HT2ARs represents a physi-
ological response to or a consequence of these diseases 
and whether or not increased 5-HT2AR expression in 
astrocytes exacerbates disease pathology is unknown. As 
described above, there is a clear link between chronic 
inflammation, loss of parvalbumin-positive interneurons, 
and deregulated E/I balance, and thus it is interesting to 
speculate whether suppressing 5-HT2AR activity would 
restore E/I balance by impacting neuroinflammation. 
Regardless, this example again shows how neurodegen-
erative disease may have unequal effects on 5-HT2AR 
expression in different cell types.

Finally, Beliveau et al. observed that in cortical regions, 
mRNA levels of 5-HT2ARs were almost twice as high as 
other investigated targets and linearly correlated with 
5-HT2AR protein levels [43]. The authors speculated 
that high mRNA levels enable rapid regulation of syn-
aptic 5-HT2AR levels, consistent with a dynamic role 
for 5-HT2ARs in controlling synaptic activity. The very 
linear and shallow correlation curve of protein expres-
sion (abscissa) with mRNA (ordinate) in cortical regions 
suggests small changes in transcription could cause large 
changes in protein expression of 5-HT2ARs in the cortex 
(see Fig. 5D in Beliveau et al. [43]). This is relevant for 
DRP, in which expression levels of 5-HT2ARs are fre-
quently altered.

8  Conclusion

Pimavanserin effectively reduced hallucinations and delu-
sions associated with DRP in multiple clinical studies, 
which included patients with the major forms of dementia, 
and was well tolerated by elderly fragile patients in the 
studies [33–37, 149]. The purpose of this review was to 
identify mechanisms that explain the role of 5-HT2ARs in 
both the etiology and treatment of DRP. The main finding 
is that despite the diverse pathological changes associ-
ated with different types of neurodegenerative disease and 
dementia, many of these pathological changes promote 
glutamatergic pyramidal cell hyperexcitability and loss of 
E/I balance, effects that predispose to psychosis. The close 
anatomical and functional connection of 5-HT2ARs with 
glutamatergic pyramidal cell excitability are reasons why 
suppressing 5-HT2AR activity may be an effective strategy 
to reduce psychosis across different dementia subtypes.

Acknowledgments Editorial support in preparing the manuscript for 
submission was provided by Alison Adams, PhD, and Grace Caputo 
(Ashfield MedComms, an Ashfield Health Company, Middletown, CT, 
USA); their work was funded by Acadia Pharmaceuticals, Inc.

Declarations 

Funding Editorial support in preparing the manuscript for submission 
and the open access fee were funded by Acadia Pharmaceuticals, Inc.

Conflict of interest Ethan S. Burstein is an employee of Acadia Phar-
maceuticals, Inc.

Ethics approval Not applicable.

Consent to participate Not applicable.

Consent for publication Not applicable.

Availability of data and material Not applicable.

Code availability Not applicable.

Author contributions ESB conceived of the article, conducted the lit-
erature review, wrote the article, and approved the final version for 
submission.

Open Access This article is licensed under a Creative Commons Attri-
bution-NonCommercial 4.0 International License, which permits any 
non-commercial use, sharing, adaptation, distribution and reproduction 
in any medium or format, as long as you give appropriate credit to the 
original author(s) and the source, provide a link to the Creative Com-
mons licence, and indicate if changes were made. The images or other 
third party material in this article are included in the article’s Creative 
Commons licence, unless indicated otherwise in a credit line to the 
material. If material is not included in the article’s Creative Commons 
licence and your intended use is not permitted by statutory regula-
tion or exceeds the permitted use, you will need to obtain permission 
directly from the copyright holder. To view a copy of this licence, visit 
http:// creat iveco mmons. org/ licen ses/ by- nc/4. 0/.

http://creativecommons.org/licenses/by-nc/4.0/


7375-HT2A Receptor Modulation in DRP

References

 1. Ali GC, Guerchet M, Wu YT, Prince M, Prina M. The global 
prevalence of dementia. In: World Alzheimer Report 2015: The 
Global Impact of Dementia. An Analysis of Prevalence, Inci-
dence, Cost and Trends. London: Alzheimer’s Disease Interna-
tional (ADI); 2015:10–28. https:// www. alz. co. uk/ resea rch/ World 
Alzhe imerR eport 2015. pdf. Accessed 16 Sep 2020.

 2. Aarsland D, Zaccai J, Brayne C. A systematic review of preva-
lence studies of dementia in Parkinson’s disease. Mov Disord. 
2005;20(10):1255–63.

 3. Alzheimer’s Association. 2017 Alzheimer’s disease facts and 
figures. Alzheimers Dement. 2017;13(4):325–73.

 4. Goodman RA, Lochner KA, Thambisetty M, Wingo TS, Posner 
SF, Ling SM. Prevalence of dementia subtypes in United States 
Medicare fee-for-service beneficiaries, 2011–2013. Alzheimers 
Dement. 2017;13(1):28–37.

 5. Hebert LE, Weuve J, Scherr PA, Evans DA. Alzheimer disease in 
the United States (2010–2050) estimated using the 2010 census. 
Neurology. 2013;80(19):1778–83.

 6. Hogan DB, Jetté N, Fiest KM, Roberts JI, Pearson D, Smith EE, 
et al. The prevalence and incidence of frontotemporal dementia: a 
systematic review. Can J Neurol Sci. 2016;43(suppl 1):S96–109.

 7. Plassman BL, Langa KM, Fisher GG, Heeringa SG, Weir DR, 
Ofstedal MB, et al. Prevalence of dementia in the United States: 
the aging, demographics, and memory study. Neuroepidemiol-
ogy. 2007;29(1–2):125–32.

 8. Vann Jones SA, O’Brien JT. The prevalence and incidence of 
dementia with Lewy bodies: a systematic review of population 
and clinical studies. Psychol Med. 2014;44(4):673–83.

 9. Tang L, Wang Y, Chen Y, Chen L, Zheng S, Bao M, et al. The 
association between 5HT2A T102C and behavioral and psycho-
logical symptoms of dementia in Alzheimer’s disease: a meta-
analysis. Biomed Res Int. 2017;2017:5320135.

 10. Fehér A, Juhász A, László A, Pákáski M, Kálmán J, Janka Z. 
Serotonin transporter and serotonin receptor 2A gene polymor-
phisms in Alzheimer’s disease. Neurosci Lett. 2013;534:233–6.

 11. Ebdrup BH, Rasmussen H, Arnt J, Glenthøj B. Serotonin 2A 
receptor antagonists for treatment of schizophrenia. Expert Opin 
Investig Drugs. 2011;20(9):1211–23.

 12. Jellinger KA. Cerebral correlates of psychotic syndromes in neu-
rodegenerative diseases. J Cell Mol Med. 2012;16(5):995–1012.

 13. Holze F, Vizeli P, Ley L, Müller F, Dolder P, Stocker M, et al. 
Acute dose-dependent effects of lysergic acid diethylamide in a 
double-blind placebo-controlled study in healthy subjects. Neu-
ropsychopharmacology. 2021;46(3):537–44.

 14. Vollenweider FX, Vollenweider-Scherpenhuyzen MF, Bäbler A, 
Vogel H, Hell D. Psilocybin induces schizophrenia-like psycho-
sis in humans via a serotonin-2 agonist action. NeuroReport. 
1998;9(17):3897–902.

 15. Meltzer HY, Matsubara S, Lee JC. The ratios of  serotonin2 and 
 dopamine2 affinities differentiate atypical and typical antipsy-
chotic drugs. Psychopharmacol Bull. 1989;25(3):390–2.

 16. Weiner DM, Burstein ES, Nash N, Croston GE, Currier EA, Van-
over KE, et al. 5-Hydroxytryptamine2A receptor inverse agonists 
as antipsychotics. J Pharmacol Exp Ther. 2001;299(1):268–76.

 17. Lebert F, Pasquier F, Petit H. Behavioral effects of trazodone in 
Alzheimer’s disease. J Clin Psychiatry. 1994;55(12):536–8.

 18. Schneider LS, Dagerman KS, Insel P. Risk of death with atypical 
antipsychotic drug treatment for dementia: meta-analysis of rand-
omized placebo-controlled trials. JAMA. 2005;294(15):1934–43.

 19. Schneider LS, Dagerman K, Insel PS. Efficacy and adverse 
effects of atypical antipsychotics for dementia: meta-analysis of 
randomized, placebo-controlled trials. Am J Geriatr Psychiatry. 
2006;14(3):191–210.

 20. Schneider LS, Tariot PN, Dagerman KS, Davis SM, Hsiao JK, 
Ismail MS, et al. CATIE-AD Study Group. Effectiveness of atyp-
ical antipsychotic drugs in patients with Alzheimer’s disease. N 
Engl J Med. 2006;355(15):1525–38.

 21. Ballard C, Howard R. Neuroleptic drugs in dementia: benefits 
and harm. Nat Rev Neurosci. 2006;7(6):492–500.

 22. Meltzer HY, Kennedy J, Dai J, Parsa M, Riley D. Plasma clo-
zapine levels and the treatment of L-DOPA-induced psychosis 
in Parkinson’s disease: a high potency effect of clozapine. Neu-
ropsychopharmacology. 1995;12(1):39–45.

 23. Herrmann N, Lanctôt KL. Pharmacologic management of neu-
ropsychiatric symptoms of Alzheimer disease. Can J Psychiatry. 
2007;52(10):630–46.

 24. Ballard C, Lana MM, Theodoulou M, Douglas S, McShane R, 
Jacoby R, et al. A randomised, blinded, placebo-controlled trial 
in dementia patients continuing or stopping neuroleptics (the 
DART-AD trial). PloS Med. 2008;5(4):e76.

 25. de Paulis T. M-100907 (Aventis). Curr Opin Investig Drugs. 
2001;2(1):123–32.

 26. Potkin SG, Shipley J, Bera RB, Carreon D, Fallon J, Alva G, 
et al. Clinical and PET effects of M100907, a selective 5HT-2A 
receptor antagonist. Schizophr Res. 2001;49(2 Suppl 1):242.

 27. Meltzer HY, Arvanitis L, Bauer D, Rein W, Meta-Trial Study 
Group. Placebo-controlled evaluation of four novel compounds 
for the treatment of schizophrenia and schizoaffective disorder. 
Am J Psychiatry. 2004;161(6):975–84.

 28. Duinkerke SJ, Botter PA, Jansen AA, van Dongen PA, van 
Haaften AJ, Boom AJ, et al. Ritanserin, a selective 5-HT2/1C 
antagonist, and negative symptoms in schizophrenia. A placebo-
controlled double-blind trial. Br J Psychiatry. 1993;163:451–5.

 29. Harvey PD, Saoud JB, Luthringer R, Moroz S, Blazhevych Y, 
Stefanescu C, et al. Effects of Roluperidone (MIN-101) on two 
dimensions of the negative symptoms factor score: reduced emo-
tional experience and reduced emotional expression. Schizophr 
Res. 2020;215:352–6.

 30. Snyder GL, Vanover KE, Davis RE, Li P, Fienberg A, Mates S. 
A review of the pharmacology and clinical profile of lumatep-
erone for the treatment of schizophrenia. Adv Pharmacol. 
2021;90:253–76.

 31. Hacksell U, Burstein ES, McFarland K, Mills RG, Williams H. 
On the discovery and development of pimavanserin: a novel 
drug candidate for Parkinson’s psychosis. Neurochem Res. 
2014;39(10):2008–17.

 32. Meltzer HY, Elkis H, Vanover K, Weiner DM, van Kam-
men DP, Peters P, et al. Pimavanserin, a selective serotonin 
(5-HT)2A-inverse agonist, enhances the efficacy and safety of 
risperidone, 2mg/day, but does not enhance efficacy of halop-
eridol, 2mg/day: comparison with reference dose risperidone, 
6mg/day. Schizophr Res. 2012;141(2–3):144–52.

 33. Cummings J, Isaacson S, Mills R, Williams H, Chi-Burris K, 
Corbett A, et al. Pimavanserin for patients with Parkinson’s 
disease psychosis: a randomised, placebo-controlled phase 3 
trial. Lancet. 2014;383(9916):533–40.

 34. Ballard C, Banister C, Khan Z, Cummings J, Demos G, Coate 
B, et al. ADP Investigators. Evaluation of the safety, toler-
ability, and efficacy of pimavanserin versus placebo in patients 
with Alzheimer’s disease psychosis: a phase 2, randomised, 
placebo-controlled, double-blind study. Lancet Neurol. 
2018;17(3):213–22.

 35. Espay AJ, Guskey MT, Norton JC, Coate B, Vizcarra JA, Ballard 
C, et al. Pimavanserin for Parkinson’s disease psychosis: effects 
stratified by baseline cognition and use of cognitive-enhancing 
medications. Mov Disord. 2018;33(11):1769–76.

 36. Ballard C, Youakim JM, Coate B, Stankovic S. Pimavanserin 
in Alzheimer’s disease psychosis: efficacy in patients with 

https://www.alz.co.uk/research/WorldAlzheimerReport2015.pdf
https://www.alz.co.uk/research/WorldAlzheimerReport2015.pdf


738 E. S. Burstein 

more pronounced psychotic symptoms. J Prev Alzheimers Dis. 
2019;6(1):27–33.

 37. Foff EP, Cummings JL, Soto-Martin ME, McEvoy B, Stankovic 
S. HARMONY relapse-prevention study: pimavanserin signifi-
cantly prolongs time to relapse of dementia-related psychosis. J 
Prev Alzheimers Dis. 2019;6(suppl 1):S30–1.

 38. EU Clinical Trials Register. A Double-blind, Placebo-controlled, 
Relapse Prevention Study of Pimavanserin for the Treatment of 
Hallucinations and Delusions Associated With Dementia-related 
Psychosis. https:// www. clini caltr ialsr egist er. eu/ ctr- search/ search? 
query= ACP- 103- 045. Accessed 21 May 2021.

 39. Clinicaltrials.gov. A Double-blind, Placebo-controlled, Relapse 
Prevention Study of Pimavanserin for the Treatment of Halluci-
nations and Delusions Associated with Dementia-related Psy-
chosis. https:// clini caltr ials. gov/ ct2/ show/ NCT03 325556? term= 
ACP- 103- 045& draw= 2& rank=1. Accessed 21 May 2021.

 40. Brenowitz WD, Hubbard RA, Keene CD, Hawes SE, Longstreth 
WT Jr, Woltjer RL, et al. Mixed neuropathologies and estimated 
rates of clinical progression in a large autopsy sample. Alzhei-
mers Dement. 2017;13(6):654–62.

 41. Ballard CG, Saad K, Patel A, Gahir M, Solis M, Coope B, et al. 
The prevalence and phenomenology of psychotic symptoms in 
dementia sufferers. Int J Gen Psych. 1995;10:477–85.

 42. Cipriani G, Danti S, Vedovello M, Nuti A, Lucetti C. Under-
standing delusion in dementia: a review. Geriatr Gerontol Int. 
2014;14(1):32–9.

 43. Beliveau V, Ganz M, Feng L, Ozenne B, Højgaard L, Fisher 
PM, et al. A high-resolution in vivo atlas of the human brain’s 
serotonin system. J Neurosci. 2017;37(1):120–8.

 44. Binetti G, Padovani A, Magni E, Bianchetti A, Scuratti A, Lenzi 
GL, et al. Delusions and dementia: clinical and CT correlates. 
Acta Neurol Scand. 1995;91(4):271–5.

 45. Mega MS, Lee L, Dinov ID, Mishkin F, Toga AW, Cummings 
JL. Cerebral correlates of psychotic symptoms in Alzheimer’s 
disease. J Neurol Neurosurg Psychiatry. 2000;69(2):167–71.

 46. Lopez OL, Smith G, Becker JT, Meltzer CC, DeKosky ST. The 
psychotic phenomenon in probable Alzheimer’s disease: a posi-
tron emission tomography study. J Neuropsychiatry Clin Neuro-
sci. 2001;13(1):50–5.

 47. Harding AJ, Broe GA, Halliday GM. Visual hallucinations in 
Lewy body disease relate to Lewy bodies in the temporal lobe. 
Brain. 2002;125(Pt 2):391–403.

 48. Onofrj M, Taylor JP, Monaco D, Franciotti R, Anzellotti 
F, Bonanni L, et  al. Visual hallucinations in PD and Lewy 
body dementias: old and new hypotheses. Behav Neurol. 
2013;27(4):479–93.

 49. Papapetropoulos S, McCorquodale DS, Gonzalez J, Jean-Gilles 
L, Mash DC. Cortical and amygdalar Lewy body burden in Par-
kinson’s disease patients with visual hallucinations. Parkinson-
ism Relat Disord. 2006;12(4):253–6.

 50. Gallagher DA, Parkkinen L, O’Sullivan SS, Spratt A, Shah A, 
Davey CC, et al. Testing an aetiological model of visual halluci-
nations in Parkinson’s disease. Brain. 2011;134(Pt 11):3299–309.

 51. Sanchez-Castaneda C, Rene R, Ramirez-Ruiz B, Campdela-
creu J, Gascon J, Falcon C, et al. Frontal and associative visual 
areas related to visual hallucinations in dementia with Lewy 
bodies and Parkinson’s disease with dementia. Mov Disord. 
2010;25(5):615–22.

 52. Ramírez-Ruiz B, Junqué C, Marti M, Valldeoriola F, Tolosa E. 
Gray matter volume in occipital areas correlates with visuoper-
ceptive performance in PD patients with visual hallucinations 
[abstract]. Mov Dis. 2006;21(suppl 15):S484.

 53. Ffytche DH, Howard RJ, Brammer MJ, David A, Woodruff P, 
Williams S. The anatomy of conscious vision: an fMRI study of 
visual hallucinations. Nat Neurosci. 1998;1(8):738–42.

 54. Ffytche DH, Blom JD, Catani M. Disorders of visual perception. 
J Neurol Neurosurg Psychiatry. 2010;81(11):1280–7.

 55. Onofrj M, Bonanni L, Albani G, Mauro A, Bulla D, Thomas A. 
Visual hallucinations in Parkinson’s disease: clues to separate 
origins. J Neurol Sci. 2006;248(1–2):143–50.

 56. Jakab RL, Goldman-Rakic PS. 5-Hydroxytryptamine2A serotonin 
receptors in the primate cerebral cortex: possible site of action of 
hallucinogenic and antipsychotic drugs in pyramidal cell apical 
dendrites. Proc Natl Acad Sci USA. 1998;95(2):735–40.

 57. Bombardi C, Di Giovanni G. Functional anatomy of 5-HT2A 
receptors in the amygdala and hippocampal complex: relevance 
to memory functions. Exp Brain Res. 2013;230(4):427–39.

 58. Stahl SM. Beyond the dopamine hypothesis of schizophrenia 
to three neural networks of psychosis: dopamine, serotonin and 
glutamate. CNS Spectr. 2018;23:187–91.

 59. Celada P, Puig MV, Artigas F. Serotonin modulation of cortical 
neurons and networks. Front Integr Neurosci. 2013;7:25.

 60. Jakab RL, Goldman-Rakic PS. Segregation of serotonin 5-HT2A 
and 5-HT3 receptors in inhibitory circuits of the primate cerebral 
cortex. J Comp Neurol. 2000;417(3):337–48.

 61. Ferguson BR, Gao WJ. PV interneurons: critical regulators of E/I 
balance for prefrontal cortex–dependent behavior and psychiatric 
disorders. Front Neural Circuits. 2018;12:37.

 62. Aghajanian GK, Marek GJ. Serotonin induces excitatory post-
synaptic potentials in apical dendrites of neocortical pyramidal 
cells. Neuropharmacology. 1997;36(4–5):589–99.

 63. Zhou FM, Hablitz JJ. Activation of serotonin receptors modu-
lates synaptic transmission in rat cerebral cortex. J Neurophysiol. 
1999;82(6):2989–99.

 64. Mucke L, Selkoe DJ. Neurotoxicity of amyloid β-protein: syn-
aptic and network dysfunction. Cold Spring Harb Perspect Med. 
2012;2(7):a006338.

 65. Palop JJ, Mucke L. Network abnormalities and interneu-
ron dysfunction in Alzheimer disease. Nat Rev Neurosci. 
2016;17(12):777–92.

 66. Ren SQ, Yao W, Yan JZ, Jin C, Yin JJ, Yuan J, et al. Amyloid β 
causes excitation/inhibition imbalance through dopamine recep-
tor 1-dependent disruption of fast-spiking GABAergic input in 
anterior cingulate cortex. Sci Rep. 2018;8(1):302.

 67. Busche MA, Eichhoff G, Adelsberger H, Abramowski D, Wie-
derhold KH, Haass C, et al. Clusters of hyperactive neurons near 
amyloid plaques in a mouse model of Alzheimer’s disease. Sci-
ence. 2008;321(5896):1686–9.

 68. Busche MA, Konnerth A. Impairments of neural circuit function 
in Alzheimer’s disease. Philos Trans R Soc Lond B Biol Sci. 
2016;371(1700):20150429.

 69. Busche MA, Chen X, Henning HA, Reichwald J, Staufenbiel 
M, Sakmann B, et al. Critical role of soluble amyloid-β for early 
hippocampal hyperactivity in a mouse model of Alzheimer’s dis-
ease. Proc Natl Acad Sci USA. 2012;109(22):8740–5.

 70. Cirrito JR, Holtzman DM. Amyloid β and Alzheimer disease 
therapeutics: the devil may be in the details. J Clin Invest. 
2003;112:321–3.

 71. Hartley DM, Walsh DM, Ye CP, Diehl T, Vasquez S, Vassilev 
PM, et al. Protofibrillar intermediates of amyloid beta-protein 
induce acute electrophysiological changes and progressive neu-
rotoxicity in cortical neurons. J Neurosci. 1999;19(20):8876–84.

 72. Liu Q, Xie X, Lukas RJ, St John PA, Wu J. A novel nicotinic 
mechanism underlies β-amyloid-induced neuronal hyperexcita-
tion. J Neurosci. 2013;33(17):7253–63.

 73. León-Espinosa G, DeFelipe J, Muñoz A. Effects of amyloid-β 
plaque proximity on the axon initial segment of pyramidal cells. 
J Alzheimers Dis. 2012;29(4):841–52.

https://www.clinicaltrialsregister.eu/ctr-search/search?query=ACP-103-045
https://www.clinicaltrialsregister.eu/ctr-search/search?query=ACP-103-045
https://clinicaltrials.gov/ct2/show/NCT03325556?term=ACP-103-045&draw=2&rank=1
https://clinicaltrials.gov/ct2/show/NCT03325556?term=ACP-103-045&draw=2&rank=1


7395-HT2A Receptor Modulation in DRP

 74. Garcia-Marin V, Blazquez-Llorca L, Rodriguez JR, Boluda S, 
Muntane G, Ferrer I, et al. Diminished perisomatic GABAergic 
terminals on cortical neurons adjacent to amyloid plaques. Front 
Neuroanat. 2009;3:28.

 75. Chen GJ, Xiong Z, Yan Z. Aβ impairs nicotinic regulation of 
inhibitory synaptic transmission and interneuron excitability in 
prefrontal cortex. Mol Neurodegener. 2013;8:3–14.

 76. Spires-Jones TL, Kopeikina KJ, Koffie RM, de Calignon A, 
Hyman BT. Are tangles as toxic as they look? J Mol Neurosci. 
2011;45(3):438–44.

 77. Crimins JL, Rocher AB, Luebke JI. Electrophysiological changes 
precede morphological changes to frontal cortical pyramidal neu-
rons in the rTg4510 mouse model of progressive tauopathy. Acta 
Neuropathol. 2012;124(6):777–95.

 78. Andrews-Zwilling Y, Bien-Ly N, Xu Q, Li G, Bernardo A, Yoon 
SY, et al. Apolipoprotein E4 causes age- and tau-dependent 
impairment of GABAergic interneurons, leading to learning and 
memory deficits in mice. J Neurosci. 2010;30(41):13707–17.

 79. Levenga J, Krishnamurthy P, Rajamohamedsait H, Wong H, 
Franke TF, Cain P, et al. Tau pathology induces loss of GABA-
ergic interneurons leading to altered synaptic plasticity and 
behavioral impairments. Acta Neuropathol Commun. 2013;1:34.

 80. Roberson ED, Scearce-Levie K, Palop JJ, Yan F, Cheng IH, Wu 
T, et al. Reducing endogenous tau ameliorates amyloid beta-
induced deficits in an Alzheimer’s disease mouse model. Science. 
2007;316(5825):750–4.

 81. Noble W, Hanger DP, Miller CC, Lovestone S. The importance 
of tau phosphorylation for neurodegenerative diseases. Front 
Neurol. 2013;4:83.

 82. Takahata K, Kimura Y, Sahara N, Koga S, Shimada H, Ichise 
M, et al. PET-detectable tau pathology correlates with long-
term neuropsychiatric outcomes in patients with traumatic brain 
injury. Brain. 2019;142(10):3265–79.

 83. Warmus BA, Sekar DR, McCutchen E, Schellenberg GD, Rob-
erts RC, McMahon LL, et al. Tau-mediated NMDA receptor 
impairment underlies dysfunction of a selectively vulnerable 
network in a mouse model of frontotemporal dementia. J Neuro-
sci. 2014;34(49):16482–95.

 84. Arvanov VL, Wang RY. M100907, a selective 5-HT2A recep-
tor antagonist and a potential antipsychotic drug, facilitates 
N-methyl-D-aspartate-receptor mediated neurotransmission in 
the rat medial prefrontal cortical neurons in vitro. Neuropsychop-
harmacology. 1998;18(3):197–209.

 85. Wang RY, Arvanov VL. M100907, a highly selective 5-HT2A 
receptor antagonist and a potential atypical antipsychotic drug, 
facilitates induction of long-term potentiation in area CA1 of the 
rat hippocampal slice. Brain Res. 1998;779(1–2):309–13.

 86. Bernstein HG, Johnson M, Perry RH, LeBeau FE, Dobrowolny 
H, Bogerts B, et al. Partial loss of parvalbumin-containing hip-
pocampal interneurons in dementia with Lewy bodies. Neuropa-
thology. 2011;31(1):1–10.

 87. Russo M, Carrarini C, Dono F, Rispoli MG, Di Pietro M, Di 
Stefano V, et al. The pharmacology of visual hallucinations in 
synucleinopathies. Front Pharmacol. 2019;10:1379.

 88. Fischer CE, Qian W, Schweizer TA, Millikin CP, Ismail Z, Smith 
EE, et al. Lewy bodies, vascular risk factors, and subcortical arte-
riosclerotic leukoencephalopathy, but not Alzheimer pathology, 
are associated with development of psychosis in Alzheimer’s 
disease. J Alzheimers Dis. 2016;50(1):283–95.

 89. Vik-Mo AO, Bencze J, Ballard C, Hortobágyi T, Aarsland D. 
Advanced cerebral amyloid angiopathy and small vessel disease 
are associated with psychosis in Alzheimer’s disease. J Neurol 
Neurosurg Psychiatry. 2019;90(6):728–30.

 90. Kim J, Schweizer TA, Fischer CE, Munoz DG. The role of 
cerebrovascular disease on cognitive and functional status and 

psychosis in severe Alzheimer’s disease. J Alzheimers Dis. 
2017;55(1):381–9.

 91. Kitaguchi H, Tomimoto H, Ihara M, Shibata M, Uemura K, 
Kalaria RN, et al. Chronic cerebral hypoperfusion accelerates 
amyloid β deposition in APPSwInd transgenic mice. Brain Res. 
2009;1294:202–10.

 92. Shibata M, Yamasaki N, Miyakawa T, Kalaria RN, Fujita Y, 
Ohtani R, et al. Selective impairment of working memory in 
a mouse model of chronic cerebral hypoperfusion. Stroke. 
2007;38(10):2826–32.

 93. Davis J, Xu F, Hatfield J, Lee H, Hoos MD, Popescu D, et al. 
A novel transgenic rat model of robust cerebral microvas-
cular amyloid with prominent vasculopathy. Am J Pathol. 
2018;188(12):2877–89.

 94. Bhana N, Spencer CM. Risperidone: a review of its use in the 
management of the behavioural and psychological symptoms of 
dementia. Drugs Aging. 2000;16(6):451–71.

 95. Soriano-Barceló J, Mota-Rodríguez MJ, Araúxo A. Vascular psy-
chosis in the elderly: response to clozapine. Actas Esp Psiquiatr. 
2012;40(4):228–30.

 96. Ohno M, Yamamoto T, Watanabe S. Blockade of 5-HT2 recep-
tors protects against impairment of working memory fol-
lowing transient forebrain ischemia in the rat. Neurosci Lett. 
1991;129(2):185–8.

 97. Elliott MSJ, Ballard CG, Kalaria RN, Perry R, Hortobágyi T, 
Francis PT. Increased binding to 5-HT1A and 5-HT2A receptors 
is associated with large vessel infarction and relative preservation 
of cognition. Brain. 2009;132(7):1858–65.

 98. Tendilla-Beltrán H, Sanchez-Islas NDC, Marina-Ramos M, 
Leza JC, Flores G. The prefrontal cortex as a target for atypical 
antipsychotics in schizophrenia, lessons of neurodevelopmental 
animal models. Prog Neurobiol. 2021;199:101967.

 99. Steullet P, Cabungcal JH, Monin A, Dwir D, O’Donnell P, 
Cuenod M, et al. Redox dysregulation, neuroinflammation, and 
NMDA receptor hypofunction: a “central hub” in schizophrenia 
pathophysiology? Schizophr Res. 2016;176(1):41–51.

 100. Insel TR. Rethinking schizophrenia. Nature. 2010; 
468(7321):187–93.

 101. Cabungcal JH, Steullet P, Kraftsik R, Cuenod M, Do KQ. 
Early-life insults impair parvalbumin interneurons via oxi-
dative stress: reversal by N-acetylcysteine. Biol Psychiatry. 
2013;73(6):574–82.

 102. Leza JC, García-Bueno B, Bioque M, Arango C, Parellada M, Do 
K, et al. Inflammation in schizophrenia: a question of balance. 
Neurosci Biobehav Rev. 2015;55:612–26.

 103. Cabungcal JH, Steullet P, Morishita H, Kraftsik R, Cuenod 
M, Hensch TK, et al. Perineuronal nets protect fast-spiking 
interneurons against oxidative stress. Proc Natl Acad Sci USA. 
2013;110(22):9130–5.

 104. Steullet P, Cabungcal JH, Coyle J, Didriksen M, Gill K, Grace 
AA, et al. Oxidative stress-driven parvalbumin interneuron 
impairment as a common mechanism in models of schizophre-
nia. Mol Psychiatry. 2017;22(7):936–43.

 105. Watremez W, Jackson J, Almari B, McLean SL, Grayson B, 
Neill JC, et al. Stabilized low-n amyloid-β oligomers induce 
robust novel object recognition deficits associated with inflam-
matory, synaptic, and GABAergic dysfunction in the rat. J Alz-
heimers Dis. 2018;62(1):213–26.

 106. Deng D, Wang W, Bao S. Diffusible tumor necrosis factor-
alpha (TNF-a) promotes noise-induced parvalbumin-positive 
(PVC) neuron loss and auditory processing impairments. Front 
Neurosci. 2020;14:573047.

 107. Wang W, Zinsmaier AK, Firestone E, Lin R, Yatskievych TA, 
Yang S, et al. Blocking tumor necrosis factor-alpha expres-
sion prevents blast-induced excitatory/inhibitory synaptic 



740 E. S. Burstein 

imbalance and parvalbumin-positive interneuron loss in the 
hippocampus. J Neurotrauma. 2018;35(19):2306–16.

 108. Wang CZ, Yang SF, Xia Y, Johnson KM. Postnatal phencycli-
dine administration selectively reduces adult cortical parval-
bumin-containing interneurons. Neuropsychopharmacology. 
2008;33(10):2442–55.

 109. Cochran SM, Kennedy M, McKerchar CE, Steward LJ, Pratt 
JA, Morris BJ. Induction of metabolic hypofunction and neu-
rochemical deficits after chronic intermittent exposure to phen-
cyclidine: differential modulation by antipsychotic drugs. Neu-
ropsychopharmacology. 2003;28(2):265–75.

 110. Zhu S, Wang H, Shi R, Zhang R, Wang J, Kong L, et al. Chronic 
phencyclidine induces inflammatory responses and activates 
GSK3beta in mice. Neurochem Res. 2014;39(12):2385–93.

 111. Schmitz TW, Spreng RN, Alzheimer’s Disease Neuroimaging 
Initiative. Basal forebrain degeneration precedes and predicts 
the cortical spread of Alzheimer’s pathology. Nat Commun. 
2016;7:13249.

 112. Buddhala C, Loftin SK, Kuley BM, Cairns NJ, Campbell MC, 
Perlmutter JS, et al. Dopaminergic, serotonergic, and noradr-
energic deficits in Parkinson disease. Ann Clin Transl Neurol. 
2015;2(10):949–59.

 113. Stahl SM. Mechanism of action of pimavanserin in Parkinson’s 
disease psychosis: targeting serotonin 5HT2A and 5HT2C 
receptors. CNS Spectr. 2016;21(4):271–5.

 114. Vermeiren Y, Van Dam D, Aerts T, Engelborghs S, Martin JJ, 
De Deyn PP. The monoaminergic footprint of depression and 
psychosis in dementia with Lewy bodies compared to Alzhei-
mer’s disease. Alzheimers Res Ther. 2015;7(1):7.

 115. Murley AG, Rowe JB. Neurotransmitter deficits from fronto-
temporal lobar degeneration. Brain. 2018;141:1263–85.

 116. Perry EK, Perry RH. Acetylcholine and hallucinations: dis-
ease-related compared to drug-induced alterations in human 
consciousness. Brain Cogn. 1995;28(3):240–58.

 117. Emre M, Aarsland D, Albanese A, Byrne EJ, Deuschl G, De 
Deyn PP, et al. Rivastigmine for dementia associated with Par-
kinson’s disease. N Engl J Med. 2004;351:2509–18.

 118. McKeith I, Del Ser T, Spano P, Emre M, Wesnes K, Anand R, 
et al. Efficacy of rivastigmine in dementia with Lewy bodies: 
a randomised, double-blind, placebo-controlled international 
study. Lancet. 2000;356(9247):2031–6.

 119. Lisman JE, Coyle JT, Green RW, Javitt DC, Benes FM, Heck-
ers S, et al. Circuit-based framework for understanding neuro-
transmitter and risk gene interactions in schizophrenia. Trends 
Neurosci. 2008;31(5):234–42.

 120. Marino MJ, Rouse ST, Levey AI, Potter LT, Conn PJ. Acti-
vation of the genetically defined m1 muscarinic receptor 
potentiates N-methyl-d-aspartate (NMDA) receptor currents 
in hippocampal pyramidal cells. Proc Natl Acad Sci USA. 
1998;95(19):11465–70.

 121. Yi F, Ball J, Stoll KE, Satpute VC, Mitchell SM, Pauli JL, 
et al. Direct excitation of parvalbumin-positive interneurons 
by M1 muscarinic acetylcholine receptors: roles in cellular 
excitability, inhibitory transmission and cognition. J Physiol. 
2014;592(16):3463–94.

 122. Sinclair LI, Kumar A, Darreh-Shori T, Love S. Visual hallucina-
tions in Alzheimer’s disease do not seem to be associated with 
chronic hypoperfusion of to visual processing areas V2 and V3 
but may be associated with reduced cholinergic input to these 
areas. Alzheimers Res Ther. 2019;11(1):80.

 123. Mukaetova-Ladinska EB, Andras A, Milne J, Abdel-All Z, Borr 
I, Jaros E, et al. Synaptic proteins and choline acetyltransferase 
loss in visual cortex in dementia with Lewy bodies. J Neuro-
pathol Exp Neurol. 2013;72(1):53–60.

 124. Wang S, Zhang QJ, Liu J, Ali U, Wu ZH, Chen L, et al. In vivo 
effects of activation and blockade of 5-HT2A/2C receptors in 
the firing activity of pyramidal neurons of medial prefrontal 
cortex in a rodent model of Parkinson’s disease. Exp Neurol. 
2009;219(1):239–48.

 125. Zhang QJ, Wang S, Liu J, Ali U, Gui ZH, Wu ZH, et al. Unilat-
eral lesion of the nigrostriatal pathway decreases the response of 
interneurons in medial prefrontal cortex to 5-HT2A/2C receptor 
stimulation in the rat. Brain Res. 2010;1312:127–37.

 126. Benes FM, Vincent SL, Molloy R. Dopamine-immunoreactive 
axon varicosities form nonrandom contacts with GABA-immu-
noreactive neurons of rat medial prefrontal cortex. Synapse. 
1993;15(4):285–95.

 127. Sesack SR, Snyder CL, Lewis DA. Axon terminals immunola-
beled for dopamine or tyrosine hydroxylase synapse on GABA-
immunoreactive dendrites in rat and monkey cortex. J Comp 
Neurol. 1995;363(2):264–80.

 128. Le Moine C, Gaspar P. Subpopulations of cortical GABAergic 
interneurons differ by their expression of D1 and D2 dopamine 
receptor subtypes. Mol Brain Res. 1998;58:231–6.

 129. Vincent SL, Khan Y, Benes FM. Cellular distribution of dopa-
mine  D1 and  D2 receptors in rat medial prefrontal cortex. J Neu-
rosci. 1993;13:2551–64.

 130. McFarland K, Price DL, Bonhaus DW. Pimavanserin, a 
5-HT2A inverse agonist, reverses psychosis-like behaviors 
in a rodent model of Parkinson’s disease. Behav Pharmacol. 
2011;22(7):681–92.

 131. Zhang X, Andren PE, Svenningsson P. Changes on 5-HT2 recep-
tor mRNAs in striatum and subthalamic nucleus in Parkinson’s 
disease model. Physiol Behav. 2007;92(1–2):29–33.

 132. Basura GJ, Walker PD. Serotonin 2A receptor mRNA levels in 
the neonatal dopamine-depleted rat striatum remain upregulated 
following suppression of serotonin hyperinnervation. Brain Res 
Dev Brain Res. 1999;116:111–7.

 133. Ballanger B, Strafella AP, van Eimeren T, Zurowski M, Rusjan 
PM, Houle S, et al. Serotonin 2A receptors and visual hallucina-
tions in Parkinson disease. Arch Neurol. 2010;67(4):41621.

 134. Huot P, Johnston TH, Darr T, Hazrati LN, Visanji NP, Pires 
D, et al. Increased 5-HT2A receptors in the temporal cortex of 
parkinsonian patients with visual hallucinations. Mov Disord. 
2010;25(10):1399–408.

 135. Price DL, Bonhaus DW, McFarland K. Pimavanserin, a 5-HT2A 
receptor inverse agonist, reverses psychosis-like behaviors 
in a rodent model of Alzheimer’s disease. Behav Pharmacol. 
2012;23(4):426-33.f.

 136. Mantz J, Milla C, Glowinski J, Thierry AM. Differential effects 
of ascending neurons containing dopamine and noradrenaline in 
the control of spontaneous activity and of evoked responses in 
the rat prefrontal cortex. Neuroscience. 1988;27(2):517–26.

 137. Thierry AM, Mantz J, Glowinski J. Influence of dopaminergic 
and noradrenergic afferents on their target cells in the rat medial 
prefrontal cortex. Adv Neurol. 1992;57:545–54.

 138. Creese I, Burt DR, Snyder SH. Dopamine receptor binding 
enhancement accompanies lesion-induced behavioral supersen-
sitivity. Science. 1977;197:596–8.

 139. Papapetropoulos S. Regional alpha-synuclein aggregation, dopa-
minergic dysregulation, and the development of drug-related 
visual hallucinations in Parkinson’s disease. J Neuropsych Clin 
Neurosci. 2006;18(2):149–57.

 140. Perry EK, Marshall E, Kerwin J, Smith CJ, Jabeen S, Cheng AV, 
Perry RH. Evidence of a monoaminergic-cholinergic imbalance 
related to visual hallucinations in Lewy body dementia. J Neu-
rochem. 1990;55(4):1454–6.

 141. Chen CP, Alder JT, Bray L, Kingsbury AE, Francis PT, Fos-
ter OJ. Post-synaptic 5-HT1A and 5-HT2A receptors are 



7415-HT2A Receptor Modulation in DRP

increased in Parkinson’s disease neocortex. Ann N Y Acad Sci. 
1998;861:288–9.

 142. Rasmussen NB, Olesen MV, Brudek T, Plenge P, Klein AB, 
Westin JE, et al. 5-HT2A receptor binding in the frontal cortex of 
Parkinson’s disease patients and alpha-synuclein overexpressing 
mice: a postmortem study. Parkinsons Dis. 2016;2016:3682936.

 143. Lorke DE, Lu G, Cho E, Yew DT. Serotonin 5-HT2A and 5-HT6 
receptors in the prefrontal cortex of Alzheimer and normal aging 
patients. BMC Neurosci. 2006;7:36.

 144. Meltzer CC, Price JC, Mathis CA, Greer PJ, Cantwell MN, 
Houck PR, et  al. PET imaging of serotonin type 2A recep-
tors in late-life neuropsychiatric disorders. Am J Psychiatry. 
1999;156(12):1871–8.

 145. Versijpt J, Van Laere KJ, Dumont F, Decoo D, Vandecapelle 
M, Santens P, et al. Imaging of the 5-HT2A system: age-, gen-
der-, and Alzheimer’s disease-related findings. Neurobiol Aging. 
2003;24(4):553–61.

 146. Christensen R, Marcussen AB, Wörtwein G, Knudsen GM, 
Aznar S. Aβ(1–42) injection causes memory impairment, lowered 
cortical and serum BDNF levels, and decreased hippocampal 
5-HT2A levels. Exp Neurol. 2008;210(1):164–71.

 147. Cheng AV, Ferrier IN, Morris CM, Jabeen S, Sahgal A, McKeith 
IG, et al. Cortical serotonin-S2 receptor binding in Lewy body 
dementia, Alzheimer’s and Parkinson’s diseases. J Neurol Sci. 
1991;106(1):50–5.

 148. Wu C, Singh SK, Dias P, Kumar S, Mann DM. Activated astro-
cytes display increased 5-HT2a receptor expression in pathologi-
cal states. Exp Neurol. 1999;158(2):529–33.

 149. Cummings J, Ballard C, Tariot P, Owen R, Foff E, Youakim 
J, et al. Pimavanserin: potential treatment for dementia-related 
psychosis. J Prev Alzheimers Dis. 2018;5(4):253–8.


	Relevance of 5-HT2A Receptor Modulation of Pyramidal Cell Excitability for Dementia-Related Psychosis: Implications for Pharmacotherapy
	Abstract
	1 Introduction
	2 Brain Regions Implicated in DRP Coincide with Areas of High 5-HT2AR Expression
	3 5-HT2ARs Regulate Glutamatergic Pyramidal Cell Excitability
	4 Neurodegenerative Processes Promote Glutamatergic Pyramidal Cell Hyperexcitability
	5 Chronic Inflammation Reduces Parvalbumin-Positive Interneurons and Glutamatergic Pyramidal Cell Hyperexcitability
	6 Cortical Denervation Promotes Glutamatergic Pyramidal Cell Hyperexcitability and Changes in 5-HT2AR Expression
	7 5-HT2AR Expression and Its Relevance for DRP
	8 Conclusion
	Acknowledgments 
	References




