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Abstract
Psychotic symptoms in Parkinson’s disease (PD) are relatively common, and in addition to being a
disturbance to patients’ daily lives, they have consistently been shown to be associated with poor
outcome. Our understanding of the pathophysiology of psychosis in PD has expanded dramatically
over the past fifteen years, from an initial interpretation of symptoms as dopaminergic drug side
effects to the current view of a complex interplay of extrinsic and disease-related factors. The
present article reviews the unique clinical features of psychosis as expressed in PD, associated risk
factors, and current theories behind its pathogenesis, including medications, visual processing
deficits, sleep disturbances, genetics, and neurochemical and structural abnormalities. Finally, we
review both traditional and emergent management strategies for PD psychosis, including
antipsychotic agents, cholinesterase inhibitors, electroconvulsive therapy (ECT), and other
pharmacological and psychological interventions.

I Introduction
Parkinson’s disease (PD) is no longer conceptualized as a pure motor disorder. Researchers
are increasingly attending to and characterizing the non-motor symptoms of the disease such
as depression, apathy, dementia and psychosis. While the three cardinal motor symptoms of
PD (resting tremor, bradykinesia and rigidity) predominate the clinical picture, the disease
ushers in a variety of disturbing concomitant emotional, cognitive, and behavioral features
that are reported by some patients and their caregivers to be even more disabling than their
primary motor symptoms.1,2 Psychosis is consistently shown to be related to poor outcome.
Indeed, research has shown that the presence of psychosis predicts increased caregiver
burden,3 nursing home placement4, 5, and mortality.5 Clearly, consideration of psychosis
and other non-motor symptoms of PD is necessary for optimal patient management.
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Psychosis in PD is characterized by hallucinations (primarily visual), delusions, and other
sensory disturbances such as illusions and “sense of presence” hallucinations. These
psychotic symptoms occur in 20–40%6, 7 of PD patients and significantly affect patients’
quality of life. Psychotic symptoms are often attributable to anti-parkinsonian medications;
however, there is an increasing recognition that the underlying disease process plays a major
role in their pathogenesis and expression.

II Clinical features and Risk Factors
The most recent revision of the Diagnostic and Statistical Manual of Mental Disorders
(DSM-IV-TR) acknowledges several definitions of psychosis that vary in breadth from
positive symptoms such as disorganized speech or behavior to delusions or prominent
hallucinations without insight.8 In the US National Comorbidity Survey, approximately 28%
of respondents endorsed psychosis-screening questions, and lifetime prevalences of
narrowly (schizophrenia or schizophreniform disorder) and broadly (all nonaffective
psychoses) were calculated to be 1.3% and 2.2%, respectively.9

While there are no standardized diagnostic criteria for psychosis in PD, the NINDS and the
NIMH recently gathered a work group to promote discourse on the topic.10 Psychosis in PD
comprises a specific constellation of clinical features that are different from those typical of
other psychotic disorders such as schizophrenia. Specifically, PD develops after a primary
diagnosis of PD is made and arises in the context of a clear sensorium and retained insight.
It consists primarily of paranoid delusions, visual hallucinations and/or other sensory
disturbances, and tends to worsen over time. Psychosis in PD most commonly manifests in
visual hallucinations, which can occur at any time of the day, although they are most
commonly reported in the evening hours during periods of low stimulation.11 The content of
visual hallucinations usually consists of people or animals but may also feature inanimate
objects. Visual hallucinations generally last seconds to minutes at a time, and most studies
have found them to occur at least once a week, although they can occur much more
frequently. Unlike those seen in schizophrenia, auditory hallucinations occur less commonly
in PD psychosis, and they typically co-occur with visual hallucinations. They consist more
often of nondistinct whispers or music, as opposed to the threatening voices reported in
schizophrenia.12 However, some cases of threatening auditory hallucinations have been
reported in PD.13 Tactile, olfactory and gustatory hallucinations have also been reported in
PD psychosis; however less commonly, and they tend to co-occur with visual hallucinations.
14 15

Phenomena such as illusions and “presence” hallucinations have been included in the
literature on PD psychosis.16 Illusions refer to a disturbance in perceptual experience, such
as mistaking a plant for a person. “Presence” hallucinations involve the feeling that a person
or animal is in close physical proximity to the patient. As these features are less likely to
disrupt patients’ daily lives, they are less likely to be spontaneously reported.

Delusions and disorganized thinking are also seen in PD psychosis, although they are not as
common as visual hallucinations.17 Paranoid thoughts such as spousal infidelity are a
common theme, although grandiose, somatic, persecutory, and religious delusions have also
been documented. A prospective study of psychotic features in PD failed to identify these
latter symptoms in 102 consecutive psychotic PD patients.18 Recent research suggests that
the occurrence of delusions, as opposed to hallucinations, may be related to younger age at
onset of PD and psychotic symptoms.19

It is important to note that there is currently no well-validated and widely-accepted scale for
the assessment of psychosis in PD. The Movement Disorder Society recently gathered a task
force to assess strengths and weaknesses of the various scales currently used in the literature.
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Their review encompassed various disease-specific psychosis scales that are typically used
by limited groups of researchers as well as more widely used scales originally developed for
assessment of schizophrenic patients. The group concluded that there is a need for a new
scale of PD psychosis that covers all relevant content as well as demonstrates adequate
mechanistic and psychometric properties.20

Psychotic symptoms in PD typically occur later in the disease. On average, symptoms are
reported 10 or more years after the initial diagnosis.21 In its early stages, psychosis in PD
occurs within a context of a clear sensorium and retained insight.22 Psychotic symptoms
tend to recur and worsen over time, and insight may be lost. 23 Psychosis in PD has often
been conceptualized as occurring along a continuum in that experiences such as vivid
dreaming and illusions herald more frank hallucinations and delusions, which ultimately
lead to florid psychosis and dementia.24 However, recent evidence suggests that this
conceptualization may not be accurate.25

The use of dopaminergic medications was the first factor implicated in the development of
psychosis in PD, and it appears that dopamine agonists in particular put patients at highest
risk. It should be noted that while the use/non-use of drug therapy is a risk factor for
psychosis, neither the duration nor the dose of drugs has been found to be.26 27 In addition,
multiple other risk factors have now been identified, including cognitive impairment and
dementia, increased age, disease duration and severity, depression, and various sleep
disturbances.28 29 30 31

III Pathophysiology
There has been considerable interest in identifying the mechanisms underlying psychotic
symptoms in Parkinson’s disease. Not all patients will develop them, and it appears that a
variety of factors, both intrinsic and extrinsic, contribute to their occurrence. In the
following sections, we will review the primary factors research has identified as facilitating
the emergence of psychotic symptoms, namely, dopaminergic medications, visual
processing deficits, sleep disturbances, and neurochemical and structural abnormalities.

The Role of Dopaminergic Medications
The role of dopamine in the pathogenesis of psychotic symptoms has long been studied.
Traditional conceptualizations of the pathophysiology of psychosis in Parkinson’s centered
on dopaminergic medications as the causal factor.32, 33 It is known that dopaminergic
agonists, such as cocaine and amphetamine, can induce psychotic symptoms. 34 Conversely,
the mechanism of action of the various antipsychotic agents used to reduce the occurrence of
these symptoms is thought to involve dopamine (D2) receptor occupancy.35

All PD medications (not just levodopa) have been implicated in the appearance of psychotic
features, and these features often remit after drug therapy has been reduced or eliminated. 36

Clinical experience supports the view that psychosis develops as a side effect of
antiparkinsonian therapy, regardless of the specific drug employed. Indeed, a recent study
comparing the relative propensity for levodopa and dopamine agonists to induce psychosis-
like behavior in an animal model of PD concluded that both types of medication have
similar potential to elicit these symptoms.37 Some research has suggested that adverse drug
effects of adjunct therapy, which becomes more common in the treatment of older PD
patients who have developed complications associated with long-term levodopa treatment,
are more common than with levodopa alone.38

A prominent theory for the mechanism by which PD drugs increase susceptibility to
psychotic symptomatology involves hypersensitization of dopamine receptors in the
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nigrostriatal pathway following chronic stimulation, which may lead to dysfunction of
limbic structures responsible for assigning emotional and hedonic significance to sensory
input. This dysfunction may result in misattributions of internal stimuli having originated
from the external sensory world. 39

It is now well-accepted that in addition to anti-PD medications, intrinsic, disease-related
processes also contribute to the emergence of psychotic symptoms in Parkinson’s disease.
Indeed, evidence is accumulating to support the view that dopaminergic medications are
neither necessary nor sufficient to account for the expression of psychotic symptomatology.
There are reports of hallucinations in PD patients prior to the introduction of levodopa;
however, they seemed to occur more frequently after levodopa became available, and early
accounts describe hallucinations occuring almost exclusively within the context of
depression, dementia, or confusional states.40 41 Unfortunately, it is difficult to to estimate
the frequency of hallucinations in the pre-levodopa era due to the lack of prospective
studies, the absence of a diagnosis of dementia with Lewy bodies (DLB), and the wide early
use of nondopaminergic drugs. Today, psychotic symptoms have also been found to be
associated with nondopaminergic agents, including anticholinergics42, amantadine43, and
monoamine oxidase-B (MAO-B) inhibitors.44 Also, studies have failed to find a clear
relationship between medication dosage and the occurrence or severity of psychosis in
patients with PD.45 46 Goetz et al, for example, showed that a high dose levodopa infusion
given to five non-demented PD patients with a history of hallucinations induced dyskinesias,
but not resurgence of hallucinations. 47 Clearly, non-drug related factors must be involved in
the pathogenesis of psychotic symptoms. Recent research has implicated such factors as
visual processing abnormalities, sleep dysfunctions, and structural and neurochemical
changes (see Figure 1).

DBS Surgery
Many researchers have noted that DBS surgery may improve psychotic symptoms in
Parkinson’s disease, presumably due to the resultant reduction in dopaminergic medications.
48 However, there have also been reports of stimulation-induced psychotic symptoms as
well as transient manic psychosis following DBS surgery, which may be more common in
older patients.49 50 51

Visual Processing Deficits
Research has suggested that PD patients who experience visual hallucinations may also
suffer from deficits in visual processing. These patients have been found to have lower
visual acuity52, deficits in color and contrast recognition53, and greater ocular pathology54,
including cataracts, retinal disease and glaucoma, as compared to non-hallucinating PD
patients. Dopamine deficiency at the level of the retina is also found in PD55 and has been
linked to the occurrence of visual hallucinations in both dementia with Lewy bodies
(DLB)56 and PD57. These deficits may serve to facilitate the onset of visual hallucinations in
PD.

While structural MRI studies of hallucinating PD patients have yielded little insight into
specific occipital lobe or deep white matter lesions58, more recent studies have used fMRI to
identify functional abnormalities in the processing of visual stimuli among hallucinators.
Specifically, Stebbins et al found that hallucinating PD patients indexed more frontal (BA
44, 6) and subcortical (caudate nucleus) activation and less visual cortical activation than
non-hallucinating PD patients.59 These authors postulated that PD hallucinators suffer from
a weakening of retinal-striatal-cortical signals, which may lead to the disinhibition of “top-
down” processing and the subsequent release of internally-generated images into areas that
normally represent externally-generated percepts. Another fMRI study documented a similar
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pattern of increased activation of visual association cortex (BA 19) coupled with decreased
activation of primary visual cortex (BA 17) in PD patients experiencing visual
hallucinations.60 Barnes et al report deficient reality monitoring in PD hallucinators in that
these patients were more likely than non-hallucinating PD patients and elderly controls to
believe that mental images were real external stimuli.61 Currently, studies are underway to
determine the effects of pharmacological treatments for hallucinations on functional visual
networks.

Sleep Disorders
Psychosis in Parkinson’s has also been linked to sleep disturbances. Sleep complaints such
as insomnia62 and daytime sleepiness63 are common in PD. The “continuum hypothesis” of
psychosis in PD asserts that sleep disturbances in PD lead to altered dream phenomena,
which later lead to frank daytime hallucinations and delusions. Indeed these early
phenomena occur frequently in PD. A study found that 48% of PD patients experienced
some sort of altered dream phenomena such as vivid dreams, nightmares, and reports
suggestive of REM disorder or night terrors.64 30.7% of patients in an early retrospective
study were reported to experience vivid dreams.65 One study designed to test the continuum
hypothesis found that sleep fragmentation, altered dream phenomena, and hallucinations/
illusions were not independent; however, no interaction was found between sleep
fragmentation and hallucinations/illusions, which the authors explained by suggesting that
the three phenomena are distinct but often overlapping.66

A prominent view of the relationship between sleep disturbances and PD psychosis involves
a disruption in rapid eye movement (REM) sleep. Polysomnographic studies of Parkinson
patients have found a relationship between visual hallucinations and short, fragmented REM
sleep. Specifically, patients experiencing hallucinations evidenced lower sleep efficiency
and reduced total REM sleep time and percentage, as compared to patients not experiencing
hallucinations.67 Visual hallucinations in PD have been purported by some to represent a
narcolepsy-like phenomena involving the intrusion of REM dream imagery into the waking
state.68 This intrusion may be related to a reduction in acetylcholine, which leads to the
disinhibition of the dream images and their release into the waking state.69

Neurochemical Abnormalities
Of the brain’s neurotransmitters, dopamine has been most consistently linked to psychosis in
PD as described above. However, serotonin and acetylcholine and the interaction between
these and dopaminergic systems may also play a role in the emergence of psychotic
symptoms. Evidence for serotonin’s contribution comes from the observation that several
pharmacological agents that reduce serotonergic activity improve psychotic symptoms. For
example, the efficacy of the second-generation antipsychotics has been proposed to be
related to their relatively high affinity for serotonin receptors compared to dopamine
receptors. Also, ondansetron, a 5-HT3 receptor antagonist, has been found to be successful
in improving psychotic symptoms in PD70 71. Conversely, serotonergic agonists have been
found to induce both delirium and psychosis.72

Arguments against a role for serotonin in the development of PD psychosis come from an
early autopsy study that have found that brains of PD patients with psychosis contain less
serotonin in the brainstem as compared to PD patients without psychosis.73 However, it is
possible that reduced serotonin could lead to post-synaptic hypersensitivity.74 Also,
levodopa may increase serotonergic activity.75

It has long been known that PD involves a cholinergic deficit, specifically in the nucleus
basalis of Meynert.76 This deficit is even more apparent in cognitively impaired and
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demented PD patients, and cognitive dysfunction and dementia have consistently been
identified as risk factors for the development of psychosis in PD.77 Additionally, a
cholinergic deficit has been linked to psychosis in dementia with Lewy bodies (DLB).78

Finally, anticholinergic drugs used to treat the motor symptoms of PD can lead to the
emergence of psychotic symptoms, and research is showing that cholinesterase inhibitors
may represent an alternative to antipsychotic agents for the treatment of PD psychosis.
Overall, it appears that PD psychosis involves the dysregulation of a combination of
neurotransmitter systems.

Structural Abnormalities
Lewy body deposition has long been known to be associated with dementia in Parkinson’s
disease, which has been identified as risk factor for PD psychosis. One study found a strong
correlation between the distribution of Lewy bodies in the temporal lobe, specifically in the
amygdale and parahippocampus, and well-formed visual hallucinations in Lewy Body
diseases such as dementia with Lewy Bodies and Parkinson’s disease dementia. 79 These
temporal lobe Lewy bodies are also associated with an earlier onset of hallucinations in this
disease. A large-scale autopsy study of 788 cases of parkinsonism showed a high specificity
of visual hallucinations for Lewy body diseases (92.9%).80 A recent clinico-pathological
comparison of 10 PD patients with a history of visual hallucinations and 10 PD controls
revealed a significantly greater Lewy body burden in the amygdala and cortical areas in the
hallucinating patients. 81

Genetics
Recent research has increasingly attended to genetic contributions to Parkinson’s disease
and its associated neuropsychiatric symptoms. Family history of dementia appears to be a
significant risk factor for the development of hallucinations in patients with PD.82

Furthermore, preliminary evidence suggests that certain genetic profiles may be associated
with the development of psychosis in PD. For example, studies have identified the APOE
epsilon4 allele as a significant risk factor for drug-induced visual hallucinations in PD83 and
an earlier appearance of psychosis in PD.84 However, other studies have failed to document
an association between APOE4 and PD psychosis.85 86 More recently, a post-mortem
analysis reported an association between PD-related hallucinations and the tau H1H1
genotype.87 Further research is necessary to elucidate the role of genetics in the expression
of psychotic symptoms in PD.

IV Management
Before treating psychosis in PD, it is important to rule out an underlying medical illnesses as
the cause of the symptoms. For example, urinary and pulmonary infections, metabolic and
endocrine imbalances, cerebral hypoperfusion states, and psychosocial stressors can lead to
delirium and psychotic symptoms, especially in geriatric patients88.

If the patient is in the early state of the disease, it is likely the psychotic symptoms are
attributable to a pre-existing psychiatric disorder or another Parkinsonian syndrome such as
dementia with Lewy bodies (DLB). In one study, all patients identified as having early-onset
(within three months of initiating levodopa therapy) hallucinations were later found to carry
a diagnosis other than or in addition to Parkinson’s disease that could account for their
psychotic symptoms89.

Another important consideration in the management of PD psychosis is the issue of
polypharmacy, which has been shown to be an independent risk factor for the development
of psychotic symptoms in PD90. Not only dopaminergic medications, but also narcotics,
hypnotics, antidepressants and anxiolytics may contribute to the expression of psychosis.
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Medication Reduction
It is generally accepted that the most effective first-line strategy in the treatment of
psychosis in Parkinson’s disease is a reduction in anti-PD medications. If the patient is on
multiple medications, most authorities would recommend the gradual removal of anti-PD
drugs in the following order: anticholinergics, selegiline, amantadine, dopamine agonists,
then catechol-O-methyltransferase (COMT) inhibitors, and lastly, levodopa.91 92 Clinicians
should also consider using the short-acting formulation of levodopa rather than the
continued-release or long-acting version because the former carries a lower risk for the
accumulation of adverse side effects. If the reduction in anti-PD medications to the lowest
dose tolerable without the exacerbation of motor symptoms does not improve psychosis, the
addition of an antipsychotic agent should be considered.

Antipsychotic Agents
Compared with first-generation or traditional antipsychotics, second-generation
antipsychotics (SGAs) produce fewer and less severe extrapyramidal side effects and serum
prolactin elevations, presumably due to dual serotonin-dopamine antagonism.93 94 As a
result, SGAs, or “atypical” antipsychotics, are typically the treatment of choice for
combating psychosis associated with PD. However, the Food and Drug Administration
(FDA) of the United States has mandated that all manufacturers provide a boxed warning on
product labels stating that SGAs have been found to be associated with a higher risk of
mortality when used in elderly patients with dementia95. This finding is particularly relevant
in the management of PD psychosis considering the age and frailty of the late-stage PD
patients who typically experience psychosis. Since the mechanism by which SGAs caused
increased mortality has not been fully elucidated, they will likely continue to be the most
common pharmacological agents used in the treatment of PD psychosis. However, studies
using alternative therapies such as cholinesterase inhibitors are currently underway.

Six non-traditional or “atypical” antipsychotic drugs have been marketed in the US:
clozapine, risperidone, olanzapine, quetiapine, ziprasidone, and aripiprazole. The differences
between these agents lie in their relative tendencies to worsen motor symptoms, and the
clinician’s choice of an antipsychotic agent is based largely on its unique side effect profile.
Given the adverse consequences associated with the use of neuroleptics, the duration of
treatment is an important consideration. Hallucinations tend to persist in Parkinson’s
disease, and the existence of hallucinations at baseline is a strong predictor of their existence
at follow-up evaluations96. One study that attempted to wean psychosis-free PD patients off
of their antipsychotic medications was aborted after enrollment of only six patients because
5/6 subjects experienced rebound psychosis. Furthermore, 3 out of the 5 patients
experienced a worsening of psychotic episodes in the form of paranoid delusions or
threatening auditory hallucinations97. Research is needed to confirm whether antipsychotic
medications should be continued after they are initiated.

Clozapine—Clozapine, a dibenzodiazepine derivative, is the only SGA fully recommended
for the treatment of psychosis in PD according to a 2007 meta-analysis98. Numerous double-
blind placebo-controlled as well as open-label trials have been conducted that demonstrate
its efficacy and tolerability in PD patients.

The only negative study in the literature on clozapine in PD was also the very first double-
blind, placebo-controlled trial.99 In that study, 3 out of 6 patients experienced worsened
parkinsonism; however, the titration schedule used was taken from the schizophrenia
literature and reached 150mg/d. At higher dosages, subjects reported severe sedation, which
may partially explain the exaggeration of PD motor symptoms. It is now known that PD
patients can experience therapeutic benefit at doses as low as 6.25mg/d.100
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Two randomized, double-blind, placebo-controlled trials of low-dose clozapine in PD were
published in 1999.101 The US trial demonstrated significant improvement in symptoms as
measured by four different psychosis scales as well as no decline in motor function.
Additionally, there was a significant improvement in tremor. Many patients experienced
complete resolution of psychotic symptoms in just one day, and the majority experienced
significant improvement in one to two weeks. Only one subject discontinued treatment as a
result of a decline in white blood cell (WBC) count. The French trial reported similar results.
A meta-analysis reported an average improvement rate of 85% with acceptable tolerance.102

Analysis of longitudinal data (26 months) from 59 out of the original 60 patients enrolled in
the US trial revealed that 25% had died, and 42% had been placed in nursing homes. 8
patients who were not demented at baseline (MMSE > 25) were carrying a clinical diagnosis
of dementia at follow-up.103 69% of patients continued to hallucinate; however, persisting
hallucinations at long-term follow-up did not predict mortality, nursing home placement, or
dementia. Of the 40 patients still on an antipsychotic agent, 23 were still receiving
clozapine. Of those on clozapine, seven required repeat WBC counts, and two patients
withdrew from therapy as a result.

With regard to long-term efficacy and safety, one retrospective analysis of 39 parkinsonism
patients reported that over the course of 60 months, 85% of patients experienced a continued
partial/good response to clozapine, and 13% experienced a complete resolution of psychotic
symptoms.104 Data from a five-year follow-up study of 32 patients with PD revealed that 9
patients had discontinued treatment with clozapine because of improvement in psychosis,
while three patients discontinued treatment because of somnolence.105

Despite its demonstrated efficacy, clozapine is often avoided because of its potential for
producing agranulocytosis, which is thought to occur in 0.38% (in a sample of over 99,000
US patients with schizophrenia).106 For this reason, the use of clozapine must be
accompanied by weekly WBC count monitoring during the first six months of use and bi-
weekly monitoring thereafter. Other side effects of clozapine include sedation, orthostatic
hypotension and sialorrhea, which are more common.107 The use of second-generation
antipsychotics in schizophrenic patients has also been associated with a “metabolic
syndrome”, which features insulin resistance, weight gain, dyslipidemia, and abnormal
glucose metabolism.108 However, this syndrome has not been reported in PD patients.

In summary, the data support the use of low-dose clozapine for the treatment of psychosis in
PD. However, because of the strict monitoring required during treatment with clozapine,
research is underway to identify a more practical agent for the treatment of psychosis in PD.

Risperidone—Although risperidone, which is chemically dissimilar to clozapine, was
released in the US as an “atypical” antipsychotic, it has been shown to behave more like
“typical” neuroleptics in that it exhibits a dose-dependent incidence of extrapyramidal side
effects and prolactin elevation.109 110 111 The vast majority of trials with risperidone in
patients with parkinsonism are open-label. Overall, the reports demonstrate significant
improvement in psychosis. However, results regarding motor side effects vary greatly across
studies. Some describe severe motor worsening in each risperidone-treated patient.112 113

Others report no change in motor functioning.114115 116 Still others report mixed results.117
118 119 120 A meta-analysis of 82 risperidone-treated PD patients reported that 33%
experienced a worsening of motor symptoms.121 Only one double-blind study of risperidone
in PD has been conducted; however, it only included 10 patients.122 In that study, patients
were randomized to receive either clozapine or risperidone. The risperidone group, but not
the clozapine group, experienced a significant improvement in psychosis, as measured by
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the psychosis cluster on the Brief Psychiatric Rating Scale (BPRS); however, mean
improvement did not differ between the clozapine and risperidone groups.

The variability in results among risperidone studies is largely attributable to the open-label
nature of most reports. However, clinicians may also have differed in their ability to assess
parkinsonism, and different studies utilized different titration schedules and durations of
observations. Due to numerous reports of motor worsening in PD patients treated with
risperidone and the agent’s “typical” antipsychotic behavior, many movement disorders
specialists are reluctant to use this agent to treat PD psychosis.

Olanzapine—Olanzapine is more chemically similar to clozapine than is risperidone, and
it appears to be more “atypical” in that the dosage levels required to induce catalepsy are
higher than those that would be used in treating humans, and it does not cause significant
prolactin secretion.123

The very first study of olanzapine in PD was open label and demonstrated that the agent was
effective in treating drug-induced psychosis in 15 non-demented patients without motor
worsening. A 2003 review of the literature estimated motor deterioration occurred in about
40% of Parkinson’s patients.124

Four double-blind trials of olanzapine in PD have been published. Three were placebo
controlled, and one compared olanzapine to clozapine. The latter trial was aborted after six
out of 7 of the olanzapine-treated subjects experienced a significant decline in motor
functioning.125 All three placebo-controlled trials demonstrated no significant improvements
in PD psychosis and a worsening of motor functioning.126 127 In summary, olanzapine
appears ineffective in the treatment of psychosis in PD and can lead to intolerable motor
deterioration even at low doses.

Quetiapine—Among the SGAs, quetiapine, a dibenzothiazepine, has the closest structural
resemblance to clozapine. It is a strong 5-HT2 receptor antagonist and a moderate D2
receptor antagonist, and it shows only low affinity for the muscarinic receptor. It does not
block apomorphine-induced stereotypy, alter prolactin levels, or show a risk of
agranulocytosis.

Numerous open-label studies on quetiapine for the treatment of psychosis in PD have been
reported, two of which were retrospective analyses. One report found that 35 out of 43 PD
patients experienced a significant improvement in psychotic symptoms when treated with
quetiapine, and only five patients (all of whom were demented) experienced a mile
deterioration in motor functioning. No patients discontinued treatment.128 In 2003,
Fernandez et al reported that 78 out of 106 PD patients treated with quetiapine at a single
movement disorders center remained on the agent for a mean duration of 15 months, and 87
(82%) of those patients experienced partial or complete resolution of psychosis.129 Mild
motor worsening was reported over 15 months by 32% of the patients, and these patients
tended to be more demented.

Two double-blind trials of quetiapine in PD reported no significant improvement in
psychosis. The first trial, in which 31 patients were randomized (2:1) to quetiapine or
placebo, may not have been adequately powered to detect a treatment effect.130 In the
second trial, 30 patients were randomized to quetiapine and 28 patients were randomized to
placebo.131 Of the 15 patients who discontinued the medication in the quetiapine group, 10
patients reported a lack of efficacy. The authors suggest that this large dropout rate may
have influenced their results. These results are surprising given that open-label studies of
over 400 patients have reported overall efficacy and tolerance of quetiapine in PD.
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Another double-blind trial of quetiapine in PD did show efficacy in treating psychosis. 40
patients were randomized to either quetiapine or clozapine. Both groups experienced a
significant improvement in psychotic symptoms, and the groups did not differ in mean
improvement.132

A recent study reported on 35 PD patients with psychosis who were followed over 24
months.133 15 (43%) patients responded to quetiapine over the 24-month period. 11 of those
patients were still receiving quetiapine at 24 months, 3 discontinued the medication due to
improvement in their psychosis, and 3 discontinued the medication due to financial reasons.
There were no reports of worsening motor symptoms.

There have been some reports suggesting that quetiapine may have a positive effect on sleep
architecture. An open-label trial of quetiapine for the treatment of insomnia in Parkinson’s
disease found a significant improvement in the severity of insomnia, as assessed with the
Pittsburg Sleep Quality Index (PSQI) and a significant reduction in daytime sleepiness, as
assessed with the Epworth Sleepiness Scale (ESS) with no worsening of motor symptoms.
134 Given the known association between sleep disturbances, including insomnia and
daytime sleepiness, and the development of visual hallucinations in PD, studies are currently
underway to investigate the relationship between quetiapine’s effects on both sleep and
psychosis in PD.

In summary, quetiapine appears to be less effective than clozapine for the treatment of PD
psychosis. It does not improve tremor, and it may induce mild motor worsening.135

However, unlike olanzapine and risperidone, no declines in motor functioning reported in
PD patients have required hospitalization. Additionally, quetiapine does not carry an
associated risk of agranulocytosis, and thus it does not require the vigilant monitoring that
clozapine requires.

Ziprasidone—Compared with other second-generation antipsychotics, ziprasidone has a
greater affinity for serotonin 5-HT2 receptors than for dopamine D2 receptors136. Its use has
been limited because of its effects on the heart’s electrical cycle, but there has been no
reported cases of ziprasidone causing torsades de pointes as a result of the drug’s side effect
of prolonging the QT interval.137 Available data on the use of ziprasidone to treat PD
psychosis is limited.

Two case reports suggest that ziprasidone may be a relatively safe treatment for psychosis in
PD, especially when other antipsychotic agents have proven ineffective or caused intolerable
side effects. One patient’s delusions and multiple-modality hallucinations resolved with
ziprasidone, and his motor functioning improved at a final dose of 80mg/day.138 The second
patient experienced a resolution of both hallucinations and delusions without adverse effects
at a final dose of 120mg/day.139

Two case series on ziprasidone in PD have been published. The first, conducted in Spain,
was an open-label trial in 12 PD patients.140 On average, psychosis improved by 58.4%
(mean dose 24 mg/day) at one month and 72% (mean dose 32 mg/day) at 12 weeks, as
measured by the Neuropsychiatric Inventory. Two patients discontinued treatment due to
sedation or deterioration of gait. UPDRS motor scores did not worsen significantly, despite
the deterioration of gait observed. The second report, conducted in Germany, was an open-
label trial of intramuscular injections of ziprasidone (10–20 mg) for acute agitation in 5 PD
patients.141 Mean improvement in symptoms was 24.6 points on the Brief Psychotic Rating
Scale, and no worsening of parkinsonism was reported.
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While it appears that ziprasidone may represent a relatively safe and effective treatment of
PD psychosis in some patients, after reviewing data on ziprasidone for the treatment of
schizophrenia, a panel of expert psychiatrists concluded that its extrapyramidal side effects
profile is “better than risperidone, the same as olanzapine but not quite as good at quetiapine
or clozapine”.142

Aripiprazole—Unlike first- and second-generation antipsychotics, which are D2
antagonists, aripiprazole is a partial agonist at both D2 and 5-HT1 receptors and has been
referred to as the first of the third generation of antipsychotic agents.143 144 145 Additionally,
it is believed to carry a relatively low risk of extrapyramidal side effects due to its high 5-
HT2/D2 affinity ratio. However, available data on aripiprazole suggest that its efficacy and
tolerability in PD patients is variable.

Several case reports on aripiprazole in PD have been published. The first reports a drastic
deterioration in motor symptoms, including severe akinesia and anarthria, with no change in
hallucinations or delusions.146 Another patient experienced similar motor complications
with aripiprazole, although auditory hallucinations and delusions were completely resolved.
147 Treatment with aripiprazole was discontinued after the patient experienced akinesia and
rigidity. A third report describes three patients with PD psychosis.148 All three patients
experienced improvement in psychosis, as measured by the Brief Psychiatric Rating Scale
and the Clinical Global Impression scale, and no adverse events were reported.

To date, two open-label trials of aripiprazole in PD have been published. The first trial
included 8 patients experiencing visual hallucinations and/or paranoid delusions.149 Only 2
out of the 8 patients showed a complete improvement in psychosis, as measured by the
BPRS. The remaining 6 patients discontinued treatment due to inefficacy (2 patients), motor
deterioration (2 patients), lack of improvement in motor functioning that had been
compromised after treatment with olanzapine (1 patient), or intolerable restlessness and
confusion (1 patient). The second open-label trial involved 14 patients and reported similar
results.150 In this study, 6 out of the 14 patients experienced an improvement in psychosis.
The remaining 8 subjects discontinued treatment due to worsened parkinsonism (3 patients),
exacerbated psychosis (2 patients), worsened parkinsonism and psychosis (2 patients), and
inefficacy (1 patient).

Available data suggests that while aripiprazole may be efficacious for some patients, it
carries a high risk of adverse effects and results are variable.

Other treatments
Ondansetron—Ondansetron, an antiemetic, was tested as a possible treatment for
schizophrenia due to its action as an antagonist at the 5-HT3 receptors, but it has not been
found to be efficacious for this purpose. However, there are several early reports that it may
be efficacious for the treatment of psychosis in Parkinson’s disease without the worsening of
motor symptoms, presumably due to its high selectivity. Two open-label trials conducted by
Zoldan et al. reported that a total of 40 patients experienced an improvement in psychosis.
Side effects were limited and included headache (1 patient) and constipation (7 patients).151
152 However, these positive results have not been reproduced by others.153 Furthermore, the
cost of the drug has kept it from being tried further in the PD population.

Cholinesterase inhibitors
Tacrine: The first published trial of a cholinesterase inhibitor in PD involved tacrine for the
treatment of PD dementia in patients experiencing confusion and visual hallucinations.154 In
this open-label design, 5 out of 7 demented patients experienced a complete resolution of
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psychotic symptoms, and the remaining 2 patients improved. No patients experienced a
decline in motor functioning. However, Ott and Lannon reported an exacerbation of
parkinsonism in one PD patient treated with tacrine.155 Due to hepatic toxicity, tacrine is
rarely used for the treatment of PD psychosis.

Donepezil: Several open-label studies of donepezil in Parkinson’s disease have been
reported. One trial involved 8 non-demented patients experiencing visual hallucinations with
or without delusions, and the authors reported a significant decrease in psychotic symptoms,
as measured by the Parkinson Psychosis Rating Scale (PPRS).156 Two patients experienced
a clinically significant worsening of motor functioning. Another open-label trial included 6
demented PD patients with psychotic symptoms.157 5 out of the 6 patients experienced at
least a moderate improvement in psychosis and the remaining patient experienced a mild
improvement. No adverse motor side effects were reported. A third study reported on 3
patients with visual hallucinations.158 The authors report that all 3 patients experienced an
improvement in their hallucinations without worsening of motor functioning. However, one
of the 3 patients developed delusions, which resolved after treatment was terminated.

A randomized, placebo-controlled trial of donepezil in PD patients with psychosis enrolled
22 demented PD patients.159 There was no difference between patients receiving donepezil
or placebo in psychosis, as measured by the BPRS. However, this trial excluded patients
with more severe psychosis. A double-blind, placebo-controlled trial of donepezil in
demented PD patients studied 14 subjects for 20 weeks.160 No patients experienced a
decline in motor functioning. With regard to psychotic symptomatology, 3 patients showed
improvement in scores for delusions, 2 for hallucinations, and 9 for agitation. However,
none of these improvements reached statistical significance, likely due to low baseline
scores and a small sample size.

Galantamine: Galantamine is unique from other cholinesterase inhibitors in that it also acts
on nicotinic Ach receptors. There is evidence to suggest that activity at these receptors may
prevent the down-regulation of acetylcholine that may occur after treatment with
cholinesterase inhibitors.161 Thus, increasing activity at nicotinic receptor located on
presynaptic terminals of dopamine neurons in the striatum may facilitate the release of
dopamine and exert a positive effect on motor symptoms. There is only one reported open
label trial of galantamine in psychotic PD patients. In that study, 7 out of the 9 patients
experiencing hallucinations experienced an improvement in their hallucinations with 3 of
those 7 experiencing a complete resolution of symptoms. Furthermore, parkinsonism
improved in 6 out of the 9 patients. However, the remaining 3 experienced a worsening of
tremor.

Rivastigmine: Rivastigmine is unique from the other cholinesterase inhibitors in that in
addition to its action on acetylcholinesterase, it also inhibits butyrylcholinesterase. In an
open-label trial of rivastigmine in12 PD patients with psychosis, the drug was well-tolerated,
MMSE scores improved from 20.8 to 25.4, UPDRS motor scale scores did not change, and
caregiver distress improved.162 Importantly, mean NPI scores improved on the subscales
measuring hallucinations and sleep disturbances, although not on the delusion subscale. No
worsening of tremor or parkinsonism was noted. A case series of four patients with visual
hallucinations found that rivastigmine improved hallucinations and was well-tolerated.163

Recently, results from a large, double-blind, placebo-controlled trial of rivastigmine for the
treatment of visual hallucinated in demented PD patients were reported.164 The trial enrolled
188 hallucinating patients and 348 non-hallucinators. Patients experiencing hallucinations
improved significantly in overall NPI score as well as on the individual item for agitation/
aggression. In addition, hallucinating patients experienced a greater therapeutic benefit from
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rivastigmine than did non-hallucinating patients, most likely due to the more rapid decline in
the hallucinating placebo group. Additional double-blind, controlled trials of rivastigmine
for the treatment of visual hallucinations in PD are needed and are currently underway.

Electroconvulsive Therapy (ECT)
ECT has been found to be an effective treatment for psychiatric disorders such as
medication-resistant depression and schizophrenia. Research regarding its use in Parkinson’s
disease is limited to case reports; however, it appears that ECT may be useful in reducing
psychotic symptoms in PD, especially when there is concurrent depression and/or
pharmacologic therapies have been unsuccessful. Most patients in the literature experienced
a reduction in psychotic symptoms following ECT treatment.165 166 167 Reports also indicate
that ECT may temporarily improve motor symptoms. Because ECT treatment may require
hospitalization and side effects include cognitive deficits and confusion, it should only be
considered when trials with pharmacological treatments have proved unsuccessful.

Antidepressants
Early studies suggested that some antidepressants may induce or exacerbate psychotic
symptoms.168 169 However, there is emerging evidence that certain antidepressant
medications, such as clomipramine and citalopram, may actually improve psychotic
symptoms, especially in patients with concurrent depression.170 171 The literature to date
consists only of case reports, and further studies, including controlled trials, are needed.

Psychological Approaches
Managing psychosis and its behavioral and emotional consequences through non-
pharmacological methods should also be discussed with the patient and his/her family.
Psychosis in PD tends to persist, and it may not resolve with aggressive pharmacological
treatments. In addition, psychosis is related to disturbing emotional problems such as
depression. Self management skills and structured psychological interventions are both
important, albeit understudied, strategies in optimizing psychosis management.

Diederich et al found that 36 out of 46 hallucinating PD patients surveyed reported using
self-driven coping strategies such as cognitive, interactive, and visual techniques, to manage
their symptoms.172 While the study did not include a measure to formally evaluate the
effectiveness of these strategies, patients who reported using them reported that their
hallucinations were “bothersome or depressing” only 39% of the time, compared to 60% of
the time for those who did not report using coping strategies. This difference did not reach
significance. Further studies should be conducted to further explicate the most beneficial
forms of self-driven coping strategies for different types of patients.

Structured psychological interventions, including cognitive-behavioral therapy, supportive
therapy, and psychoeducation, have also been useful in the treatment of PD psychosis.173 174
175 While most of the evidence for the effectiveness of these interventions comes from the
schizophrenia literature, the results are promising, and future research should aim to
investigate their feasibility and effectiveness in Parkinson’s populations. Since early
psychosis in PD typically involves retained insight, these patients may potentially benefit
even more from such techniques as cognitive-behavioral therapy.

V Conclusion
Psychotic symptoms are a common feature of PD and are related to disease duration and
severity, dementia, depression, and age. The pathophysiology of psychosis is now known to
involve an interaction between extrinsic, drug-related and intrinsic, disease-related
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components such as neurochemical (dopamine, serotonin, acetycholine, etc) and structural
abnormalities, visual processing deficits, sleep dysregulation, and genetics. The treatments
for PD psychosis are as numerous as its proposed origin, and can include various
pharmacological and other types of strategies. First-line treatment traditionally involves the
removal of or reduction in anti-PD medications; however, persistent symptoms may require
the addition of another drug. While clozapine and quetiapine appear to be the most
efficacious of the second- and third-generation antipsychotics, their side effects have
prompted an explosion of research into alternative agents, the most promising of which
appears to be cholinesterase inhibitors such as rivastigmine. Future research is required in
order to elucidate the unique contributions of the various proposed mechanisms responsible
for the emergence of psychotic symptoms of PD and to identify the safest and most
beneficial treatment strategies.
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Figure 1.
Pathophysiology of psychosis in Parkinson’s disease: an interplay between environmental
and intrinsic factors.
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