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Abstract

Lewy body dementia (LBD) is a progressive neurological disorder characterized by dementia, parkinsonism, and
psychotic symptoms. Treating psychosis in LBD is particularly challenging, especially given the high risk of
extrapyramidal effects of antipsychotics commonly associated with this population. If treatment with an antipsychotic
is warranted, low-potency antipsychotics are preferred; however, they may not be suitable for all patients because of
adverse effect profiles, safety concerns, or logistical barriers. This case study illustrates how a patient diagnosed with
LBD and unable to tolerate or access commonly used antipsychotics was effectively treated with low-dose loxapine.
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Introduction

A 2019 study noted that 15% of adults aged 68 years and
older have dementia." Treatment is initially aimed at slowing
the cognitive decline; however, as the disease progresses,
behavioral and psychosocial symptoms of dementia may
present. These symptoms can include delusions, hallucinations,
depression, anxiety, agitation, or disinhibition.>

Dementia with Lewy bodies is an umbrella term that includes
Lewy body dementia (LBD) and Parkinson disease dementia
(PDD). It accounts for 5% of all dementia diagnoses.3 LBD is
a progressive neurological disorder characterized by cognitive
decline, parkinsonism, rapid eye movement (REM) sleep
behavior, and psychotic symptoms, such as visual hallucinations

and delusions.” LBD and PDD share overlapping treatment
approaches, as they are neuropathologically indistinguishable
except for the time to onset of dementia symptoms.* Although
there is no cure, symptomatic treatment may be provided for
hallucinations and delusions seen in LBD.

Treating psychosis in LBD is particularly challenging as this
population is particularly susceptible to extrapyramidal
adverse effects from antipsychotics. Neuroleptic sensitivity is
seen in approximately 50% of patients and can result in fatal
complications. It is theorized that dopamine and acetylcholine
blockade are at least partly responsible for this phenomenon,
which is a property of many antipsychotics, particularly those
that are first-generation, which may explain why they are not
recommended in LBD.” According to the Lewy Body Dementia
Association, acetylcholinesterase inhibitors (AChEIs) are the
first-line treatment of cognitive and psychiatric symptoms.
Rivastigmine is the only AChEI that is FDA approved for
treating LBD, but there is no comparative data among riva-
stigmine, donepezil, and galantamine to suggest that one is
superior. If an AChEI is ineffective and the patient continues
to have delusions or hallucinations not controlled by nonphar-
macological interventions, antipsychotics may be considered.
There is a US boxed warning for all antipsychotics noting an
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increased all-cause mortality when used for the treatment of
dementia related psychosis, so the risks versus benefits of
treatment must be weighed very carefully.®

First-generation antipsychotics (FGAs) are generally not
recommended in patients with LBD, as they can worsen
parkinsonian symptoms and are more likely to cause neuro-
leptic sensitivity through their strong dopamine antagonism.
Existing data suggest that second-generation antipsychotics
(SGAs) may be cautiously used with close monitoring when
needed because of the added serotonin 2A antagonism, which
modulates dopamine in the nigrostriatal pathway.>”* Quetia-
pine and clozapine are the preferred agents because of the low
dopamine-2 (D2) receptor antagonism to treat psychosis
from LBD; however, their use may be limited due to lack of
efficacy, tolerability concerns, or monitoring requirements.
Despite the preference to use quetiapine in LBD, it is unclear
if it is beneficial. A small study that enrolled 23 patients with
LBD found that while quetiapine was well-tolerated and did
not worsen parkinsonism, it did not demonstrate appreciable
benefit in psychosis or agitation.” Clozapine has demonstrated
benefit in multiple clinical trials for the treatment of psychosis
in PDD, but its efficacy in LBD remains unestablished.® The
need for frequent laboratory monitoring associated with clo-
zapine may further limit its use. Although case reports suggest
pimavanserin may be beneficial in LBD, high-quality evidence
evaluating its safety and efficacy is lacking.'”"> Additionally,
its relatively high cost may limit broader use.

Given the limited availability of antipsychotic options, there
is a clear need for alternatives to ensure that patients who do
not respond to, cannot tolerate, or are not appropriate candi-
dates for these agents still have access to safe and effective
treatment. Although categorized as an FGA, loxapine could
serve as a viable alternative given its distinctive pharmacokinetic
and pharmacodynamic characteristics.'*'> Of note, loxapine
exhibits a high 5-HT2A to D2-binding ratio, similar to that
of SGAs such as clozapine. Additionally, both loxapine and
clozapine share a high affinity for D4 receptors, in contrast
to other FGAs that predominantly target D2. To these authors’
knowledge, there are no case reports or studies evaluating the
use of loxapine for the treatment of psychosis in patients with
LBD or PDD.

Case Report

An 80-year-old male diagnosed 5 years earlier with LBD and
REM sleep disorder, presented to an outpatient clinic for
ongoing LBD management. His past medical history is
notable for hypertension, hyperlipidemia, chronic kidney
disease, benign prostate hyperplasia, chronic pulmonary disease,
glaucoma, and blindness.

The patient originally underwent neuropsychological evaluation
for confusion, poor concentration, memory loss, vivid and

recurrent visual hallucinations, hand tremors, and gait dis-
turbances. Although Charles Bonnet Syndrome was initially
considered, the presence of REM sleep disorder, cognitive
decline, and motor symptoms made LBD the more likely
diagnosis. The visual hallucinations—often of children and
animals—occurred nightly; however, the patient denied all
other psychiatric symptoms, including auditory hallucina-
tions, dysphoria, paranoia, delusions, suicidal ideation, or
homicidal ideation. Treatment was initiated with donepezil 5
mg, which led to a marked reduction, though not complete
resolution, of hallucinations. The dose was increased to 10 mg
nightly, resulting in complete remission of visual hallucinations
within 6 months. For REM sleep behavior disorder, melatonin
was titrated to 18 mg nightly, and trazodone 50 mg nightly was
added. He remained stable on this regimen for approximately
4 years and maintained a fair level of independence in activities
of daily living despite significant visual impairment.

After 4 years, the patient’s wife reported a notable clinical
decline characterized by worsening sleep, resurgence of visual
hallucinations, and the onset of delusions—specifically, beliefs
that strangers were entering their home in the evenings. These
symptoms caused significant distress for both the patient and
his wife, prompting consideration of antipsychotic treatment.
A trial of quetiapine 12.5 mg nightly was initiated, resulting in
some improvement in visual hallucinations. However, upon
titration to 25 mg nightly in an attempt to achieve better
symptom control, the patient developed increased confusion
and more frequent hallucinations, now occurring throughout
the day. As a result, the patient self-discontinued quetiapine.
A brief trial of prazosin for sleep-related movements was also
attempted but then discontinued due to symptom worsening.
No additional psychomotor symptoms were documented in
clinical notes.

Given the patient’s blindness, cognitive impairment, and logisti-
cal challenges associated with frequent laboratory monitoring,
clozapine was deemed an unfavorable option. Pimavanserin was
ruled out because of high cost and nonformulary status. A multi-
disciplinary approach determined that loxapine 5 mg nightly
could be tried. Despite limited data, the structural similarity to
clozapine, which would be the next medication of choice, made
this an appealing option. Three weeks after initiating loxapine,
the patient presented to the emergency department for worsen-
ing REM sleep behavior disorder symptoms. At that time, trazo-
done was increased to 100 mg nightly. At a follow-up clinic visit
approximately 1 month later, the patient reported significant
improvement in symptoms. The frequency of visual hallucina-
tions had decreased to once every 1 to 2 weeks, and he appeared
markedly less distressed. He also denied experiencing any para-
noia or delusions. There was one instance of a missed loxapine
dose, which resulted in breakthrough hallucinations, further sup-
porting its therapeutic effect.

The patient’s positive response to loxapine 5 mg nightly was
sustained at the 6-month follow-up without the need for dose
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escalation. Both the patient and his wife felt that the medica-
tion was effective and well-tolerated, with no psychomotor
adverse effects. Owing to the sedating properties of loxapine,
trazodone was reduced to 75 mg nightly, while maintaining
symptom control and improving quality of life. Both the
patient and his wife expressed satisfaction with the cur-
rent regimen.

Discussion

The management of neuropsychiatric symptoms in patients
with LBD presents a significant clinical challenge because
of their heightened sensitivity to antipsychotic medications
and limited pharmacologic options. Quetiapine and clozapine
are often considered the preferred antipsychotics due to their
minimal D2 antagonism and lower risk of worsening Parkinson
disease motor symptoms. However, in this specific case, the
patient experienced worsened symptoms on quetiapine, and
his comorbidities, coupled with logistical barriers to laboratory
access, made adherence to clozapine monitoring require-
ments unrealistic.

First-generation antipsychotics are not recommended in
LBD as the dopamine blockade can worsen symptoms and
progress the illness. However, loxapine was selected as an
alternative in this case based upon the structural and receptor
binding similarities to clozapine and the theory that these
similarities are unlikely to worsen the underlying disease.'>'®
In addition to these pharmacologic parallels, there are pub-
lished reports of using loxapine in place of clozapine for
treating schizophrenia symptoms, as it does not require
frequent laboratory monitoring, making it a potentially
preferable option.'>'®

Conclusion

This case shows that loxapine may be a potential antipsy-
chotic option for patients with LBD on an acetylcholinesterase
inhibitor who are unable to tolerate or access clozapine,
quetiapine, or pimavanserin. At the 6-month follow-up,
the patient continued to experience a positive therapeutic
effect from loxapine, with no reported adverse effects and
the potential for sustained benefit over time. Additional studies
would be valuable to better understand its safety and efficacy
in this population.
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