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INTRODUCTION

•  Psychosis is a prevalent feature of dementia with Lewy bodies 
(DLB) and Parkinson’s disease dementia (PDD), affecting 30%-75% 
of patients depending on dementia type and disease stage1

•  DLB psychosis (DLBP) and PDD psychosis (PDDP) are collectively 
known as Lewy body dementia psychosis (LBDP)

•  Psychosis is difficult to treat and is associated with a reduced 
quality of life, increased institutionalization, and increased mortality1

•  Atypical antipsychotics are often used to treat conditions such as 
DLBP or PDDP despite substantial concerns about their safety in 
elderly patients2

•  Currently, there are no pharmacologic treatments for LBDP 
approved by the US Food and Drug Administration (FDA)

•  Pimavanserin, a drug approved to treat hallucinations and delusions 
in Parkinson’s disease psychosis with or without dementia, has 
been evaluated for the treatment of dementia-related psychoses3

•  ACP-204 is a selective 5-hydroxytryptamine receptor 2A (5-HT2A; 
less so at 5-HT2C) inverse agonist/antagonist discovered to have an 
improved pharmacologic profile compared with pimavanserin

•  The objective of this study will be to evaluate the efficacy, dose 
response, and safety of ACP-204 in adults with LBDP, including 
PDDP and DLBP

STUDY DESIGN

•  Study ACP-204-012 will be a multicenter, randomized, double-blind, 
placebo-controlled phase 2 study investigating ACP-204  
30 or 60 mg in LBDP

•  The study will include a ≤30-day screening period, a 6-week 
double-blind treatment period, 2 safety follow ups (7 days and 30 
days), and an additional mortality follow-up for participants with 
early study termination (Figure 1)

•  Those who complete the double-blind treatment period may be 
eligible to enroll in the open-label extension (OLE)

Figure 1. Study Design Schematic.
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CGI-S-LBDP, Clinical Global Impression–Severity in the LBDP context; LBDP, Lewy body dementia psychosis; OLE, open-label extension; R, randomization; SAPS-LBPD, Scale for the Assessment of Positive Symptoms–LBDP.
aSafety follow-up for participants not continuing to the OLE includes 2 phone calls, one at 7 days and one at 30 days; for those who terminate early, safety follow-up includes an additional mortality follow-up after 30 (+4) days.
bChange from baseline.

•  The primary endpoint, change from baseline to week 6 in the Scale for the Assessment of Positive 
Symptoms (SAPS) for LBDP (equivalent to SAPS-PD) (Table 1), will be analyzed using a mixed-effect model 
for repeated measures, including effects for treatment groups, visit, treatment-by-visit interaction, baseline 
SAPS-LBDP score-by-visit interaction, and randomization stratification (eg, site and institution)

•  Treatment effect will be estimated by the difference in least squares means at week 6 and will be tested at 
α=0.05 (2-sided) using the full analysis set
 – The full analysis set will include all randomized participants who receive ≥1 dose of study drug and 
have a baseline and ≥1 postbaseline value for SAPS-LBDP total score

•  Secondary endpoints will be analyzed similarly to the primary endpoint
•  Safety results will be analyzed using descriptive statistics

 – The safety analysis set will include all randomized participants who receive ≥1 dose of study drug

Table 1. Study Endpoints.
Endpoints

Primary
•	Change from baseline to week 6 in SAPS-LBDP

Select exploratory
•	�Change from baseline to week 6 in  

SAPS-H+D total score
•	SAPS-H and SAPS-D scores at all visits
•	�NPI-C domain scores at weeks 2, 4, and 

6: Hallucinations, Delusions, Psychosis  
(Hallucinations and Delusions), Dysphoria, 
Anxiety, and Apathy/Indifference

•	�NPI-C caregiver distress scores for the 
above NPI-C domains at weeks 2, 4, and 6

•	QOL-AD score at week 6

Select safety
•	Treatment-emergent adverse events
•	Electrocardiograms
•	�Suicidality as measured by the following​
	 -	�Global Clinician Assessment of Suicidality score​
	 -	�Columbia–Suicide Severity Rating Scale
•	�Udvalg for Kliniske Undersøgelser Sleepiness/

Sedation and Orthostatic Dizziness scores
•	�Mini-Mental State Examination score
•	�Extrapyramidal Symptom Rating Scale–

Abbreviated scores

Key secondary
•	Change from baseline to week 6 in CGI-S-LBDP

Select other secondary 
•	CGI-I-LBDP score at weeks 1, 2, 4, and 6
•	Change from baseline on
	 -	SAPS-LBDP total score at weeks 1, 2, and 4
	 -	Sleep Disorders Inventory score at week 6

CGI-S/I-LBDP, Clinical Global Impression–Severity/Improvement in the LBDP context; LBDP, Lewy body dementia psychosis; NPI-C, Neuropsychiatric Inventory-Clinician version; QOL-AD, Quality of Life in Alzheimer’s Disease; SAPS-H+D, 
Scale for the Assessment of Positive Symptoms-Hallucinations and Delusions; SAPS-LBPD, Scale for the Assessment of Positive Symptoms–LBDP.

Study Participants
•  Eligible participants (Table 2) will be randomized 1:1:1 to receive placebo, ACP-204 30 mg, or ACP-204 

60 mg for 6 weeks, with a 50% cap on randomization of patients with PDDP on all treatment groups and 
no cap for patients with DLBP

•  Target enrollment is approximately 180 participants, allowing for approximately 10% nonevaluable participants, 
providing ≥85% power to detect an effect size of 0.6 between ACP-204 30 or 60 mg and placebo at α=0.05 
using a 2-sided test

•  Participants will be stratified by disease and study site
•  Phosphorylated α‑synuclein inclusion in cutaneous (skin) peripheral nerve fibers using skin punch biopsy will be 

conducted to characterize patients using biomarkers

Table 2. Select Eligibility Criteria.
Inclusion criteria Exclusion criteria

•	Adults aged 55 to <85 years
•	�Meets criteria for PDD defined by the MDS Task Force4 or probable LBD by consensus 

criteria5

•	�Meets IPA criteria for psychosis in major or mild neurocognitive disorder
•	�Has psychosis persisting ≥2 mo prior to screening
•	�MRI or CT scan consistent with LBD diagnosis
•	�Has MMSE score ≥6 and ≤28 at screening and baseline
•	�Has SAPS Hallucinations or Delusions global item (H7 or D13) score ≥3 and a score ≥3 on 

≥1 other nonglobal item using the modified 9-item SAPS-LBDP at screening and baseline
•	�Has CGI-S-LBDP score ≥4 at screening and baseline
•	�Has a designated study partner/caregiver who can accurately report participant’s symptoms

•	�In hospice and receiving end-of-life palliative care or has 
become bedridden

•	�Requires skilled nursing care
•	�Psychotic symptoms are attributable to delirium, substance 

abuse, or a medical or psychiatric condition other than 
dementia

•	�MDE meeting DSM-5 criteria within 3 mo of screening
•	�Actively suicidala
•	�Known personal or family history or symptoms of long QT 

syndrome
•	�Has a history of nonresponse to pimavanserin treatment

CGI-S-LBDP, Clinical Global Impression–Severity in the LBDP context; C-SSRS, Columbia–Suicide Severity Rating Scale; CT, computed tomography; DSM-5, Diagnostic and Statistical Manual of Mental Disorders, Fifth Edition; GCAS, Global Clinician 
Assessment of Suicidality; IPA, International Psychogeriatric Association; LBD, Lewy body dementia; MDE, major depressive episode; MDS, Movement Disorder Society; MMSE, Mini-Mental State Examination; MRI, magnetic resonance imaging; PDD, 
Parkinson’s disease dementia; SAPS, Scale for the Assessment of Positive Symptoms; SAPS-LBPD, Scale for the Assessment of Positive Symptoms–LBDP. 
aAt screening or baseline; includes an answer of “yes” to C-SSRS questions 4 or 5 (current or over the past 6 months), has attempted suicide in the 2 years prior to screening, or has a GCAS score of 3 or 4 within 3 months of screening.

•  Patients taking a cholinesterase inhibitor, memantine, and/or dopaminergic medications, such as levodopa, 
ropinirole, or pramipexole
 – The dose must be stable for ≥12 weeks prior to baseline
 – If discontinued, the discontinuation must have occurred ≥2 weeks prior to baseline

•  For patients taking an antipsychotic at screening, the medication must be discontinued ≥3 days prior to baseline
 – Discontinuation cannot be for the sole purpose of study enrollment

•  Benzodiazepines (lorazepam up to 1 mg/d or equivalent) are allowed as rescue medication as needed for severe 
neuropsychiatric or behavioral disturbances

 � This is a randomized, double-blind, placebo-controlled, multicenter trial for patients with 
LBDP, a condition with no pharmacologic treatment approved by the FDA

 � This will be the first clinical study to evaluate the efficacy and safety of ACP-204 in patients 
with LBDP, a population with considerable unmet needs

CONCLUSIONS
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