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1. INTRODUCTION 
This document provides the detailed statistical methodology for the analysis of data gathered for 
the Cerevel Therapeutics Study CVL-871-2001. The table, listing and figure shells supporting 
the Statistical Analysis Plan (SAP) can be found in a separate SAP shell document. 

The analyses described herein are based on the Clinical Study Protocol (CSP) amendment 
Version 4.0, dated 14 February 2023. In November 2024, the sponsor made a decision to close 
enrollment of this exploratory study. This decision is not associated with any safety concerns.  
The SAP has, therefore, been revised to reflect the adjusted scope of analyses applicable to 
available data. Any changes or revisions to the planned analysis described in this document have 
been made prior to database lock. 

Background information is provided for the study designs and objectives. Further details of study 
conduct, and data collection are provided in the study protocol and electronic case report forms 
(eCRFs). 
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2. STUDY OBJECTIVES AND ENDPOINTS 
The study objectives and corresponding endpoints are shown in Table 1. 

Table 1: Objectives and Endpoints   

Objective Endpoint 

Primary 
• To assess the safety and tolerability of 

2 fixed doses of CVL-871 in subjects with 
dementia-related apathy 

• Incidence and severity of TEAEs 
• Clinically significant changes in ECG results, clinical 

laboratory evaluations, vital sign measurements, and 
physical and neurological examination results 

• Clinically significant findings in suicidality assessed 
using the C-SSRS 

Secondary 
• To assess the pharmacodynamic effects of 

2 fixed doses of CVL-871 on apathy in 
subjects with dementia-related apathy 

• Change from baseline to Visit 5 (Week 6) and Visit 6 
(Week 12) in the following: 

o NPI-C apathy domain score 
o NPI apathy domain score 
o DAIR score 
o AES-C score 

Exploratory 
• To evaluate the plasma concentrations of 

CVL-871 in subjects with dementia-related 
apathy 

• Plasma concentrations of CVL-871 at Visits 2 (Week 1), 
4 (Week 3), 5 (Week 6), and 6 (Week 12) 

• To evaluate the effect of CVL-871 
neuropsychiatric symptoms other than 
apathy 

• NPI-C dysphoria domain score 
• NPI domain scores (other than apathy) 

• To assess the effects of 2 fixed doses of 
CVL-871 on cognition in subjects with 
dementia-related apathy 

• Change from baseline to Visit 6 (Week 12) in the 
ADAS-Cog13 score 

• To assess the effects of 2 fixed doses of 
CVL-871 on functional assessments (eg, 
activities of basic living, and cognitive, 
functional, and behavioral performance) in 
subjects with dementia-related apathy 

• Change from baseline to Visit 5 (Week 6) and Visit 6 
(Week 12) in the following: 

o mADCS-CGIC scores 
o mCGI-S scores 
o CaGI-S scores 
o CaGI-C scores 

• Investigate the impact of COMT (Val-Met) 
status on safety and pharmacodynamics 

• Evaluation of safety and pharmacodynamic endpoints in 
subgroups of subjects based on their COMT (Val-Met) 
status  

Abbreviations: ADAS-Cog13=Alzheimer’s Disease Assessment Scale – Cognition 13-item scale; AES-C=Apathy Evaluation 
Scale-Clinician; COMT=catechol-O-methyltransferase; C-SSRS=Columbia-Suicide Severity Rating Scale; DAIR=Dementia 
Apathy Interview and Rating; ECG=electrocardiogram; mADCS-CGIC=modified Alzheimer’s Disease Cooperative Study – 
Clinical Global Impression of Change; CaGI-C=Caregiver Global Impression–Change Scale; CaGI-S=Caregiver Global 
Impression–Severity Scale; mCGI-S=modified Clinical Global Impression–Severity Scale; NPI=Neuropsychiatric Inventory; 
NPI-C=Neuropsychiatric Inventory -Clinician; TEAE=treatment-emergent adverse event. 
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3. INVESTIGATIONAL PLAN

3.1. Overall Study Design and Plan
This is a Phase 2a, multicenter, randomized, double-blind, placebo-controlled, parallel-group 
trial with a 12-week treatment period to evaluate the safety, tolerability, and pharmacodynamics 
of 2 fixed doses of CVL-871 (1.0 mg daily [QD] and 3.0 mg QD) in male and female subjects 
aged 50 to 85 years who have dementia-related apathy. 

Approximately 150 subjects are planned to be screened to achieve approximately 75 subjects 
randomly assigned to CVL-871 1.0 mg QD, CVL-871 3.0 mg QD, or placebo QD in a 1:1:1 
fashion (25 per treatment group). Randomization will be stratified by 2 distinct strata: 1) subjects 
currently using selective serotonin reuptake inhibitor (SSRIs) or serotonin-norepinephrine 
reuptake inhibitors (SNRIs) during the trial, 2) subjects not using SSRIs or SNRIs at the time of 
randomization. 

The trial protocol was amended (Protocol Version 4) to allow the trial to be considered as 
complete with 60 randomized subjects in the event of significantly slower recruitment rate than 
anticipated to avoid unduly long delay of the final analysis. However, as indicated in Section 1, 
the sponsor in November 2024 made further decision to discontinue enrollment due to slow 
recruitment. 

3.2. Study Overview 
The study will comprise of: 
• Screening Period: Up to 30 days from signed informed consent (up to Day -31 to -1 from

Baseline): Participants will be evaluated according to inclusion and exclusion criteria
• Baseline (Day 1): Participants who remain eligible will be randomized
• 12-week double-blind placebo-controlled treatment period: Participants will be

randomized to receive either CVL-871 1.0 mg, CVL-871 3.0 mg, or placebo
• 4-week post treatment follow-up safety period

The end of the study (EOS) is defined as the date of the last visit (including phone contact) of the 
last subject in the trial globally. 

The trial design is depicted in Figure 1. 

 



 Protocol CVL-871-2001 
Razpipadon 

Final Statistical Analysis Plan 
 

 
Confidential Page 13 of 88 Version 1.0: 05 Mar 2025 
 

Figure 1: Trial Schematic 

 
Abbreviations: AD=Alzheimer’s disease; DLB=dementia with Lewy bodies; ET=Early Termination; 
FTD=frontotemporal dementia; QD=once daily; VAD=vascular dementia. 

3.3. Treatments 
CVL-871 is a D1/D5 receptor partial agonist and can provide increased dopaminergic 
stimulation without the abuse liability and potential for cardiovascular and other systemic side 
effects associated with psychostimulants. Based on previous exposure data, the top dose of 3 mg 
QD is the maximum dose that can be administered without exceeding the exposure limiting 
criteria based on nonclinical toxicological data. 

Evaluation of 2 fixed doses with distinctly different levels of target occupancy in this exploratory 
trial will facilitate the determination of a dose range for D1 partial agonist therapy for dementia-
related apathy in subsequent trials as well as support evaluation of the dose relatedness of the 
response. The study will, therefore, evaluate CVL-871 1.0 mg QD, CVL-871 3.0 mg QD versus 
placebo QD. The investigational medicinal products (IMPs) will be taken orally. 

3.4. Dose Adjustment/Modifications 
In order to mitigate the effects of nausea and vomiting, the target doses of CVL-871 will be 
titrated to the target dose using a fixed titration scheme as shown in Table 2. 
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Table 2: Treatment Dosing Schedule 

Trial Day 
(Expected 

Number of Days) 

Titration 
Step 

Target Dose Placebo QD 

CVL-871 1.0 mg QD CVL-871 3.0 mg QD 

Days 1-3 (3) Step 1 0.25 mg CVL-871 QD 0.25 mg CVL-871 QD Placebo QD 

Days 4-7 (4) Step 2 0.5 mg CVL-871 QD 0.5 mg CVL-871 QD Placebo QD 

Days 8-16 (9) Step 3 1.0 mg CVL-871 QD 1.0 mg CVL-871 QD Placebo QD 

Days 17-21 (5) Step 4 1.0 mg CVL-871 QD 2.0 mg CVL-871 QD Placebo QD 

Days 22-84 (63) Step 5 1.0 mg CVL-871 QD 3.0 mg CVL-871 QD Placebo QD 
Abbreviation: QD=once daily. 

The starting dose for titration, 0.25 mg/day, is anticipated to be well tolerated with minimal 
nausea. Also, dose increments every 3 to 4 days were proven successful in achieving the target 
dose of 3 mg in healthy subjects in past studies, with minimal tolerability issues. Moreover, for 
subjects who do experience tolerability issues associated with dose increases at prespecified 
timepoints during the trial, down titration options will be available to improve tolerability. 
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4. GENERAL STATISTICAL CONSIDERATIONS 

4.1. Sample Size Considerations 
While formal hypothesis testing is not the key objective of this trial, the original planned sample 
size of approximately 75 subjects randomized in a 1:1:1 manner between the placebo and 
2 CVL-871 arms should allow the trial to have approximately 80% probability to detect an effect 
size (treatment difference/population standard deviation [SD]) of 0.678 in change from Baseline 
on the Neuropsychiatric Inventory (NPI) apathy domain score at Week 12 between an active 
dose group and placebo, at a 2-sided alpha = 0.2 level (ie, an 80% confidence interval [CI] 
excluding zero). As a reference, in the ADMET 1 trial (6 weeks of treatment with 
methylphenidate for apathy in Alzheimer’s disease), an effect size 0.5625 (mean difference of 
1.8 and SD of 3.2) on the change from baseline in the NPI apathy domain score was observed 
(Rosenberg et al, 2013). A discontinuation rate of 20% was taken into consideration in the 
sample size calculation. 

At the time of protocol amendment Version 4.0, an assessment of the detectable treatment effect 
with a sample size of 60 subjects (randomized 1:1:1 to the 3 treatment groups) concluded that an 
effect size of 0.761 can be detected with 80% power at a 2-sided alpha level of 0.2.  

4.2. Randomization, Stratification, and Blinding 
During the entire trial, treatment will be double-blind. Treatment assignments will be based on a 
computer-generated randomization code provided by Cerevel or designee. Access to the 
treatment codes will be restricted to personnel charged with generating and maintaining 
randomization files, packaging IMP, operating the Interactive Response Technology (IRT), and 
reporting Serious Adverse Events (SAEs) to regulatory agencies. Once a randomization number 
has been assigned, it must not be reassigned. A participant cannot be randomized more than once 
in the study. 

Randomization will be stratified according to 2 distinct strata: 

• Subjects currently using SSRIs or SNRIs during the trial 

• Subjects not using SSRIs or SNRIs 

The CVL-871 and placebo tablets will be identical in appearance and will be packaged in 
identically appearing bottles. All subjects will take a single tablet, either CVL-871 or placebo, 
once daily throughout the Treatment Period. Tablets will be packaged to allow dosage 
adjustments to be made without breaking the trial blind.  

Documentation of breaking the blind should be recorded on the subject’s medical record with 
reason for breaking the blind, the date and time the blind was broken, and the names of the 
personnel involved. Once the blind is broken for a subject, reinitiation of treatment with IMP 
cannot occur for that subject. 

4.3. Analysis Sets 
Participants exposed to IMP before or without being randomized will not be considered 
randomized, will not be included in any analysis set and will be reported in listings under a study 

 



 Protocol CVL-871-2001 
Razpipadon 

Final Statistical Analysis Plan 
 

 
Confidential Page 16 of 88 Version 1.0: 05 Mar 2025 
 

intervention group named “not randomized but treated”. However, if these participants 
experienced any safety event, they would be documented separately in the Clinical Study Report 
(CSR). Participants who are randomized but not treated will not be included in 
pharmacodynamics (PD), safety, nor pharmacokinetics (PK) analyses. They will only be 
included in the description of demographic and baseline characteristics. In the tables, they will be 
part of the treatment group they have been randomized into. In the listings, they will be presented 
in a “Randomized, not treated” by-line statement, which will be presented prior any other 
treatment group. 

Population Description Analysis  Treatment Group 

Screened All subjects who consent to participate 
in the clinical trial. 

NA NA 

Intent-to-Treat 
(ITT) 

All randomized subjects. Demographic and 
Baseline Characteristics 

Planned 

Modified ITT 
(mITT) 

A subset of ITT with randomized 
subjects who tolerate dose increases to at 
least Step 4 on Day 21 during titration 
and have at least 1 post-baseline 
assessment of the NPI-C apathy subscale 
score. 

Primary analysis set for 
PD 

Planned 

Full Analysis Set 
(FAS)  

All randomized subjects who received at 
least 1 dose of IMP. 

Safety analysis  Actual  

Pharmacokinetic 
analysis set 
(PK set) 

All randomized subjects who receive at 
least 1 dose of IMP and have at least one 
measurable CVL-871 concentration.  

PK analysis  Actual 

Abbreviations: IMP=investigational medicinal product; NA=not applicable; NPI-C=Neuropsychiatric Inventory-Clinician; 
PD=pharmacodynamics; PK=pharmacokinetic. 

4.4. Reporting Conventions 
Statistical analysis will be performed using SAS® Version 9.4 or higher. 

Standardized and validated SAS macros from PPD will be used to set-up table, listing, figure 
(TLF) formats (headers/footers and tabulation format) and to tabulate the summaries. All tables 
and listings will be independently validated using double programming; all figures will be 
independently validated manually. 
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4.4.1. Treatment Labels 

Table 3:  Treatment Order and Labels  

Treatment Order Treatment Group Treatment Label 

1 CVL-871 1.0 mg QD CVL-871 1.0 mg QD 

2 CVL-871 3.0 mg QD CVL-871 3.0 mg QD 

3 Placebo Placebo 

4 CVL-871 Combined CVL-871 Combined 

5 Total Total 
Abbreviations: QD=once daily. 

4.4.2. Visit Naming Conventions 

The eCRF visit label will be used to classify the assessments. 

4.4.3. Visit Windows 

Analysis data will be summarized according to the scheduled visit time period for which they 
were recorded in the eCRF unless otherwise specified. 

4.4.4. Unscheduled Visits 

Unscheduled assessments will not be slotted to a particular time point, but will be used when 
determining the worst-case value. All unscheduled visits will be included in listings. 

4.4.5. Display of Data Summary and Analysis 

Continuous variables will be summarized using descriptive statistics, including the following: 
sample size (n), mean, standard deviation (SD), median, first quartile (Q1), third quartile (Q3), 
minimum and maximum for each treatment group. 

All mean, Q1, Q3 and median values will be formatted to one more decimal place than the 
measured value. SD values will be formatted to two more decimal places than the measured 
value. Minimum and maximum will be formatted to the same number of decimal places as the 
measured value. 

Confidence intervals (CIs) will be two-sided and displayed to the same level of precision as the 
statistics they relate to. If an estimate or a CI is not estimable, it will be presented as ‘NE’. If 
neither an estimate, nor its CI are estimable, it will be presented as simply ‘NE’, not displaying 
‘NE’ twice. 

The p-values will be two-sided and will be rounded to three decimal places. If a p-value is less 
than 0.001, it will be reported as ‘<0.001’. If a p-value is greater than 0.999, it will be reported as 
‘>0.999’. 

Categorical and ordinal data will be summarized using the counts and percentages. When count 
data are presented, the percent will be suppressed when the count is zero in order to draw 
attention to the non-zero counts. A row denoted ‘Missing” will be included in count tabulations 
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for demographics, baseline characteristics and compliance to account for missing values. No 
percentages will be displayed on the ‘Missing’ rows and the percentages on the other rows will 
be based on the number of non-missing observations. Unless otherwise specified, the 
denominator for all other percentages will be the number of participants in that treatment within 
the specific analysis set of interest. All percentages will be rounded to one decimal place. The 
number and percentage of responses will be presented in the form xx (xx.x), where the 
percentage is in the parentheses. When the numerator is equal to the denominator, the percentage 
should be presented as (100) instead of (100.0). 

All listings will be sorted for presentation in order of assigned treatment arm, study center 
number, participant number and date of procedure or event. 

4.4.6. Baseline, Study Day and Duration Derivations 

The baseline value of efficacy parameters is defined as the last available valid (non-missing) 
value up to randomization. 

The baseline value of safety parameters is defined as the last available valid (non-missing) value 
prior to the first dose of IMP. For participants randomized and not treated, the baseline value is 
defined as the last available valid (non-missing) value obtained up to the date and time of 
randomization. 

Baseline safety and pharmacodynamic results are presented in the safety and pharmacodynamic 
analyses. 

The safety and PK analyses reference day (denoted as Day 1) for the calculation of study day of 
safety and PK assessments will be the date of first dose of IMP. The reference day (denoted as 
Day 1) for the calculation of study day of pharmacodynamic assessments will be the 
randomization date. 

• For visit prior to the reference day, study day = assessment date – reference date. 

• For visit at or after the reference day, study day = assessment date – reference date + 1. 

Intervals that are presented in weeks will be transformed from days to weeks by using (without 
rounding) the following conversion formula: 

WEEKS = DAYS /7 

Intervals that are presented in months will be transformed from days to months by using (without 
rounding) the following conversion formula: 

MONTHS = DAYS /30.4375 

4.4.7. Change From Baseline and Percent Change From Baseline 

Change from baseline is defined as: Change from baseline = Value at specific time point – 
Baseline value 

Percent change from baseline is defined as: 

Percent change from baseline(%) =
Value at specific timepoint − Baseline value 

Baseline value
× 100% 
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5. SUBJECT DISPOSITION 

5.1. Disposition 
The patient disposition will be summarized for the screened set by treatment group and overall 
using number and percentage. This section describes patient disposition for both patient study 
status and the patient analysis sets. 

For patient study status, the number and percentage of patients in the following categories will be 
presented: 

• Screened patients 

• Screen failure patients 

• Patients treated without being randomized 

• Randomized patients 

• Randomized but not treated patients 

• Randomized and treated patients 

• Patients who permanently discontinued treatment (by reason) 

• Patients who have completed the study treatment period as scheduled 

• Patients with premature end of study (by reason) 

• Patients who completed study 

For screened, screen failure, and patients treated without being randomized, percentages will be 
calculated using the number of screened patients as the denominator for overall only. All other 
categories of patients will be presented by treatment group and for overall whilst the percentages 
will be calculated using the number of randomized patients within each treatment group and 
overall, as denominator. Reasons for treatment discontinuation will be supplied in tables showing 
number and percentage by treatment group. A CONSORT diagram summarizing the patient 
disposition will also be constructed. 

Listings of randomization assignment and drug actually received will be provided by participant. 
If applicable, patients randomized but not treated and those whose randomization code was 
broken will be identified and described in separate listings. Additionally, a summary of the 
analysis sets for screened, intent-to-treat (ITT), modified intent-to-treat (mITT), full analysis set 
(FAS), and PK will be provided by treatment group and overall using number and percentage. 

A listing of patients excluded from analysis sets will be provided. Patients with permanent 
treatment discontinuation (early withdrawals) will be identified and described in separate 
listings. 

The disposition of screened patients by country and site will be summarized for the screened 
analysis set by treatment group and overall using number and percentage. 
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5.2. Protocol Deviations 
All important protocol deviations including randomization and drug-dispensing irregularities will 
be summarized in general and according to COVID-19 impact (ie, deviations related to 
COVID-19 pandemic and deviations not related to COVID-19 pandemic) for the ITT analysis set 
by treatment group and overall using number and percentage. 

A listing of all protocol deviations will be provided. A summary table of patients with at least 
one important protocol deviations will be provided. 

Randomization and drug-dispensing irregularities occur whenever: 

1. A randomization is not in accordance with the protocol-defined randomization method, 
such as a) an ineligible patient is randomized, b) a patient is randomized based on an 
incorrect stratum, c) a patient is randomized twice, or d) in a dynamic randomization 
scheme the treatment assignment is, in fact, not random, due to a computer program 
error. 

OR 
2. A patient is dispensed an IMP kit not allocated by the protocol-defined randomization, 

such as a) a patient at any time in the study is dispensed a different treatment kit than as 
randomized (which may or may not contain the correct-as-randomized IMP), or b) a 
non-randomized patient is treated with IMP reserved for randomized patients. 

Randomization and drug-dispensing irregularities will be monitored throughout the study and 
reviewed on an ongoing basis.  

All randomization and drug-dispensing irregularities will be documented in the clinical study 
report. If the number of irregularities is large enough to make a tabular summary useful, the 
critical or major irregularities will be categorized and summarized for the ITT analysis set by 
treatment group and overall using number and percentage.  

A listing of patients with at least one important protocol deviation related to randomization and 
drug-dispensing irregularities will be provided. 

Randomization and drug-dispensing irregularities to be prospectively identified include but are 
not limited to: 

 
Randomization and drug allocation irregularities 

• Kit dispensation without IRT transaction 
• Erroneous kit dispensation 
• Kit not available 
• Randomization by error 
• Patient randomized twice 
• Forced randomization 
• Stratification error 
• Patient switched to another site 
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6. DEMOGRAPHICS AND BASELINE CHARACTERISTICS 
The demographics, patient characteristics and baseline disease characteristics will be 
summarized using the ITT analysis set by treatment group and overall using descriptive statistics 
or using number and percentage. P-values on the treatment difference for the demographic and 
baseline characteristics data will not be calculated. In general, no specific description of the 
safety parameters will be provided at baseline. If relevant, the baseline values will be described 
along with each safety/pharmacodynamic analysis. 

6.1. Demographics 
The following demographics and patient characteristics will be summarized by treatment group 
and overall: 

• Age (years), 

• Age categories (<75, ≥75), 

• Gender (Male, Female), 

• Ethnicity (Hispanic or Latino, Not Hispanic or Latino, Not Reported), 

• Race (American Indian or Alaska Native, Asian, Black or African American, Native 
Hawaiian or Other Pacific Islander, White, Other, Multiple), 

• Baseline body weight (kg) with grouping (<70, ≥70 to <100, ≥100), 

• Baseline height (cm), 

• Baseline body mass index (BMI) (kg/m²) derived as: (Weight in kg)/(Height in 
meters)², 

• Baseline BMI categories (<25, ≥25 to <30, ≥30). 

The categories presented above may be modified in case of too few subjects (≤3). 

Patient demographic and baseline characteristics will also be presented in a listing. 

6.2. Baseline Disease Characteristics    
The following baseline disease characteristics will be summarized by treatment group and 
overall: 

• Diagnostic criteria for apathy (DCA) by criterion: A, B, C, D (yes, no) 

• Primary diagnosis (AD, FTD, VAD, or DLB), based on Dementia History 

• Mini-Mental State Examination (MMSE) (<12, ≥12 to ≤26, >26) 

• Dementia History (see Section 6.5) 

• Baseline NPI Apathy/Indifference score  

• Baseline NPI-C Apathy score  

• Baseline DAIR score 
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• Baseline AES-C score 

• Baseline ADAS-Cog score 

• Randomization stratum of concomitant use of SSRI/SNRI (Yes, No) 

• Catechol-o-methyltransferase (COMT) status (Val/Val, Met/Val, Met/Met) 

Clinical Dementia Rating (CDR) was removed as an inclusion/exclusion criterion from protocol 
(Amendment Version 3.0), and scores for patients with CDR scores will be listed, as well as 
other baseline disease characteristics. 

6.3. Alcohol and Drugs Usage 
Substance use, amount and frequency will be collected in the CRF at baseline and usage (current, 
previous, never) will be summarized by treatment group and overall. A listing will be displayed 
with all information collected in the CRF at baseline. 

6.4. Medical History 

6.4.1. General Medical History 

Medical and psychiatric history includes all the relevant medical and psychiatric history during 
the lifetime of the patient. 

Medical and psychiatric history will be coded to “preferred term (PT)” and associated primary 
“system organ class (SOC)” using the version of Medical Dictionary for Regulatory Activities 
(MedDRA) in effect at the time of database lock. 

The number and percentage of participants with any medical and psychiatric history will be 
summarized by treatment group and overall and by each SOC and PT. SOC will be sorted in 
descending order of frequency based on the total of all treatment groups. A listing will be 
provided. 

6.4.2. Dementia History 

Dementia history (type and time since diagnosis) will be summarized as part of the baseline 
disease characteristics. 

6.5. Inclusion and Exclusion Criteria 
Inclusion and exclusion criteria will be presented for the screened analysis set for each treatment 
group and screen failure subjects using number and percentage. A listing of excluded patients 
with the met/unmet inclusion/exclusion criteria will be provided. 
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7. TREATMENTS AND MEDICATIONS 

7.1. Prior, Concomitant and Post-Treatment Medications 
The prior and concomitant medications will be presented for the ITT analysis set for each 
treatment group and overall using number and percentage. No statistical test for the between-
group difference will be performed. 

All medications will be coded using the World Health Organization-Drug Dictionary 
(WHO-DD) using the version in effect at the time of database lock. 

Medications will be summarized by treatment group according to the WHO-DD, considering the 
first digit of the anatomic category (ATC) class (anatomic category) and the first 3 digits of the 
ATC class (therapeutic category). All ATC codes corresponding to a medication will be 
summarized, and patients will be counted once in each ATC category (anatomic or therapeutic) 
linked to the medication. Therefore, patients may be counted several times for the same 
medication. 

The summaries for prior, concomitant and post-treatment medications will be sorted by 
decreasing frequency of ATC followed by all other therapeutic classes based on the total 
incidence across treatment groups. In case of equal frequency regarding ATCs, alphabetical 
order will be used. 

For the purpose of inclusion in prior and/or concomitant medication tables, incomplete 
medication start and stop dates will be imputed as described in Section 17.2.2. Prior, 
concomitant, and post-treatment medications, their start/end dates and frequencies will be 
presented in a listing. 

7.1.1. Prior Medications 

Prior medications are those the patient began prior to first IMP intake. Prior medications can be 
discontinued before first treatment administration or can be ongoing during the treatment phase. 

7.1.2. Concomitant Medications 

Concomitant medications are any treatments received by the patient concomitantly to the IMP, 
starting from the 1st administration of IMP to the date of last administration. A given medication 
can be classified both as a prior medication and as a concomitant medication. 

7.1.3. Post-Treatment Medications 

Post-treatment medications are those the patient took (continued or initiated) in the period 
running from the day after the last administration of IMP up to the end of the study. 

7.2. Study Treatments 

7.2.1. Extent of Exposure 

The extent of IMP exposure will be assessed by the duration of IMP exposure. 
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Duration of IMP exposure is defined as (last IMP administration dose date – first IMP 
administration dose date + 1 day), regardless of unplanned intermittent discontinuations. Last 
IMP administration date is defined as the last available administration date in the “Exposure” 
form. The reason for early treatment discontinuation will also be based on this last available 
Exposure form. 

Duration of IMP exposure (in weeks) will be summarized descriptively as a quantitative variable 
(number, mean, SD, median, Q1, Q3, minimum and maximum). In addition, duration of IMP 
exposure will also be summarized categorically by numbers and percentages for each of the 
following categories and cumulatively according to these categories: 

• >0 and ≤3 weeks 

• >3 and ≤6 weeks 

• >6 and ≤12 weeks 

• >12 weeks 

The extent of IMP exposure will be assessed and summarized by actual treatment group and 
overall for the FAS. 

7.2.2. Treatment Compliance and Modifications 

Percentage of compliance will here only be calculated and considered from the day after last 
up-titration, ie, per schedule, from Day 23 on. In this setting, percentage of compliance for a 
patient will be defined as the number of tablets the patient has taken (# of dispensed - # of 
returned -1) divided by the total number of tablets that the patient was planned to take during  the 
last treatment period (from Day 23 [the day after Visit 4]on to the last date of IMP 
administration). That is, for patients taking IMP till at least Day 23, we define the following: 

Percentage of compliance (%) = 
[
(# 𝑜𝑓 𝑑𝑖𝑠𝑝𝑒𝑛𝑠𝑒𝑑 −  # 𝑜𝑓 𝑟𝑒𝑡𝑢𝑟𝑛𝑒𝑑 − 1)

(Final) Dosing Stop Date-(Final) Dosing Start Date+1⁄ ]

× 100% 

Percentage of compliance will be summarized descriptively as a quantitative variable (number, 
mean, SD, median, Q1, Q3, minimum and maximum). In addition, the percentage of compliance 
will be presented by the specific ranges for each treatment group: 

• <80% 

• ≥80% to <120% 

• ≥120% 
Dose modification of IMP for an individual patient is not allowed and therefore no summary of 
dose modifications will be provided. Down titrations allowed per protocol will be summarized. 
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8. EFFICACY ANALYSIS 
Not applicable. 
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9. SAFETY ANALYSIS 
All randomized subjects who received at least one dose of IMP will be included in the safety 
analysis. All results will be summarized using the FAS by actual treatment group and CVL-871 
Combined, which is defined as combined CVL-871 treatment groups. 

The observation periods include: 

• The pre-treatment period is defined as the time up to first administration of the IMP. 

• The on-treatment period is defined as the time from the first administration of the 
IMP (on Day 1) to the last administration of the IMP + 28 days. 

• The post-treatment period is defined as the time from the last administration of the 
IMP + 29 days to the end of the study follow-up. 

9.1. Adverse Events 
The adverse event (AE) types include: 

• Pre-treatment adverse events are adverse events that developed up to the first 
administration of the IMP. 

• Treatment-emergent adverse events (TEAEs) are adverse events that developed or 
worsened or became serious during the treatment period. 

• Post-treatment adverse events are adverse events that developed or worsened or 
became serious after the treatment period. 

The primary focus of adverse event reporting will be on TEAEs. Pre-treatment and 
post-treatment adverse events will be summarized separately. 

All AEs will be coded to a PT and associated primary SOC using the version of MedDRA in 
effect at the time of database lock. 

Adverse events will be recorded from the time of signed informed consent until the end of the 
study or the resolution/stabilization of all SAE and adverse event of special interest (AESI). 

If an adverse event date/time of onset (occurrence, worsening, or becoming serious) is 
incomplete, an imputation algorithm will be used to classify the adverse event as pre-treatment, 
treatment-emergent, or post-treatment. The algorithm for imputing date/time of onset will be 
conservative and will classify an adverse event as treatment-emergent unless there is definitive 
information to determine it is pre-treatment or post-treatment. Details on classification of adverse 
events with missing or partial onset dates are provided in Section 17.2 . 

Adverse events will be summarized by primary SOC and PT, sorted by the internationally agreed 
SOC order (MedDRA® Data Retrieval and Presentation: Points to Consider, 2022) and 
decreasing frequency of PTs in high dose group within SOC unless otherwise specified. In case 
of equal frequency regarding PTs, alphabetical order will be used. Multiple occurrences of the 
same event in the same patient will be counted only once in the tables within a treatment phase. 
The denominator for computation of percentages will be the FAS within each treatment group. 
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On top of the analysis planned below, all TEAEs, all treatment emergent SAEs, TEAEs leading 
to permanent treatment discontinuation and TEAEs leading to death will be summarized by 
treatment group. 

Overview summaries of the number and percentages of patients within the following categories 
will be provided by treatment group and overall for: 

• Any TEAE 

• Any study drug related TEAE 

• Any TEAE of Common Terminology Criteria for Adverse Events (CTCAE) Grade 3 
or higher 

• Any Serious TEAE 

• Any Serious TEAE considered study drug related 

• Any TEAE leading to permanent treatment discontinuation 

• Any TEAE of special interest 

• Any Serious TEAE of special interest 

• Any AE leading to death 

The overview summaries for pre-treatment AEs, TEAEs and post-treatment AEs will be 
provided based on the FAS.  

Individual listings (AEs, SAEs, AEs leading to permanent treatment discontinuation, AEs 
leading to death, AESI) will be provided to support the summary tables based on the FAS. 

9.1.1. Incidence of Adverse Events 

The following TEAE summaries will be generated for the FAS, for each treatment group and 
overall. 

• All TEAEs presented by PT, showing number and percentage of patients with at least 
1 TEAE, sorted by decreasing incidence of PT in the high dose treatment group  

• All pre-treatment AE presented by primary SOC and PT, showing number and 
percentage of patients with at least 1 AE 

• All TEAEs presented by primary SOC and PT, showing number and percentage of 
patients with at least 1 TEAE   

• All post-treatment AE presented by primary SOC and PT, showing number and 
percentage of patients with at least 1 AE 

• Common TEAEs (PTs with an incidence ≥5% in any treatment group) by primary 
SOC and PT 

• Common TEAEs (PTs with an incidence ≥2% in either CVL-871 treatment group and 
greater than placebo group) by primary PT 

 



 Protocol CVL-871-2001 
Razpipadon 

Final Statistical Analysis Plan 
 

 
Confidential Page 28 of 88 Version 1.0: 05 Mar 2025 
 

• Relationship of adverse events to study drug 

The following TEAE summaries will be generated for the FAS, for each treatment group and 
overall: 

• All TEAEs by relationship, presented by primary SOC and PT, showing the number 
and percentage of patients with at least 1 TEAE 

9.1.2. CTC Grade of Adverse Events 

The following TEAE summaries will be generated for the FAS, for each treatment group and 
overall. 

• All TEAEs by maximal reported CTCAE grade, presented by primary SOC and PT, 
showing the number and percentage of patients with at least 1 TEAE by maximal 
CTCAE grade. 

9.1.3. Serious Adverse Events 

The following TEAE summaries will be generated for the FAS, for each treatment group and 
overall. 

• All serious TEAEs, presented by primary SOC and PT, showing the number and 
percentage of patients with at least 1 serious TEAE 

• All serious TEAEs by relationship, presented by primary SOC and PT, showing the 
number and percentage of patients with at least 1 serious TEAE 

9.1.4. Adverse Events Leading to Permanent Treatment Discontinuation 

The following TEAE summaries will be generated for the FAS, for each treatment group and 
overall.  

• All TEAEs leading to permanent treatment discontinuation, presented by primary 
SOC and PT, showing the number and percentage of patients with at least 1 TEAE 
leading to permanent treatment discontinuation 

9.1.5. Adverse Events Leading to Study Discontinuation 

The following TEAE summaries will be generated for the FAS, for each treatment group and 
overall.  

• All TEAEs leading to study discontinuation, presented by primary SOC, and PT, 
showing the number and percentage of patients with at least 1 TEAE leading to study 
discontinuation 

9.1.6. Adverse Events of Special Interest (AESI) as Defined in Protocol 

As defined in CSP Section 8.4.6, Adverse Events of Special Interest (AESI) include: 

• Symptoms suggestive of symptomatic orthostatic hypotension:  

− Syncope  
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− Presyncope requiring stabilization to avoid fall 

− Generalized weakness, sensations described as dizziness or lightheadedness, 
visual blurring or darkening of the visual fields, and, in severe cases, loss of 
consciousness 

• Grade 3 nausea, defined as inadequate oral caloric or fluid intake; tube feeding, total 
parenteral nutrition, or hospitalization indicated  

• Grade 2 vomiting, defined as vomiting requiring outpatient intravenous hydration or 
other medical intervention (eg, anti-emetic) 

• Abnormal liver function tests:  

− Treatment-emergent value of >3 × the upper limit of normal (ULN) for ALT or 
AST and >2 × ULN for total bilirubin 

− Treatment-emergent value of >3 × ULN for ALT or AST and clinical jaundice  

• Abnormal dreams/nightmares 

• Adverse events potentially related to abuse (as provided in the Abuse Potential 
Monitoring Plan [APMP]) 

• Adverse events leading to discontinuation of IMP or from the trial 

The following AESI summaries will be generated for the FAS, for each treatment group and 
overall. 

• All TEAEs of special interest, presented by primary SOC and PT, showing the 
number and percentage of patients with at least 1 TEAE of special interest 

• All serious TEAEs of special interest, presented by primary SOC and PT, showing 
the number and percentage of patients with at least 1 serious TEAE of special interest 

9.1.7. Adverse Events Leading to Death 

The following TEAE summaries will be generated for the FAS, for each treatment group and 
overall.  

• All TEAEs leading to death (death as an outcome on the eCRF form “Adverse Event” 
as reported by Investigator), presented by primary SOC and PT, showing the number 
and percentage of patients with at least 1 TEAE leading to death 

9.1.8. Death 

The following summaries of deaths will be generated for the FAS, for each treatment group and 
overall: 

• Number and percentage of patients who died during the trial by study period (ie, 
TEAE period, post-treatment period) and by cause of death 

• Number and percentage of non-randomized patients or randomized but not treated 
patients who died 
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A listing of all patients who died at any time during the study will be provided. 

9.2. Clinical Laboratory Evaluations 
The laboratory tests will be performed by the local laboratories according to routine clinical 
practice at site and country level. The Investigator will review the laboratory report, document 
this review, and record any clinically relevant findings/changes occurring during the study in the 
AE section of the CRF. 

Additional tests may be performed at any time during the study as determined necessary by the 
Investigator or required by local regulations; any clinically significant abnormal lab values will 
be included in the adverse event analyses. 

9.2.1. Hematology 

Blood for safety laboratory samples will be collected at Screening, Baseline and Weeks 1, 3, 6, 
12, and 14. The following parameters will be captured: 

• Platelet count 

• Red blood cell count 

• Hemoglobin 

• Hematocrit 

• Mean corpuscular volume 

• White blood cell count with differential: 

− Neutrophils 

− Lymphocytes 

− Monocytes 

− Eosinophils 

− Basophils 

Summary statistics for actual and change from baseline value will be provided by visit and 
treatment group. The number of subjects with on-treatment CTCAE Grade 3-5 will be 
summarized for each parameter. 

Shift tables between baseline and on-treatment (based on worst-case on-treatment change from 
baseline) will also be presented for each parameter. Categories will be “low” (define as a value 
below the normal range), “normal” and “high” (define as a value above the normal range). 
Additionally, all relevant data will be listed for the FAS. 

9.2.2. Clinical Chemistry 

Clinical chemistry for safety laboratory will be collected at Screening, Baseline and Weeks 1, 3, 
6, 12, and 14. Results are to be directly transferred to clinical database (not to be recorded on the 
eCRFs); any clinically significant abnormality will be captured as an AE. 
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Clinical chemistry collected parameters will include: 

• Blood urea nitrogen 

• Creatinine 

• Albumin 

• Cholesterol (total, HDL-C, LDL-C) 

• Triglycerides 

• Potassium 

• Sodium 

• Calcium 

• Bicarbonate 

• Chloride 

• Magnesium 

• Glucose 

• Aspartate aminotransferase (AST) 

• Alanine aminotransferase (ALT) 

• Alkaline phosphatase (ALP) 

• Gammaglutamyl transferase (GGT) 

• Creatine phosphokinase (CPK) 

• Total bilirubin and direct bilirubin 

• Total protein 

• Serum prolactin 

Summary statistics for actual and change from baseline value will be provided by visit and 
treatment group. The number of subjects with on-treatment CTCAE Grade 3-5 will be 
summarized for each parameter. 

Shift tables between baseline and on-treatment (based on worst-case on-treatment change from 
baseline) will also be presented for each parameter. Categories will be “low” (define as a value 
below the normal range), “normal” and “high” (define as a value above the normal range). 
Additionally, all relevant data will be listed for the FAS. 

9.2.3. Urinalysis 

Urine for safety laboratory will be collected at Screening, Baseline and Weeks 1, 3, 6, and 12. 
Urinalysis results are not to be recorded on the eCRFs; any clinically significant abnormality will 
be captured as an AE. 

Urinalysis collected parameters will include: 
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• Specific gravity 

• Color 

• pH, glucose, protein, blood, ketones, bilirubin, urobilinogen, nitrite, leukocyte 
esterase by dipstick 

• Microscopic examination (if blood or protein is abnormal) 

All urine laboratory data will be listed for the FAS. 

9.3. Vital Sign Measurements 
Vital signs will include systolic and diastolic blood pressures, heart rate, and body temperature. 
Duplicate blood pressure and heart rate measurements will be obtained sitting/supine (after 5 
minutes of rest) followed by a single standing measurement (after 2 minutes of rising from 
sitting/supine position). The duplicate values (sitting/supine) will be individually recorded, and 
the values will be averaged by the sponsor for the time point assessment. At each visit, body 
temperature will be obtained once, at the time of the first blood pressure measurement. 
Orthostatic blood pressure parameters are calculated as the average measurement in the 
sitting/supine position minus the measurement in the standing position for the corresponding 
parameters, for each visit. 

Potential clinically significant values and changes of vital signs parameters are: 

• Weight: weight gain or loss >7% from baseline  

• Systolic blood pressure (sitting/supine average) 

− Max observed value >160 mmHg 

− Max increase from baseline >20 mmHg 

− Min observed value <90 mmHg  

− Greatest decrease from baseline >20 mmHg 

• Orthostatic Systolic Blood Pressure  

− Greatest decrease upon standing compared with sitting/supine position 
≥20 mmHg  

− Max increase upon standing compared with sitting/supine position ≥20 mmHg 

• Diastolic blood pressure (sitting/supine average) 

− Max observed value >100 mmHg 

− Max increase from baseline >10 mmHg 

− Min observed value <50 mmHg 

− Greatest decrease from baseline <10 mmHg 

• Orthostatic Diastolic Blood Pressure 
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− Greatest decrease upon standing compared with sitting/supine position 
≥10 mmHg  

− Max increase upon standing compared with sitting/supine position ≥10 mmHg 

• Heart Rate (sitting/supine average) 

− Max observed value >120 bpm 

− Min observed value <50 bpm  

Vital signs data including changes from baseline will be summarized through descriptive 
statistics by visit and treatment group. Potential clinically significant values and changes defined 
above will be summarized based on the maximum/minimum actual post-baseline values and 
maximum increase/greatest decrease from baseline. Additionally, all relevant data will be listed 
for the FAS. 

9.4. Physical and Neurological Examination 
A full physical examination will consist of measurement of height (screening only) and weight 
and a review of the following body systems: head, ears, eyes, nose, mouth, skin, heart and lung 
examinations, lymph nodes, gastrointestinal, and musculoskeletal systems. 

A full neurological examination will include an assessment of the subject’s mental status (level 
of consciousness, orientation, speech, memory, etc), cranial nerves, motor (muscle appearance, 
tone, strength and reflexes), sensation (including Romberg sign), coordination, and gait.  

Results (normal, abnormal, or not done) from the assessment will be reported. All deviations 
from normal will be recorded, including those attributable to the patient’s disease. 

Any condition present at the on-treatment and post-treatment physical and neurological 
examinations that was not present at the baseline examination will be documented as an AE. 

Physical and neurological examination will be presented as a listing of abnormal physical and 
neurological examination. Medical history will be presented in a separate listing. 

9.5. Electrocardiogram 
At Screening, a triplicate set of 12-lead electrocardiograms (ECGs) will be obtained to assess 
subject eligibility. Based on the QT interval as corrected for heart rate by Fridericia’s formula 
(QTcF), a subject will be excluded if the average QTcF interval of the triplicate set of screening 
ECGs is ≥450 msec, as read by the central ECG service. 

At all other time points (Baseline, Weeks 1, 3, 6, 12, and 14) a single ECG will be performed and 
evaluated at the investigational site to monitor safety during the trial. Any clinically relevant 
changes occurring during the trial will be recorded in the AE section of the eCRF. The ECG will 
be repeated if any results are considered to be clinically significant. A central ECG service will 
be used for reading all ECGs in order to standardize interpretations for the safety analysis. 

ECG data including changes from baseline will be summarized through descriptive statistics by 
visit and treatment group. A shift table of the number and percentage of subjects who had normal 
and abnormal ECG findings will also be displayed by visit and treatment group.  
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The number and percentage of patients with notable QTcF interval prolongation, ie,  

• >450 and ≤480 msec,  

• >480 and ≤500 msec,  

• >500 msec 

and change from baseline into the intervals 

• >30 and ≤60 msec increase, 

• >60 msec increase 
will be displayed by treatment group, using the worst post-baseline value. Listings of ECG 
findings and a listing of ECG values will be provided. 

9.6. Other Safety Data 
C-SSRS Columbia-Suicide Severity Rating Scale (C-SSRS) will be collected at Screening, 
Baseline and Weeks 1, 3, 6, 12 and 14 and used to monitor suicidality. 

This trial will use the “Baseline/Screening” and “Since Last Visit” versions of the scale. The 
“Baseline/Screening” version will be completed for all subjects at screening to determine 
eligibility whereas the “Since Last Visit” C-SSRS form will be completed at all visits after 
screening. 

The C-SSRS is comprised of 10 categories with binary responses. The 10 categories include: 

• Category 1 – Wish to be Dead 

• Category 2 – Non-specific Active Suicidal Thoughts 

• Category 3 – Active Suicidal Ideation with Any Methods (Not Plan) without Intent to 
Act 

• Category 4 – Active Suicidal Ideation with Some Intent to Act, without Specific Plan 

• Category 5 – Active Suicidal Ideation with Specific Plan and Intent 

• Category 6 – Preparatory Acts or Behavior 

• Category 7 – Aborted Attempt 

• Category 8 – Interrupted Attempt 

• Category 9 – Actual Attempt (non-fatal) 

• Category 10 – Completed Suicide 

Categories 1-5 represent Suicidal Ideation and categories 6-10 represent Suicidal Behavior. Each 
category is scored as 1 if there is a positive response in the category and a 0 otherwise. The 
Suicidal Ideation Score is the maximum suicidal ideation category that has a positive response 
and is 0 otherwise, that is, the Suicidal Ideation Score ranges from 0 to 5. 
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The maximum post-baseline result from the C-SSRS will be summarized for the FAS. The 
maximum of each subscale (suicidal ideation [Categories 1-5], suicidal behavior [Categories 
6-10], suicidal ideation or behavior [Categories 1-10], and self-injurious behavior without 
suicidal intent) will be presented by treatment group. Note that the maximum is either 0 or 1. The 
number and percentage of patients with increased and decreased max post-baseline values of 
Suicidal Ideation Score compared to baseline values will be presented by treatment group. All 
C-SSRS elements will be reflected in a listing. 

 



 Protocol CVL-871-2001 
Razpipadon 

Final Statistical Analysis Plan 
 

 
Confidential Page 36 of 88 Version 1.0: 05 Mar 2025 
 

10. PHARMACOKINETICS 
Single blood samples will be collected in appropriately labeled tubes for determination of the 
concentration of CVL-871 in plasma at Weeks 1, 3, 6, and 12.  

Plasma concentration data of CVL-871 will be summarized for each dose at each time point 
using descriptive statistics and graphs based on all randomized subjects who received at least one 
dose of IMP and had at least one measurable CVL-871 concentration result. Additionally, all 
data will be listed for PK set. The descriptive statistics for PK concentrations will include 
geometric mean and geometric coefficient of variation (GCV) in addition to the descriptive 
statistics described in Section 4.4.5.  

The geometric mean and GCV will be calculated based on the mean and variance of the 
logarithmic transformed data with the following formula to transform back: 

Geometric mean = exp(mean), and  

CV= 100*sqrt (exp(variance)-1). 
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11. PHARMACODYNAMICS 
The planned timepoints for pharmacodynamic assessments are shown in the Schedule of 
Assessments (Table 4) which will be completed before the safety assessments and by the same 
identified caregiver. 

All pharmacodynamic endpoints will be analyzed through descriptive statistical methods based 
on the mITT population. Pharmacodynamic endpoints with repeated post-baseline assessments 
will also be analyzed, using the mITT population, through statistical inference by using a 
mixed-model repeated measures (MMRM) analysis, including baseline score (if applicable), 
treatment, concomitant SSRI/SNRI use, visit (only measured at Visit 5 and 6), and the 
interaction between treatment group and visit as fixed factors in the model. Subject will be 
included as a random effect in the model. 

An unstructured correlation matrix will be used to model the within-patient errors covariances. 
The Kenward-Roger approximation will be used to estimate the denominator of degrees of 
freedom. The least square (LS) mean of each treatment group, difference in the LS mean 
between the treatment groups, and the corresponding 80% and 95% CI of the differences and 
p-values will be provided. 

If the MMRM model fails to achieve convergence due to complexity of model specification, 
different covariance structures will be used according to the following order till convergence is 
achieved: 

1. Unstructured correlation (UN) 
2. Heterogeneous Toeplitz (TOEPH) 
3. Homogeneous Toeplitz (TOEP) 
4. First-Order Autoregressive [AR(1)] 
5. Compound Symmetry (CS) 

The key research questions for the pharmacodynamic endpoints (ie, effect of CVL-871 treatment 
groups versus placebo) will be primarily addressed with a hypothetical strategy. As such, the 
missing values will be considered as missing at random (an MMRM analysis assumption). 

The primary analysis for all PD endpoints will be performed as described above. However, if the 
number of subjects with evaluable baseline and post-baseline assessments for a specific PD 
endpoint is smaller than 15 (all treatment groups combined) or smaller than 2 in any treatment 
group, only descriptive statistical analyses will be conducted. 

11.1. Neuropsychiatric Inventory-Clinician (NPI-C) and Neuropsychiatric 
Inventory Rating Scales 

The NPI assesses 12 behavioral and psychiatric symptoms in dementia including domains for 
delusions, hallucinations, agitation/aggression, apathy, depression, euphoria, aberrant motor 
behavior, irritability, disinhibition, anxiety, sleeping, and eating (Cummings et al, 1994).  

The NPI domain score for each domain is the product of frequency score × severity score 
reported by the caregiver in response to clinician administered questions specific to each domain. 
Higher scores are indicative of more frequent and/or severe symptoms.  
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The NPI-C is a revised version of the original NPI and includes expanded domains and domain 
subitems, and a clinician rated severity score as the principle scoring methodology (de Medeiros 
et al, 2010). Unlike the NPI, the NPI-C allows the rater to obtain additional caregiver and patient 
information to inform the rating for each item within a domain.  

The frequency and the severity of each behavior item are determined on 5-point (0 to 4) and 
4-point (0 to 3) scales, respectively, based on caregiver interview responses. An additional rating 
of caregiver distress is included (6-point scale from 0 to 5). The clinician also observes and 
interviews the patient, when possible, to inform on the frequency of symptoms and overall 
clinical presentation. The clinician provides a clinical impression severity score for each item 
within the domain using a 4-point (0 to 3) scale, which is based on all available clinical (eg, 
medical records, personal observations, personal experience and training) and interview 
information.  

An NPI-C total domain score based on the clinician impression can be calculated by summing 
the individual rating score for each domain item. Higher scores are indicative of more frequent 
and/or severe symptoms.  

The instrument can be used as a stand-alone measure for specific neuropsychiatric domains (eg, 
dysphoria, apathy) or a combination of both (combination of domains with focus on one or more 
specific domains). Only the NPI-C apathy and dysphoria domains will be utilized as assessment 
measures in this trial and changes from Baseline to Weeks 6 and 12 will be analyzed through an 
MMRM for the mITT as described in Section 11. Other NPI-C domains will not be utilized. The 
NPI will be utilized to assess all 12 neuropsychiatric domains, including apathy and dysphoria, 
for confirmation of inclusion/exclusion criteria and for ongoing evaluation during the treatment 
phase.  

Each NPI domain will be analyzed separately using an MMRM when sample size allows. In 
addition, all NPI and NPI-C data will be listed for the randomized patients with indicator for 
inclusion in the mITT analysis set. 

11.2. Dementia Apathy Interview and Rating (DAIR) 
The DAIR is a 16-item structured interview with the primary caregiver designed to assess 
illness-related changes in motivation, emotional responsiveness, and engagement (Strauss and 
Sperry, 2002). Each interview question consists of 2 parts: 1) how often a specific behavior was 
observed over the past month, and 2) whether the behavior in first item had changed from the 
time prior to memory loss.  

Apathy item scores range from 0 (patient shows apathetic behavior almost never or less than 
once a week) to 3 (patient shows apathetic behavior almost always or almost every day). In their 
original form, higher levels of apathy could correspond to higher or lower scores, depending on 
the questions. Therefore, questions will be rescaled as follows, so that higher rescaled scores 
correspond to higher levels of apathy. For questions 1, 9, 11, 12, 13, and 14, rescaled score = 
original score, and for questions 2 - 8, 10, 15, and 16, rescaled score = 3 - original score. Items 
are counted for the total score only if the behavior represents a change toward apathy from 
pre-illness behavior. The total apathy score is a sum of all items reflecting change, divided by the 
number of items completed, with higher scores representing greater average apathy. 
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Changes from Baseline to Visit 5 (Week 6) and Visit 6 (Week 12) in DAIR score will be 
analyzed through an MMRM for the mITT as described in Section 11. Individual DAIR items in 
their original form will be summarized through frequencies and percentages, regardless of 
whether or not they represented a change in apathy from pre-illness. Additionally, all DAIR 
individual related data will be listed for the randomized patients with indicator for inclusion in 
the mITT analysis set. 

11.3. Apathy Evaluation Scale-Clinician (AES-C) 
The AES-C is an 18-item rating scale which is completed by a clinician that measures apathy 
severity as defined by deficits in behavioral, cognitive, and emotional constructs of goal-directed 
behavior. Higher scores reflect greater apathy severity (Marin et al, 1991). 

AES-C items are rated based on current subject's perception during the past 4 weeks. Ratings are 
based on the clinician's assessment of the patient's self-reports of AES-C items (perception 
during past 4 weeks) and rank from 1=Not at all characteristics to 4=A lot characteristic. In their 
original form, higher levels of apathy could correspond to higher or lower scores, depending on 
the questions. Therefore, questions will be rescaled as follows, so that higher rescaled scores 
correspond to higher levels of apathy. For questions 1-5, 7-9, and 12-18, rescaled score = 5 - 
original score, and for questions 6, 10, and 11, rescaled score = original score. AES-C total score 
is the total of items 1 through 18 after completion of the rescaling process and ranges from 18 to 
72, with higher total scores corresponding to higher levels of apathy. 

Changes from Baseline to Visit 5 (Week 6) and Visit 6 (Week 12) in AES-C score will be 
analyzed through an MMRM for the mITT as described in Section 11. Additionally, all AES-C 
related individual data will be listed for the randomized patients with indicator for inclusion in 
the mITT analysis set. 

11.4. Alzheimer’s Disease Assessment Scale – Cognition Subscale (ADAS-
Cog) 

The ADAS-Cog is the most widely used general cognitive measure in clinical trials of AD. The 
original ADAS-Cog (Rosen et al, 1984) includes 11 items assessing cognitive function. The 
domains include memory, language, praxis, and orientation.  

The modified ADAS-Cog13 (Mohs et al, 1997), which will be used in this trial, includes all 
original ADAS-Cog items with the addition of a number cancellation task and a delayed free 
recall task, for a total of 85 points. As in the parent instrument, higher scores indicated greater 
severity. The questionnaire and the scores will be provided by WCG VeraSci. 

Changes from Baseline to Week 12 in ADAS-Cog13 overall score will be summarized through 
descriptive statistics for the mITT set. Additionally, all individual related data will be listed. 
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11.5. Modified Alzheimer’s Disease Cooperative Study–Clinical Global 
Impression of Change (mADCS-CGIC) 

The original ADCS-CGIC focuses on clinicians’ observations of change in the subject’s 
cognitive, functional, and behavioral performance (Schneider et al, 2009). The original 
ADCS-CGIC has been modified specially for apathy in dementia. 

Scoring is based on an interview with the caregiver by an independent, skilled, and experienced 
clinician with questions related to the severity of the subject’s overall clinical condition and 
apathy symptoms specifically.  

Scores are on a 7-point scale where 1 is “marked improvement” and 7 is “marked worsening” 
with a rating of 4 representing “no change”. It is important to note that the assessment will reflect 
the subject’s current condition compared with their condition at baseline (Visit 2). 

A baseline worksheet will be completed by the rater to assist in making all post-baseline 
comparisons and ratings. 

The questionnaire and the scores will be provided by WCG VeraSci. 

Descriptive statistics of the mADCS-CGIC scores will be presented by visit. Additionally, all 
mADCS-CGIC related individual data will be listed. 

11.6. Modified Clinical Global Impression-Severity Scale (mCGI-S) 
The mCGI-S is an observer-rated scale that will be used to measure both the severity of the 
subject’s overall clinical condition and their apathy symptoms specifically. 

To perform this assessment, the investigator (or designee) will answer questions related to the 
severity of the subject’s overall dementing illness (cognition, behavior, and function) and apathy 
symptoms specifically, providing a severity rating score based upon their total clinical 
experience with the patient population and upon observed and reported symptoms, behavior, and 
function in the past 4 weeks. Scores are on a 7-point scale where 1 is “normal, not at all ill/no 
symptoms” and 7 is “among the most extremely ill patients/very severe symptoms”. 

The questionnaire and the scores will be provided by WCG VeraSci. 

Descriptive statistics of the mCGI-S scores will be presented by visit and change from Baseline 
to Visit 5 (Week 6) and Visit 6 (Week 12) in mCGI-S scores will be analyzed through an 
MMRM for the mITT as described in Section 11. Additionally, all mCGI-S related individual 
data will be listed for the randomized patients with indicator for inclusion in the mITT analysis 
set. 

11.7. Caregiver Global Impression-Severity Scale (CaGI-S) 
The CaGI-S is a caregiver-rated scale that will be used to measure both the severity of the 
subject’s overall clinical condition and their apathy symptoms specifically. 

To perform this assessment, the caregiver will answer the questions related to the severity of the 
subject’s overall dementing illness (cognition, behavior, and function) and apathy symptoms 
specifically based upon their observations over the past 4 weeks.  
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Scores are on a 7-point scale where 1 is “normal, no symptoms of apathy/normal, not at all 
impaired” and 7 is “extremely severe apathy/extremely severely ill”. 

The questionnaire and the scores will be provided by WCG VeraSci. 

Descriptive statistics of the CaGI-S scores will be presented by visit and change from Baseline to 
Visit 5 (Week 6) and Visit 6 (Week 12) in CaGI-S scores will be analyzed through an MMRM 
for the mITT as described in Section 11. Additionally, all CaGI-S related individual data will be 
listed for the randomized patients with indicator for inclusion in the mITT analysis set. 

11.8. Caregiver Global Impression-Change Scale (CaGI-C) 
The CaGI-C is a caregiver-rated scale that will be used to measure change in both the subject’s 
overall dementing illness (cognition, behavior, and function) and their apathy symptoms 
specifically compared with before initiation of treatment with IMP. It is important to note that 
the caregiver will provide their assessment of the subject’s current condition compared with their 
condition at Baseline (Visit 2). 

To perform this assessment, the caregiver will rate the subject’s change from baseline in their 
overall dementing illness (cognition, behavior, and function) and in their apathy symptoms 
specifically.  

Scores are on a 7-point scale where 1 is “marked improvement in apathy/overall dementia” and 7 
is “marked worsening in apathy/overall dementia”. 

The questionnaire and the scores will be provided by WCG VeraSci. 

Descriptive statistics of the CaGI-C scores will be presented by visit. Additionally, all CaGI-C 
related individual data will be listed. 
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12. INTERIM ANALYSIS 
No interim analyses are planned in this study. 

 



 Protocol CVL-871-2001 
Razpipadon 

Final Statistical Analysis Plan 
 

 
Confidential Page 43 of 88 Version 1.0: 05 Mar 2025 
 

13. SUPPLEMENTARY ANALYSES 

13.1. Adverse Events (Safety) By Treatment Period 
The TEAE incidence will be summarized by two periods: Period 1 (Day 1 through Day 21; 
Step 1-4) and Period 2 (Day 22 through end of treatment) as well as TEAE incidence by actual 
dose level (0.25 mg, 0.5 mg, 1 mg, 2 mg, and 3 mg). The summary will be tabulated by SOC in 
internationally agreed order and PT in descending order of the higher dose group within SOC. 
Summary will also include a total column. 

In addition, the incidence of TEAE leading to permanent discontinuation of treatment will be 
summarized by two periods: Period 1 (Day 1 through Day 21; Step 1-4) and Period 2 (Day 22 
through end of treatment). The summary will be tabulated by SOC in internationally agreed 
order and PT in descending order of the higher dose group. Summary will also include a total 
column. 

13.2. Impact of COMT (Val-Met) Status 
Blood samples will be collected for analysis of catechol-O-methyltransferase (COMT) genotype. 
Sequencing was performed to detect the c.472G>A, p.Val158Met variant (Chr22:19951271) 
known familial variant ONLY. There will be one of three following results on the report, 

• The variant of interest was NOT detected, corresponding to Val/Val 

• The variant of interest was detected; heterozygous, corresponding to Met/Val 

• The variant of interest was detected; homozygous, corresponding to Met/Met 

The impact of COMT status on safety will be investigated by analysis of TEAEs, presented by 
primary SOC and PT, showing number and percentage of patients with at least 1 TEAE by 
COMT status (Met/Met vs Met/Val vs Val/Val) on the FAS.   

To evaluate the impact of COMT status on pharmacodynamic, subgroup analyses will be 
conducted on the following pharmacodynamic endpoints based on the mITT set across the three 
COMT groups (Met/Met vs Met/Val vs Val/Val):   

• NPI-C apathy domain score 

• NPI apathy domain score 

• DAIR score 

• AES-C score 

The subgroup analysis will be performed by subgroup rather than including an interaction term. 
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14. SUBGROUP ANALYSES 
Subgroup analyses of the key pharmacodynamic endpoints, NPI-C apathy score and NPI apathy 
score will be made based on the mITT set to assess consistency of the intervention effect across 
the following subgroups:  

• Age group (<75, ≥75) 

• Sex: female vs. male 

• Baseline NPI-C apathy score: ≤baseline median vs. >baseline median (median of the 
mITT set regardless treatment group) 

• Use of concomitant SSRI/SNRI : yes vs. no  

Provided that the sample sizes in the subgroups allow, the MMRM analysis method described in 
Section 11 will be applied to the subgroup analysis. The subgroup analysis will be performed by 
subgroup rather than including an interaction term. If the number of subjects within a subgroup is 
too small (less than 9 subgroup overall or less than 1 in any treatment group), only descriptive 
statistics will be used for the subgroup analysis.   
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15. CHANGES IN THE PLANNED ANALYSIS 
In addition to changes corresponding to protocol amendments, the analysis plan differs from the 
protocol analysis section as shown below 

• Protocol specified 80% CIs will be presented. The SAP further specifies that both 
80% and 95% CIs will be included (Section 11). 

• The population of all subjects who consent to participate in the clinical trial was 
referred as “Enrolled” in the protocol but is labeled as “Screened” for further clarity 
in the SAP (Section 4.3). 

• The mITT population is modified in the SAP (Section 4.3) as compared with the 
protocol to allow analysis evaluates dose effect in this exploratory study. 

• Due to the early closure of enrollment with the planned sample size not achieved, the 
hypothetical strategy is the only approach taken for missing value handling. The 
protocol specified sensitivity analyses are no longer planned. 
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17. APPENDICES 

17.1. Missing Efficacy Data 
Not applicable. 

17.2. Missing Safety Data 
For categorical variables, patients with missing data are not included in calculations of 
percentages unless otherwise specified. When relevant, the number of patients with missing data 
is presented. 

17.2.1. Handling of Missing Age 

If age is missing but year of birth is collected, then age will be derived as date of informed 
consent signed minus year of birth and June 30th, keeping the integer part of the result. 

17.2.2. Handling of Medication Missing/Partial Dates 

If a medication date or time is partially missing, it will be imputed in the most conservative way. 
That is, the start and end date will be set to the earliest and latest date, respectively, based on the 
partial date. If it cannot be determined whether it was taken prior, concomitantly, or 
post-treatment, it will be considered a prior, concomitant and post-treatment medication. 

17.2.3. Handling of Adverse Events with Missing or Partial Date/Time of Onset 

Missing or partial adverse event onset dates and times will be imputed so that if the partial 
adverse event onset date/time information does not indicate that the adverse event started prior to 
treatment or after the treatment period, the adverse event will be classified as treatment 
emergent.  

These data imputations are for categorization purposes only and will not be used in listings.  

No imputation of adverse event end dates/times will be performed. No imputation is planned for 
date/time of adverse event resolution. 

17.2.4. Handling of Adverse Events When Date and Time of First Investigational 
Medicinal Product Administration Is Missing 

The first dose of IMP (at the Baseline Visit) will be taken in the clinic, which means missing 
date and time of first IMP administration is not expected. 

17.2.5. Handling of Missing Assessment of Relationship of Adverse Events to 
Investigational Medicinal Product  

If the assessment of the relationship to IMP is missing, then the relationship to IMP is assumed 
to be related and the adverse event considered as such in the frequency tables of possibly related 
adverse events, but no imputation should be done at the data level. 
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17.2.6. Handling of Missing Severity/Grades of Adverse Events 

If the severity/grade is missing for 1 of the treatment-emergent occurrences of an adverse event, 
the maximal severity on the remaining occurrences will be considered.  

If the severity is missing for all the occurrences, a “missing” category will be added in the 
summary table. 

17.3. Missing Pharmacodynamics Data 
Since the MMRM used for inferential analyses of pharmacodynamics data is a type of statistical 
model that handles missing data, no imputation is foreseen. 
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17.4. Pharmacodynamic Test Scale Details 

17.4.1. Neuropsychiatric Inventory-Clinician (NPI-C) and Neuropsychiatric Inventory 
Rating Scales 
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17.4.2. Dementia Apathy Interview and Rating (DAIR) 
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17.4.3. Apathy Evaluation Scale-Clinician (AES-C) 
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17.4.4. Alzheimer’s Disease Assessment Scale – Cognition Subscale (ADAS-Cog) 
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17.4.5. Modified Alzheimer’s Disease Cooperative Study–Clinical Global Impression of 
Change (mADCS-CGIC) (example pages from caregiver subsequent visit only) 
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17.4.6. Modified Clinical Global Impression-Severity Scale (mCGI-S) 
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17.4.7. Caregiver Global Impression-Severity Scale (CaGI-S) 
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17.4.8. Caregiver Global Impression-Change Scale (CaGI-C) 
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17.5. Prohibited Prior Medications 
 

Prohibited Prior Medications Prohibited Duration of Use 
Prior to Randomization 

Cholinesterase inhibitors and memantine are prohibited with the following 
exception: 

• Dose has been stable for 60 days prior to randomization  

30 days (unless dose stable for 
60 days prior to randomization) 

Antipsychotics 3 months 

Tricyclic antidepressants and bupropion 30 days 

SSRI/SNRIs (other than trazodone) are prohibited with the following 
exceptions: 

• Dose has been stable for 60 days prior to randomization 

30 days (unless dose stable for 
60 days prior to randomization) 

Trazodone >50 mg/day for the treatment of depression.  30 days 

Mood stabilizers and anticonvulsants (eg, lithium, valproate, carbamazepine) 30 days 

Pregabalin and gabapentin are prohibited with the following exceptions: 
• Dose has been stable for 60 days prior to randomization 
• Medication is being used for pain indication. Usage for other 

indications (eg, behavioral management) is not allowed during the 
trial.  

• Dose should not exceed the recommended doses as listed in the 
respective US Package Inserts Dosage and Administration sections, 
including the maximum recommended dose in subgroup 
populations (as applicable) 

30 days (unless dose stable for 
60 days prior to randomization) 

Benzodiazepines 30 days 

Opioid analgesics 30 days 

High CNS penetrant anticholinergics used to treat tremor, other movement 
disorders, and overactive bladder (eg, benzatropine, oxybutynin, solifenacin, 
tolterodine).  
Low CNS penetrant anticholinergics used to treat overactive bladder (eg, 
trospium) are allowed provided the dose does not exceed the maximum 
recommended doses as listed in the respective US Package Inserts Dosage 
and Administration sections, including the maximum recommended dose in 
subgroup populations (as applicable; eg, patients greater than 60 years of 
age). 

30 days 

Atomoxetine, modafinil, armodafinil, and varenicline 30 days 

Psychostimulants (eg, methylphenidate, amphetamine, lisdexamfetamine) 30 days 

Levodopa and/or other dopamine agonists (including levodopa inhalation 
powder or apomorphine) 

7 days 

Nutritional supplements and nonprescription herbal preparations with known 
CNS effects (eg, St. John’s wort, omega-3 fatty acids, kava extracts, GABA 
supplements) that are provided in a medicinal form (eg, pill, capsule)  

30 days 
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Prohibited Prior Medications Prohibited Duration of Use 
Prior to Randomization 

Strong or moderate inducers or inhibitors of CYP3A4 metabolism Inhibitors: 5 half-lives or 30 days 
(shorter of the 2)  
Inducers: 5 half-lives or 21 days 
(longer of the 2)  

Any investigational agent 60 days or 5 half-lives 
(longer of the 2) 

Abbreviations: CNS=central nervous system; CYP=cytochrome P450; GABA=gamma-aminobutyric acid; SNRI=serotonin-
norepinephrine reuptake inhibitor; SSRI=selective serotonin reuptake inhibitor; US=United States. 
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17.6. Prohibited Concomitant Medications 
 

Prohibited Concomitant Medications 

1. Cholinesterase inhibitors and memantine are prohibited with the following exception: 
• Dose was stable for 60 days prior to randomization and subject remains on the same dose 

throughout the duration of treatment 

2. All antipsychotics 

3. Tricyclic antidepressants and bupropion are prohibited 
• SSRI and SNRI antidepressants are allowed provided the following: 

o The dose has been stable for 60 days prior to randomization and expected to remain 
unchanged for the duration of the trial.  

4. Trazodone >50 mg/day for the treatment of depression 

5. Mood stabilizers and anticonvulsants (eg, lithium, valproate, carbamazepine) 

6. Pregabalin and gabapentin are prohibited with the following exceptions: 
• Dose has been stable for 60 days prior to randomization 
• Medication is being used for pain indication. Usage for other indications (eg, behavioral 

management) is not allowed during the trial.  
• Dose should not exceed the recommended doses as listed in the respective US Package Inserts 

Dosage and Administration sections, including the maximum recommdned dose in subgroup 
populations (as applicable) 

7. Benzodiazepines and buspirone are prohibited 
• Nonbenzodiazepine sleep agents (ie, zolpidem, zaleplon, zopiclone, and eszopiclone) and 

low-dose trazodone (up to 50 mg) are allowed for treatment of insomnia 
o For the nonbenzodiazepine sleep aids, only one of the listed medications may be used. 

Country-specific prescribing information must be followed to determine the maximum 
allowable daily dose for the treatment of insomnia in elderly or debilitated patients 
(typically half of the normal adult maximum dose). 

8. Opioid analgesics 

9. High CNS penetrant anticholinergics used to treat tremor, other movement disorders, and overactive 
bladder (eg, benzatropine, oxybutynin, solifenacin, tolterodine). 

• Low CNS penetrant anticholinergics used to treat overactive bladder (eg, trospium) are allowed 
provided the dose does not exceed the maximum recommended doses as listed in the respective 
US Package Inserts Dosage and Administration sections, including the maximum recommended 
dose in subgroup populations (as applicable; eg, patients greater than 60 years of age). 

10. Atomoxetine, modafinil, armodafinil, and varenicline 

11. Psychostimulants (eg, methylphenidate, amphetamine, lisdexamfetamine) 

12. Antihistamines with sedating effects (eg, diphenhydramine) 
• Nonsedating antihistamines (eg, fexofenadine, loratadine) are allowed 

13. Anticoagulants such as warfarin, heparin, direct thrombin inhibitors (eg, dabigatran), and direct factor Xa 
inhibitors (eg, rivaroxaban, apixaban).  

• Anti-platelet medications (eg, aspirin, clopidogrel) are permitted. 
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Prohibited Concomitant Medications 

14. Levodopa and/or other dopamine agonists (including levodopa inhalation powder or apomorphine) 

15. Nutritional supplements and nonprescription herbal preparations (eg, St. John’s wort, kava extracts, 
GABA supplements) that are provided in a medicinal form (eg, pill, capsule) due to the potential for 
CYP3A4 drug-drug interactions 

16. Strong or moderate inducers or inhibitors of CYP3A4 metabolism (see Protocol Appendix 6)  
17. Any investigational agent 
Abbreviations: CNS=central nervous system; CYP=cytochrome P450; GABA=gamma-aminobutyric acid; SNRI=serotonin-
norepinephrine reuptake inhibitor; SSRI=selective serotonin reuptake inhibitor; US=United States. 
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17.7. Schedule of Assessment 
 

Table 4: Schedule of Assessments 

Trial Period 
Screening 
Perioda,b Treatment Period (12 weeks) 

Post-treatment 
Follow-up 
(4 weeks) 

Visit/Contactc Visit 1 
Visit 2/ 

Baseline Visit 3d Contact Visit 4e Contact Visit 5 Contact Contact 
Visit 6/ 

ETf Visit 7 
Con-
tact 

Trial Day -31 to -1 1 8 14g/18 22 29 43 57 71 85 99 113 

Trial Week   1 2 3 4 6 8 10 12 14 16 

Window   ±3 days ±5 days 

Entrance and History 

Informed consenth X            

Assign subject number X            

Eligibility criteria X X           

Medical and psychiatric history  X            

Demography  X            

History of drug and alcohol use X            

DCA (electronic form)i X            

MMSE (electronic form)i X            

Randomization  X           

Pharmacodynamic and Other Endpoint Assessments 

Electronic Formsi 

NPI X X     X   X   

NPI-C (apathy only)  X     X   X   
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Trial Period 
Screening 
Perioda,b Treatment Period (12 weeks) 

Post-treatment 
Follow-up 
(4 weeks) 

Visit/Contactc Visit 1 
Visit 2/ 

Baseline Visit 3d Contact Visit 4e Contact Visit 5 Contact Contact 
Visit 6/ 

ETf Visit 7 
Con-
tact 

Trial Day -31 to -1 1 8 14g/18 22 29 43 57 71 85 99 113 

Trial Week   1 2 3 4 6 8 10 12 14 16 

Window   ±3 days ±5 days 

NPI-C (dysphoria)  X     X   X   

DAIR  X     X   X   

AES-C  X     X   X   

ADAS-Cog13  X        X   

mADCS-CGIC worksheet  X           

mADCS-CGICj       X   X   

mCGI-S  X     X   X   

CaGI-S  X     X   X   

CaGI-Cj       X   X   

Safety Assessments 

Physical/ neurological 
examinationk X         X   

ECGl X X X  X  X   X X  

Vital sign measurementsm X X X  X  X   X X  

C-SSRSn(electronic form)i X X X  X  X   X X  

Prior/concomitant treatmentso --------------------------------------------------------------------------------------------------------------------------------------------------→ 

Adverse event monitoringo --------------------------------------------------------------------------------------------------------------------------------------------------→ 
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Trial Period 
Screening 
Perioda,b Treatment Period (12 weeks) 

Post-treatment 
Follow-up 
(4 weeks) 

Visit/Contactc Visit 1 
Visit 2/ 

Baseline Visit 3d Contact Visit 4e Contact Visit 5 Contact Contact 
Visit 6/ 

ETf Visit 7 
Con-
tact 

Trial Day -31 to -1 1 8 14g/18 22 29 43 57 71 85 99 113 

Trial Week   1 2 3 4 6 8 10 12 14 16 

Window   ±3 days ±5 days 

Laboratory 

Blood for safety laboratory sample X X X  X  X   X X  

Urine for safety laboratoryp X X X  X  X   X   

Prolactin levelq  X        X   

Urine drug screeningr X            

Test for alcohol X X           

Hepatitis B, C, HIV X            

PK blood samples   X  X  X   X   

Blood collection for COMT 
genotypingt  X           

Blood samples for future 
biospecimen researchu  X           

Other 

IMP dispensingv  X X  X  X      

IMP compliance assessmentv   X X X X X X X X   

Abbreviations: AD=Alzheimer’s disease; ADAS-Cog13=Alzheimer’s Disease Assessment Scale – Cognition 13-item scale; AES-C=Apathy Evaluation Scale-
Clinician; CaGI-C=Caregiver Global Impression–Change Scale; CaGI-S=Caregiver Global Impression–Severity Scale; COMT=catechol-O-methyltransferase; 
COVID-19=coronavirus disease-2019; C-SSRS=Columbia-Suicide Severity Rating Scale; DAIR=Dementia Apathy Interview and Rating; DCA=diagnostic 
criteria for apathy; DLB=dementia with Lewy bodies; ECG=electrocardiogram; eCRF=electronic case report form; ET=early termination; FTD=frontotemporal 
dementia; HIV=human immunodeficiency virus; IMP=investigational medicinal product; IRT=interactive response technology; mADCS-CGIC=modified 
Alzheimer’s Disease Cooperative Study-Clinical Global Impression of Change; mCGI-S=modified Clinical Global Impression–Severity Scale; MMSE=Mini-
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Mental State Examination; NPI=Neuropsychiatric Inventory; NPI-C=Neuropsychiatric Inventory-Clinician; PK=pharmacokinetic(s); SARS-CoV2=severe acute 
respiratory syndrome coronavirus 2; VAD=vascular dementia. 
a. Extension of screening may be allowed following discussion and documented approval by the medical monitor prior to the expiration of the Screening 

Period. Extension will only be granted in rare circumstances and the 30-day duration should be adhered to whenever possible. 
b. Individual sites may require subjects to have SARS-CoV2 testing done prior to randomization. SARS-CoV2 testing may be performed any time after 

randomization per the investigator’s discretion. 
c. Contact with subject via phone call, internet/web, or other acceptable means of communication to check on their status. 
d. Subjects will be monitored during scheduled assessments following dosing and those who do not tolerate the increase to Step 3 dose may decrease back 

down to Step 2 dose.   
e. Subjects will be monitored during scheduled assessments following dosing and those who do not tolerate the increase to Step 5 dose may decrease back 

down to Step 4 dose.   
f. The assessments scheduled for Visit 6 are to be performed for any subject who early terminates from the trial. 
g. Subjects who receive the Step 3 dose increase (rechallenge) on Day 13 will be instructed to call the site on Day 14 (day after they again receive the Step 3 

dose) to ensure that they can tolerate the rechallenge.  
h. Informed consent must be obtained before any trial-related procedures are performed. 
i. Assessments will be completed using electronic forms. However, if it is not possible to complete electronic form, then paper forms are permitted.  
j. All responses will be relative to the subject’s condition at Visit 2/Baseline, prior to the first dose of IMP.  
k. Full physical and neurological examinations should be completed at Screening and Visit 6/ET. The physical examination should include weight at all time 

points and height at the Screening Visit only. Physical and/or neurological examinations can be done at any time point during the trial at the investigator’s 
discretion. 

l. At Screening, a triplicate set of 12-lead ECGs is required to assess subject eligibility. A triplicate set of ECGs is 3 consecutive ECGs collected 1 to 2 minutes 
apart over a 5-minute period. At all other noted time points, a single ECG is required. All ECGs should be performed after the subject has been at rest in a 
supine/semi-recumbent position for approximately 3 minutes.    

m. Vital sign measurements include blood pressure, heart rate, and body temperature. Duplicate blood pressure and heart rate measurements will be obtained 
sitting/supine (after 5 minutes of rest) followed by a single standing measurement (after 2 minutes of rising from sitting/supine position). At each visit, body 
temperature will be obtained once, at the time of the first blood pressure measurement. 

n. The “Baseline/Screening” C-SSRS form will be completed for all subjects at Screening to determine eligibility and the “Since Last Visit” C-SSRS form will 
be completed at the Baseline Visit to ensure that the subject continues to qualify for the trial. The “Since Last Visit” C-SSRS form will also be completed at 
all visits after Baseline. 

o. Adverse events (serious and non-serious) and concomitant medications should be recorded from screening through the subject’s last visit. 
p. Dipstick urinalysis results are not to be recorded on the eCRFs; any clinically significant abnormality should be captured as an adverse event. 
q. Prolactin results will be partially blinded. 
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r. A urine drug screen is required at screening; see the exclusion criteria for exclusions based on the urine drug screen. The urine drug screen can be conducted 
at any time during the trial at the discretion of the investigator.  

s. PK samples will be collected at all clinic visits except Day 1. The date and time of the most recent dose, the dose step, and the time of the blood draw will be 
recorded. For Visit 3 and 4, PK samples to be collected approximately 2 hours post dose. PK samples should be drawn just after the ECGs at all visits. 

t. Blood samples for genotyping are to be collected prior to initiation of dosing. 
u. Future biospecimen research sample is optional and is to only be collected if signed consent is obtained from the subject. Sample can be collected any time 

prior to initiation of dosing. 
v. The first dose of IMP (at the Baseline Visit) will be taken in the clinic; subjects will be dispensed IMP to take at home between visits. Subjects will be 

instructed to bring their IMP to each clinic visit and take their daily dose at the clinic on visit days. Compliance will be assessed through self-reporting by the 
subject and by tablet count.
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17.8. Abbreviations 
 

Abbreviation Definition 

AD Alzheimer’s disease 

ADAS-Cog Alzheimer’s Disease Assessment Scale – Cognition 

ADAS-Cog13 Alzheimer’s Disease Assessment Scale – Cognition 13-item scale 

AE adverse event 

AES-C Apathy Evaluation Scale-Clinician 

AESI adverse event of special interest 

ATC anatomical therapeutic chemical 

CaGI-C Caregiver Global Impression–Change Scale 

CaGI-S Caregiver Global Impression–Severity Scale 

CI confidence interval 

COMT catechol-o-methyltransferase 

COVID-19 coronavirus disease-2019 

CRF case report form 

CSP clinical study protocol 

C-SSRS Columbia-Suicide Severity Rating Scale 

CTCAE Common Terminology Criteria for Adverse Events 

DAIR Dementia Apathy Interview and Rating 

DCA diagnostic criteria for apathy 

DLB dementia with Lewy bodies 

ECG electrocardiogram 

eCRF electronic case report form 

EOS end of study 

ET early termination 

FAS full analysis set 

FTD frontotemporal dementia 

ICF informed consent form 

ICH International Conference on Harmonisation 

IMP investigational medicinal product 

IRT interactive response technology 

ITT intent-to-treat 
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Abbreviation Definition 

mADCS-CGIC modified Alzheimer’s Disease Cooperative Study–Clinical Global Impression of Change 

mCGI-S modified Clinical Global Impression–Severity Scale 

MedDRA Medical Dictionary for Regulatory Activities 

mITT modified intent-to-treat 

MMRM mixed model repeated measures 

MMSE Mini-Mental State Examination 

NPI Neuropsychiatric Inventory 

NPI-C Neuropsychiatric Inventory-Clinician 

PD pharmacodynamics 

PK pharmacokinetics 

PT preferred term 

QD once daily 

SAE serious adverse event 

SAP statistical analysis plan 

SD standard deviation 

SOC system organ class 

SNRI serotonin-norepinephrine reuptake inhibitor 

SSRI selective serotonin reuptake inhibitor 

TEAE treatment-emergent adverse event 

TLFs tables, listings, figures 

VAD vascular dementia 

WHO-DD World Health Organization-Drug Dictionary 
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