
 Protocol CVL-865-SZ-001 
Darigabat

Final Statistical Analysis Plan
 

 
Confidential Page 1 of 101 Version 1.0: 17 July 2024 

 

STATISTICAL ANALYSIS PLAN 

 

A RANDOMIZED, DOUBLE-BLIND, PLACEBO-CONTROLLED, PARALLEL 
GROUP, MULTICENTER TRIAL OF CVL-865 AS ADJUNCTIVE THERAPY IN 

ADULTS WITH DRUG-RESISTANT FOCAL ONSET SEIZURES (REALIZE TRIAL) 

Protocol Number: CVL-865-SZ-001 

Compound: Darigabat (CVL-865) 

Trial Phase: 2 

Short Title: A Trial of the Efficacy and Safety of CVL-865 as Adjunctive Therapy in the 
Treatment of Focal Onset Seizures 

Sponsor Name: Cerevel Therapeutics, LLC 

Protocol Version: Version 4.0:  30 Jun 2020  

 Version 3.0:  15 Nov 2019 

 Version 2.0:  03 Oct 2019 

 Original Version 1.0:  24 Jul 2019 

Analysis Plan Version: Final 1.0: 17 July 2024 

     

 

NCT04244175



Protocol CVL-865-SZ-001
Darigabat

Final Statistical Analysis Plan

Confidential Page 2 of 101 Version 1.0: 17 July 2024

STATISTICAL ANALYSIS PLAN REVIEW AND APPROVAL

specifications. 

Prepared by:

PharPoint Research, Inc.

Date

Reviewed by: 

PharPoint Research, Inc.

Date

     

 

            

    

    





 Protocol CVL-865-SZ-001 
Darigabat

Final Statistical Analysis Plan
 

 
Confidential Page 4 of 101 Version 1.0: 17 July 2024 

 

TABLE OF CONTENTS 

STATISTICAL ANALYSIS PLAN ................................................................................................1 

STATISTICAL ANALYSIS PLAN REVIEW AND APPROVAL ................................................2 

LIST OF TABLES ...........................................................................................................................8  

LIST OF FIGURES .........................................................................................................................9  

1. INTRODUCTION ......................................................................................................10 

1.1. Study Overview ..........................................................................................................10 

1.2. Sample Size Considerations .......................................................................................11 

1.3. Measures to Minimize Bias: Randomization and Blinding ........................................12 

1.3.1. Subject Assignment to Treatment ...............................................................................12 

1.3.2. Blinding ......................................................................................................................12 

1.4. Treatment Period ........................................................................................................12 

2. OBJECTIVES AND ENDPOINTS ............................................................................14 

3. KEY ASSESSMENTS AND DERIVATIONS ..........................................................16 

3.1. Efficacy Assessments .................................................................................................16 

3.1.1. Seizure Frequency and Type (eDiary) ........................................................................16 

3.1.2.  ......................................................................16 

3.1.3. Clinical Global Impression-Severity of Symptoms Scale ..........................................16 

3.1.4. Clinical Global Impression-Improvement Scale ........................................................16 

3.1.5. Quality of Life in Epilepsy  31 .................................................................................17 

3.1.6. Health Utilities Index ..................................................................................................17 

3.2. Safety Assessments .....................................................................................................17 

3.2.1. Adverse Event (AE) ....................................................................................................17 

3.2.1.1. Treatment-emergent Adverse Event (TEAE) .............................................................17 

3.2.1.2. Serious Adverse Event (SAE) ....................................................................................18 

3.2.1.3. Adverse Events of Special Interest .............................................................................18 

3.2.2. Clinical Safety Laboratory Assessments ....................................................................18 

3.2.3. Columbia-Suicide Severity Rating Scale (C-SSRS) ...................................................18 

3.2.4. Vital Signs ..................................................................................................................19 

3.2.5. Electrocardiograms .....................................................................................................19 

3.2.6. Modified Clinical Institute Withdrawal Assessment  Benzodiazepines ...................19 

     

 

     



 Protocol CVL-865-SZ-001 
Darigabat

Final Statistical Analysis Plan
 

 
Confidential Page 5 of 101 Version 1.0: 17 July 2024 

 

3.2.7. Concomitant Medications and Non-Drug Therapy/Procedures .................................19 

3.2.8. Rescue Medicine .........................................................................................................20 

3.2.9. Physical and Neurological Examinations ...................................................................20 

3.3. Pharmacokinetics ........................................................................................................20 

4. DATA CONVENTIONS AND VISIT WINDOWS ..................................................21 

4.1. Data Conventions ........................................................................................................21 

4.1.1. Age ..............................................................................................................................21 

4.1.2. Day 1 ...........................................................................................................................21 

4.1.3. Study Day of an Event ................................................................................................21 

4.1.4. Days on Study .............................................................................................................21 

4.1.5. Days on IMP ...............................................................................................................21 

4.1.6. Baseline Value ............................................................................................................21 

4.1.7. Change from Baseline .................................................................................................21 

4.1.8. Last Dose of IMP ........................................................................................................21 

4.1.9. Average Daily Dose by Period ...................................................................................22 

4.1.10. Compliance with Study Drug .....................................................................................22 

4.1.11. Handling of Incomplete or Missing Dates Associated with an Event ........................22 

4.1.12. Handling of Alphanumeric Data .................................................................................23 

4.2. Analysis Periods .........................................................................................................23 

4.3. Visit Windows ............................................................................................................24 

5. STATISTICAL ANALYSIS METHODS ..................................................................27 

5.1. GENERAL CONSIDERATIONS ..............................................................................27 

5.2. Populations for Analyses ............................................................................................27 

5.3. Statistical Hypotheses .................................................................................................28 

5.4. Multiplicity Adjustment..............................................................................................28 

5.5. Strata and Covariates ..................................................................................................28 

5.6. Subject Disposition, Demographic and Baseline Characteristics ...............................28 

5.6.1. Medical History ..........................................................................................................28 

5.6.2. History of Epilepsy .....................................................................................................29 

5.7. Exposure to Treatment ................................................................................................29 

5.7.1. eDiary compliance ......................................................................................................29 

     

 



 Protocol CVL-865-SZ-001 
Darigabat

Final Statistical Analysis Plan
 

 
Confidential Page 6 of 101 Version 1.0: 17 July 2024 

 

5.8. Primary Efficacy Analysis ..........................................................................................30 

5.8.1. Derivation of Primary Efficacy Endpoint ...................................................................30 

5.8.2. Primary Estimand .......................................................................................................30 

5.8.3. Main Analytical Approach .........................................................................................30 

5.8.4. Sensitivity Analyses ....................................................................................................31 

5.8.4.1. Treatment Effect based on Actual Treatment Received .............................................31 

5.8.4.2. Impact of Low eDiary Entry Compliance ..................................................................31 

5.8.4.3. Impact of Discontinuation Potentially Related to Treatment .....................................31 

5.8.5. Subgroup Analyses .....................................................................................................32 

5.9. Key Secondary Efficacy Analyses ..............................................................................32 

5.9.1. Derivation of Key Secondary Efficacy Endpoints ......................................................32 

5.9.1.1. Change in Log-Transformed Seizure Frequency from Baseline ................................32 

5.9.1.2. 50% Responder ...........................................................................................................32 

5.9.2. First Key Secondary Estimand ...................................................................................33 

5.9.3. Main Analytical Approach for First Key Secondary Endpoint ..................................33 

5.9.4. Sensitivity Analyses ....................................................................................................34 

5.9.5. Subgroup Analysis ......................................................................................................34 

5.9.6. Supplemental Analysis ...............................................................................................34 

5.10. Second Key Secondary Efficacy Analysis .................................................................34 

5.10.1. Second Key Secondary Estimand ...............................................................................34 

5.10.2. Main Analytical Approach for Second Key Secondary Endpoint ..............................35 

5.10.3. Sensitivity Analyses ....................................................................................................35 

5.11. Other Efficacy Analyses .............................................................................................35 

5.11.1. Other Secondary Efficacy Endpoints ..........................................................................35 

5.12. Additional Exploratory Analyses ...............................................................................37 

5.13. Interim and Final Analysis..........................................................................................37 

5.14. Safety Analyses ..........................................................................................................37 

5.14.1. Adverse Events ...........................................................................................................37 

5.14.2. Concomitant Medications and Non-Drug Therapy/Procedures .................................38 

5.14.2.1. Non-AED Concomitant Medications and Non-Drug Therapy/Procedures ................38 

5.14.2.2. Concomitant AED Medication and Therapy/Procedures ...........................................38 

     

 



 Protocol CVL-865-SZ-001 
Darigabat

Final Statistical Analysis Plan
 

 
Confidential Page 7 of 101 Version 1.0: 17 July 2024 

 

5.14.3. Clinical Laboratory Assessments ...............................................................................38 

5.14.4. Vital Signs ..................................................................................................................39 

5.14.5. Electrocardiograms (ECGs) ........................................................................................40 

5.14.6. Physical and Neurological Examinations ...................................................................41 

5.14.7. Columbia-Suicide Severity Rating Scale (C-SSRS) ...................................................41 

5.14.8. Modified Clinical Institute Withdrawal Assessment  Benzodiazepines 
(mCIWA-B) ................................................................................................................41 

5.15. Pharmacokinetics ........................................................................................................41 

5.15.1. Pharmacokinetic Data Analysis ..................................................................................41 

5.16. Protocol Deviations ....................................................................................................42 

6. CHANGES IN THE PLANNED ANALYSES ..........................................................43 

7. REVISION HISTORY ...............................................................................................44 

8. REFERENCES ...........................................................................................................45 

9. APPENDICES ............................................................................................................46 

9.1. Schedule of Assessments ............................................................................................46 

9.2. Quality of Life in Epilepsy  31 (QOLIE-31) ............................................................53 

9.3. Health Utilities Index (HUI) .......................................................................................59 

9.4. Columbia-Suicide Severity Rating Scale (C-SSRS) Suicidal Ideation and 
Suicidal Behavior Scores ............................................................................................71 

9.5. MNAR Cases Identified Prior to Database Lock .......................................................73 

9.6. CTCAE Based Laboratory Test Results Grading Specifications ...............................74 

9.7. Programming Conventions .........................................................................................98 

9.8. Abbreviations ............................................................................................................100 

 

 

     

 



 Protocol CVL-865-SZ-001 
Darigabat

Final Statistical Analysis Plan
 

 
Confidential Page 8 of 101 Version 1.0: 17 July 2024 

 

LIST OF TABLES 

Table 1: Dosing Schedule .........................................................................................................13 

Table 2: Objectives and Endpoints ...........................................................................................14 

Table 3: Definition of Analysis Periods for Seizure Frequency and Average Daily 
Dose Data ....................................................................................................................24 

Table 4: Visit Windows for Early Termination and Unscheduled Visits - ECGs and 
Vital Signs ..................................................................................................................25 

Table 5: Visit Windows for Early Termination and Unscheduled Visits - Safety Labs 
and C-SSRS ................................................................................................................25 

Table 6: Visit Windows for Early Termination and Unscheduled Visits  CGI-S ...................25 

Table 7: Visit Windows for Early Termination and Unscheduled Visits  PGIC and 
CGI-I ...........................................................................................................................26 

Table 8: Visit Windows for Early Termination and Unscheduled Visits  QOLIE-31 
and HUI ......................................................................................................................26 

Table 9: Visit Windows for Early Terminations and Unscheduled  mCIWA-B ....................26 

Table 10: Populations for Analysis .............................................................................................27 

Table 11: Summary of Other Secondary Efficacy Analyses ......................................................36 

Table 12: Schedule of Assessments ............................................................................................47 

Table 13: QOLIE-31 Scoring Form ............................................................................................53 

Table 14: Formula for Calculating QOLIE-31 Overall Score ....................................................58 

Table 15: HUI-3 Vision Attribute Level Decision Table ...........................................................64 

Table 16: HUI-3 Hearing Attribute Level Decision Table .........................................................65 

Table 17: HUI-3 Speech Attribute Level Decision Table ..........................................................65 

Table 18: HUI-3 Cognition Attribute Level Decision Table ......................................................65 

Table 19: Ambulation, Dexterity, Emotion and Pain Attribute Level Decision Table ...............66 

Table 20: HUI-2 Sensation Attribute Level Decision Table ......................................................67 

Table 21: HUI-2 Mobility Attribute Level Decision Table ........................................................67 

Table 22: HUI-2 Cognition Attribute Level Decision Table ......................................................68 

Table 23: HUI-2 Self-Care, Emotion, and Pain Attributes Level Decision Table .....................68 

Table 24: HUI-2 Fertility Attributes Level Decision Table ........................................................68 

 

 

     

 



 Protocol CVL-865-SZ-001 
Darigabat

Final Statistical Analysis Plan
 

 
Confidential Page 9 of 101 Version 1.0: 17 July 2024 

 

LIST OF FIGURES 

Figure 1: Trial Schematic ...........................................................................................................11 

 

     

 



 Protocol CVL-865-SZ-001 
Darigabat

Final Statistical Analysis Plan
 

 
Confidential Page 10 of 101 Version 1.0: 17 July 2024 

 

1. INTRODUCTION 

This document describes the statistical methods and data presentations planned for the analysis 
of the efficacy and safety data from Protocol CVL-865-SZ-001. 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) 

1.1. Study Overview 

This is a double-blind, parallel-group, placebo-controlled trial with subjects randomized to 1 of 
the following 3 arms in a 1:1:1 ratio: 

 CVL-865 25 mg BID maintenance 

 CVL-865 7.5 mg BID maintenance 

 Placebo 

This maximum duration is to be approximately 25 weeks, consisting of the following: 

 8-week Screening/Baseline Period 

 10- or 13-week Treatment Period, including an initial 2-week Titration Phase, an 
8-week Maintenance Phase, and a 3-week Taper Phase (only for subjects not 
continuing treatment in the open-label extension trial). The tablets (including the 
number of tablets given) will be the same between the placebo and both CVL-865 
dose arms during the Titration, Maintenance, and Taper Phases to maintain the blind 

 4-week Follow-up Period (only for subjects not continuing treatment in the open-
label extension trial)  

Subjects are to continue on their current AEDs at the same dosages throughout the 
Screening/Baseline Period. If a subject has a vagus nerve stimulator (VNS), a deep brain 
stimulator (DBS), or a responsive neurostimulator (RNS), the settings must remain stable 
throughout the Screening/Baseline Period. 

During this Screening/Baseline Period, subjects will be required to complete electronic seizure 
diaries (eDiary) and record all seizures in the eDiary for each day and days free of seizures. The 
presence or absence of all seizure types experienced by each subject will be recorded daily in the 
eDiary. 

Subjects who satisfy all inclusion/exclusion criteria and thus are eligible for the trial will be 
randomized to 1 of 3 treatment arms at Visit 1 (Day 1). The daily dosing schedule will start at 
Day 1 with a 2-
blinded fashion up the randomized dose level (CVL-865 25 mg BID, CVL-865 7.5 mg BID, or 
placebo). In the high-dose group, CVL-865 will be administered as  

 during the Titration Phase, and then 25 mg BID during 
the 8-week Maintenance Phase. In the low-dose group, CVL-865 will be administered as  

 during the Titration Phase, and then 
7.5 mg BID during the 8-week Maintenance Phase. 
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eligibility to continue treatment with CVL-865 in the open-label extension trial 
CVL-865-SZ-002. If the investigator determines the subject is eligible for the trial, he/she will 
discuss with the subject if they would like to continue into Trial CVL-865-SZ-002. If the 
investigator determines the subject is eligible and the subject agrees to continue participation in 
Trial CVL-865-SZ-002, consent will be obtained and unique procedures for Visit 1 of Trial 
CVL-865-SZ-002 will be completed.

For subjects who do not continue into Trial CVL-865-SZ-002, following the Maintenance Phase, 
the dose will be gradually decreased over a 3-week Taper Phase.

The trial design is depicted in Figure 1 and details of schedule of assessments are provided in
Section 9.1.

Figure 1: Trial Schematic

Abbreviations: AED = anti-epileptic drug; BID = twice daily; OLE = open-label extension; Wk = week.

1.2. Sample Size Considerations

Approximately 214 subjects will be screened to achieve 150 subjects randomly assigned to 
treatment (50 per group) and 120 evaluable subjects for an estimated total of 40 evaluable 
subjects per treatment group.

A sample size of 50 subjects per group (total of 150 subjects) will provide at least 80% power to 
detect a difference in the means of the primary outcome measure (RRatio) of -20 (PASS 2008 
Tests of Two Means, Two Sample T-Test, 2-sided alpha level = 0.1, Standard Deviation=34, and 
a 20% dropout rate). Approximately 214 subjects will be screened to achieve 150 subjects
randomized.
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In the event of higher than anticipated early terminations due to COVID-19 or other reasons, 
Cerevel may extend enrollment in order to maintain the planned statistical power.  

1.3. Measures to Minimize Bias: Randomization and Blinding 

1.3.1. Subject Assignment to Treatment 

All subjects will be centrally randomized in a 1:1:1 ratio to 3 treatment arms (CVL-865 7.5 mg 
BID, 25 mg BID, or placebo) at the Visit 1 (Day 1) via an Interactive Voice Response 
System/Interactive Web Response System (IVRS/IWRS), according to a computer generated 
randomization scheme generated by a non-study statistician and be kept strictly confidential. 
Subjects will be sequentially assigned to the next available randomization number and will 
receive the IMP that corresponds to that randomization number. Once a randomization number 
has been assigned, it will not be reassigned. 

1.3.2. Blinding 

The CVL-865 and placebo tablets will be identical in appearance. Subjects will receive the 
appropriate combination of tablets necessary in order to achieve the required dose level. In order 
to maintain the blind, subjects assigned to the placebo treatment group will receive the same 
number of tablets as subjects in the CVL-865 groups.  

Treatment assignments will be blinded to the investigators and other trial site personnel, the 
subjects, and all sponsor personnel who are involved in the conduct of the trial (including trial 
monitoring, data management, and data analysis). Access to the treatment codes will be restricted 
to personnel who are responsible for generating and maintaining the randomization code, 
packaging the IMPs, operating the IVRS/IWRS, analyzing the PK blood samples, or reporting 
serious adverse events (SAEs) or adverse events of special interest (AESI) to regulatory 
agencies. 

If the investigator decides that unblinding is warranted, the investigator should make every effort 

atment assignment is unblinded, 
the medical monitor must be notified within 24 hours after breaking the blind. 

eCRFs, with the 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, treatment with the IMP 
may not be reinitiated for that subject. 

1.4. Treatment Period 

The dose of CVL-865 will be titrated to the assigned dose over the first 2 weeks of the trial 
during the Dose Titration Phases followed by 8 weeks of Maintenance Phase at the assigned dose 
level. At the end of Maintenance Phase, eligible subjects have the option to continue treatment 
with CVL-865 in the open-label extension trial CVL-865-SZ-002. If for subjects who do not 
continue into Trial CVL-865-SZ-002, following the Maintenance Phase, the dose will be 
gradually decreased over a 3-week Taper Phase. 
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Objectives Endpoints 

Secondary (PK): To evaluate the plasma exposure of 
CVL-865 

 Summary listing of CVL-865 concentrations 
by dose and visit 

Abbreviations: AE = adverse event; CGI-I = Clinical Global Impression  Improvement; CGI-S = Clinical Global 
Impression  Severity of Symptoms; C-SSRS = Columbia-Suicide Severity Rating Scale; ECG = electrocardiogram; 
HUI = Health Utilities Index; mCIWA-B = Modified Clinical Institute Withdrawal Assessment  Benzodiazepines; 

-31 = Quality of 
Life in Epilepsy-31; RRatio = Response Ratio; TEAE = treatment-emergent adverse event. 
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3. KEY ASSESSMENTS AND DERIVATIONS 

3.1. Efficacy Assessments 

3.1.1. Seizure Frequency and Type (eDiary) 

Subjects will record details regarding their seizures (frequency and type) in an eDiary. Any BZD 
use will also be recorded in the diary. Seizure frequency and type will be assessed based on 
information recorded by the subject in the eDiary.  

Seizure frequency is defined as the total number of focal onset seizures over the analysis period 
of interest divided by the total number of days with no missing seizure counts in the 
corresponding period multiplied by 7. For cluster seizures, which are a group of seizures too 
numerous to count, the number of cluster episodes will be included as one seizure event. Unless 
otherwise specified, Seizure frequency will only be calculated for focal onset seizures, which 
include focal aware seizures without motor signs, focal aware seizures with motor signs, focal 
impaired awareness seizures and focal to bilateral tonic-clonic seizures. 

3.1.2. ange 

The self-
about the efficacy of treatment. It is a 7-

 

3.1.3. Clinical Global Impression-Severity of Symptoms Scale 

The CGI-S is an observer-rated scale that will be used to measure symptom severity. It is 

symptoms at the time of the current visit. 

To perform this assessment, the investigator (or designee) will answer the following question: 
clinical experience with this particular population, how ill is the subject 

3 = mildly ill; 4 = moderately ill; 5 = markedly ill; 6 = severely ill; and 7 = among the most 
extremely ill subjects. 

3.1.4. Clinical Global Impression-Improvement Scale 

The CGI-I is an observer-
compared with before initiation of treatment with IMP. It is important to note that the observer or 

their symptoms at baseline (Visit 1).   

(as related to seizure frequency and severity) using the following response choices: 0 = not 
assessed, 1 = very much improved, 2 = much improved, 3 = minimally improved, 4 = no change, 
5 = minimally worse, 6 = much worse, and 7 = very much worse. 
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3.1.5. Quality of Life in Epilepsy  31 

The Quality of Life in Epilepsy  31 (QOLIE-31) was developed in cooperation with 
professional postgraduate services, a division of Physicians World Communications Group and 
the QOLIE Development Group. The 31-item QOLIE-31 (Version 1.0) has been derived from 
the longer QOLIE-89 (Rausch & Crandall, 1982; Cramer et al, 1998). 

The QOLIE-31 contains 7 multi-item scales that tap the following health concepts: emotional 
well-being, social functioning, energy/fatigue, cognitive functioning, seizure worry, medication 
effects, and overall quality of life. A QOLIE-31 overall score is obtained using a weighted 
average of the multi-item scale scores. The QOLIE-31 also includes a single item that assessed 
overall health. 

Details of QOLIE-31 categories are provided in Section 9.2. 

3.1.6. Health Utilities Index 

The Health Utilities Index (HUI) is a rating scale used to measure general health status and 
health-related quality of life. The HUI questionnaires are designed to map onto 2 classification 
systems, HUI-2 and HUI-3, capable of measuring 24,000 and 972,000 unique health states, 
respectively. The HUI classifications measure a range of health domains with examples 
including sensation, mobility, pain, cognition, ambulation, and emotion (Horsman et al, 2003). 

Details of HUI categories are provided in Section 9.3. 

3.2. Safety Assessments 

3.2.1. Adverse Event (AE)  

An adverse event is any untoward medical occurrence in a patient or clinical trial subject, 
temporally associated with the use of trial treatment, whether or not considered related to the trial 
treatment. An AE can therefore be any unfavorable and unintended sign (including an abnormal 
laboratory finding), symptom, or disease (new or exacerbated) temporally associated with the use 
of trial treatment. All adverse events will be recorded on the ADVERSE EVENTS eCRF. 

tabulations. Adverse events with missing relationship to IMP will have the relationship imputed 
e AE started on or after the first dose of IMP. However, 

in the data listings these missing severity and/or relationship will be presented as missing. 

3.2.1.1. Treatment-emergent Adverse Event (TEAE) 

Any event reported on the eCRF that occurs on or after the initiation of IMP through the last 
follow up contact is considered treatment emergent. Additionally, it is assumed that an Adverse 
Event which was reported to have started on Day 1 without an associated onset time is assumed 
to be treatment emergent. 
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3.2.1.2. Serious Adverse Event (SAE) 

Adverse events that meet the definition of SAE in the protocol will be captured in the 
ADVERSE EVENTS eCRF. 

3.2.1.3. Adverse Events of Special Interest 

Adverse events of special interest (AESI) will be captured and monitored during this study. 
AESI include Adverse Events Potentially Related to Abuse or Dependence, Hematologic 
Abnormalities and Abnormal Liver Function Tests as defined in the protocol. These events will 
be noted by the investigator in the ADVERSE EVENTS eCRF. 

3.2.2. Clinical Safety Laboratory Assessments 

The clinical laboratory tests as listed in the protocol will be performed in accordance with the 
laboratory manual and the Schedule of Assessments. All results, including repeats, will be 
included in the laboratory reports. The investigator must review the laboratory report, document 
this review, and record any clinically relevant changes occurring during the trial in the AE 
section of the eCRF. 

3.2.3. Columbia-Suicide Severity Rating Scale (C-SSRS) 

Suicidality will be monitored during the trial using the C-SSRS. It was designed to quantify the 
severity of suicidal ideation and behavior. 

e of the subject with suicide 
events and suicidal ideation and the occurrence of suicide events or ideation within a specified 
time period prior to entry into the trial, will be completed for all subjects at screening to 
determine eligibility and confirmed at baseline. Any subject with active suicidal ideation or 
suicidal behaviors within the last 6 months, suicidal behaviors within the last 2 years, or who in 
the clinical judgment of the investigator presents a serious risk of suicide should be excluded 
from the trial. 

-SSRS form will be completed at all visits after screening and baseline. 
-SSRS during the trial to 

determine whether it is safe for the subject to continue in the trial. If a subject demonstrates 

answers on item 4 or 5 of the C-SSRS, the investigator will evaluate whether a risk assessment 
by a qualified mental health professional (or the investigator alone if the investigator is a 
qualified mental health professional) is needed and whether the subject should continue in or be 
discontinued from the trial. 

Details of C-SSRS categories as well as definition of treatment emerging events are provided in 
Section 9.4. 
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3.2.4. Vital Signs 

Vital sign measurements will include body temperature, respiratory rate, systolic blood pressure, 
diastolic blood pressure, and heart rate. 

3.2.5. Electrocardiograms 

Electrocardiogram recordings will be obtained after the subject has been supine and at rest for at 
least 5 minutes. Additional 12-  discretion and 
should always be obtained in the event of early termination. The ECG results will be evaluated at 

The investigator (or qualified designee) will review, sign, and date each ECG reading, noting 
whether or not any abnormal results are of clinical significance. 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.  

At screening, triplicate ECG recordings should be taken approximately 1 minute apart. The 

(QTcF) for the 3 screening ECGs. A mean QTcF >450 msec as assessed by the central reader 
from the screening triplicate ECGs will be exclusionary.  

A repeat ECG should be performed to confirm any clinically significant abnormality that is 
identified in a randomized subject during the treatment period (which will be confirmed by 
central service read) and, in these cases, the medical monitor should be consulted on the 
appropriateness of the subject continuing in the trial. 

3.2.6. Modified Clinical Institute Withdrawal Assessment  Benzodiazepines 

The modified Clinical Institute Withdrawal Assessment  Benzodiazepines (mCIWA-B) is a 
sensitive instrument to measure withdrawal under conditions where there is a taper of medication 
(rather than abrupt discontinuation). It consists of 17-items that monitor the type and severity of 
BZD withdrawal symptoms such as irritability, fatigue, appetite, and sleeplessness (Busto et al, 
1989). The clinician-observed assessments of sweating, restlessness (pacing), and tremor that are 
included in the overall version have been removed from this modified version. The total score 
ranges from 1 to 68 with higher scores indicating more severe withdrawal. 

3.2.7. Concomitant Medications and Non-Drug Therapy/Procedures 

Concomitant medications are those medications taken on or after the initiation of IMP. These 
medications include those medications started before the initiation of IMP and continuing post 
Day 1. Medications that start and stop before the first dose of IMP will be classified as prior 
medications and will not be considered concomitant. Medications that start after the last dose of 
IMP will be classified as taken post last dose and will not be considered concomitant. These 
medications will be recorded in the eCRF. The investigator will record all medications and 
therapies (including vaccines, over-the-counter or prescription medicines, vitamins, and/or herbal 
supplements) that are used by the subject from 30 days before the informed consent form (ICF) 
is signed through the end of Post-treatment Safety Follow-up Period. The investigator will also 
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record all medications and therapies taken or received by a subject for treatment of an AE or that 
cause an AE through the end of Post-treatment Safety Follow-up Period. 

Non-drug therapy/procedures will also be recorded as medications described above. 

3.2.8. Rescue Medicine 

All subjects who normally take BZDs for seizure rescue will be required to have an 
individualized Rescue Protocol approved by TESC (The Epilepsy Study Consortium). The 
Rescue Protocol will be submitted along with the SIF/DRF (Seizure Identification and 
Diagnostic Review Form) and will describe what rescue treatment can be administered in the 
event the subject requires a BZD. It will also include different scenarios that will prompt 
immediate medical attention. 

3.2.9. Physical and Neurological Examinations 

Full physical and neurological examinations should be completed at Screening Visit 4, and Visit 
5/ET. The physical examination should include weight at all time points and height at the 
Screening Visit only.  

Any condition present at the post-treatment physical and neurological examinations that was not 
present at the baseline examination should be documented as an AE and followed to a 
satisfactory conclusion. 

3.3. Pharmacokinetics 

To evaluate the plasma exposure of CVL-865 (and adjunctive AEDs, if appropriate) over time, a 
single daytime blood sample will be collected as specified in the Schedule of Assessments 
(Section 9.1). 
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4. DATA CONVENTIONS AND VISIT WINDOWS 

4.1. Data Conventions 

4.1.1. Age 

Age is the age at the time of informed consent and is as captured on the eCRF (note: date of birth 
is not captured on the eCRF). 

4.1.2. Day 1  

Day 1 is the day IMP is first initiated. 

4.1.3. Study Day of an Event 

Study day of an event is defined relative to Day 1 as: 

 Study Day = event date   

This calculation will result in negative study days for an event occurring prior to the start of IMP 
and positive study days for an event on or after the start of IMP.  There will be no Day 0 value to 
match the schedule of events. 

4.1.4. Days on Study 

Days on Study is the number of days from Day 1 to the date of study completion or early 
termination as recorded on the END OF STUDY eCRF. 

4.1.5. Days on IMP 

Days on IMP is the number of days from Day 1 to the date of last dose of IMP as recorded on the 
EXPOSURE eCRF. 

4.1.6. Baseline Value 

For purposes of analysis of safety assessments and efficacy assessments outside of eDiary, the 
baseline value is defined as the last value obtained prior to initiation of IMP. Should the Day 1 
visit value be obtained after the first dose of IMP or if this value is not available at Day 1, then 
the most recent value obtained prior to earliest initiation of IMP will be used for the baseline 
value.  

4.1.7. Change from Baseline 

Change from baseline for a given variable is defined as the value on a given Study Day (Time 
Point) minus the Baseline Value. 

4.1.8. Last Dose of IMP 

Last Dose of IMP is defined as the last date that the subject received IMP. 
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4.1.9. Average Daily Dose by Period 

The cumulative dose of IMP, calculated in milligrams and based on the daily dose of IMP as 
recorded in the EXPOSURE eCRF for each Period defined in Table 3 will be used to derive 
average daily dose for the period. 

4.1.10. Compliance with Study Drug 

Dosing compliance, based on daily dose of IMP as recorded in the EXPOSURE eCRF, will be 
defined by the ratio of the number of doses actually taken by the subject divided by the number 
of doses that were expected to be taken during the same period multiplied by 100. Subjects could 
be considered for discontinuation of the trial for non-compliance if poor study drug compliance 
is observed. 

4.1.11. Handling of Incomplete or Missing Dates Associated with an Event 

An incomplete date occurs when the exact date an event (e.g. an adverse event) occurred or 
ended cannot be obtained from a subject. The database contains data fields for month, day, and 
year. A date is incomplete if at least one of these three fields is not known.  

For many of the planned analyses, a complete date is necessary to determine if the event should 
be included in the analysis (e.g. if the event is treatment-emergent) or to establish the duration of 
an event. In such cases, incomplete dates will be imputed. 

For the purposes of handling partially reported start and stop dates for an event the following 
algorithm will be applied: 

 Missing start day, but month and year present: 

If the event occurs same month and year as the occurrence of IMP, then the start day of 
the event will be assigned to the day of first dose of IMP (i.e., Day 1). 

Otherwise the start day will be set to the first day of the month. 

 Missing start day and month, but year present: 

If event occurs in the same year as IMP, then the start date of the event will be assigned 
to Day 1. 

Otherwise the start day and month will be set to 01 January. 

 In the unlikely event of a completely missing start date (year not present), the start 
date will be imputed as Day 1. 

 Missing end day, but month and year present: 

The day will be set to the last day of the month. 

 Missing end day and month, but year present: 

The end day and month will be set to the date of study completion. However, if study 
completion year is greater than the year of the event, then the day and month will be set 
to 31 December. 
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 Missing all components of an end date and the event is not marked as ongoing: 

-emergent if 
the start date is on or after Day 1. 

For completely missing date of epilepsy diagnosis in medical history, the first start date 
of anti-epilepsy medication(s) will be used to impute the diagnosis date. 

If any imputed start date causes the start date to occur after the end date, the end date will be 
used for the imputation of the start date. If any imputed end date causes the end date to occur 
prior to the start date of the event, the start date of the event will be used for the imputation of the 
end date. If the imputed date is later than the date of study withdrawal, then the date of study 
withdrawal will be imputed for the date. In subject data listings, start and stop date of events will 
be displayed as reported on the eCRF (i.e., imputed values will not be listed). 

4.1.12. Handling of Alphanumeric Data  

Should there be instances where a clinical laboratory parameter is reported with imbedded non-

summaries. The actual values as reported in the database will be presented in data listings. 

For incorporation in quantitative summaries (except for concentration data), the following 
imputation rules will be employed: 

 The values < LLN will be replaced with ½ the value of the lower limit. For example, 
< 0.1  will be replaced with 0.05 if the LLN is 0.1.   

 The values > ULN will be replaced by values of increased precision by one level. For 
 if the 

ULN is 10. 

4.2. Analysis Periods 

The start and end dates of each analysis period (following the study design) are used for the 
classification of efficacy data. The exact start and end of each of these periods is described for 
calculation purposes in Section 4.3. Seizure frequency and average daily dose for each analysis 
period will be calculated based on Table 3. 
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Table 3: Definition of Analysis Periods for Seizure Frequency and Average Daily Dose 
Data 

Analysis Period Duration Start Date End Date 

Baseline Period ~8 Weeks 

The greater of: 
Study Day, -56  

or 
Informed consent 

Study Day, -1 

Titration Phase ~2 Weeks Study Day, 1 

The lesser of: 
 Day 15 (Visit 2) minus 1  

or 
*Early termination (minus 

1)  
or 

End of Treatment 

Maintenance Phase ~8 Weeks Day 15 (Visit 2) 

The lesser of: 
**Day 71 (Visit 4) minus 1 

or 
*Early termination (minus 

1) 
or 

End of Treatment 

Taper Phase ~3 Weeks 
Day 71 (Visit 4) 

or 
*Early termination 

End of Treatment 

* If a subject experiences early termination from the study and continues to Taper Phase, end dates will be bound 
by early termination minus 1 while the start of Taper Phase will begin on the date of early termination. 
** For subjects continues to Taper Phase from Maintenance Phase 

4.3. Visit Windows 

Data collected longitudinally across visits will be summarized and analyzed by visit. Visits will 
be presented according to the nominal study day and visit as obtained from the eCRF or 
laboratory data unless the visit is an early termination or unscheduled visit. Early termination and 
unscheduled visits will be assigned visit windows based on the study day completed according to 
Table 4 -Table 9. 

If assessments are collected multiple times within a given visit, the scheduled visit, if available, 
will be used for summary presentations. If no scheduled visit is available, then the result closest 
to the scheduled visit date will be used for summary presentations. If two unscheduled 
measurements (discharge or unscheduled visit) have the same distance to the expected date, the 
earlier value will be used. If a subject has multiple non-missing unscheduled values on the same 
date, then the last one is used, as determined by the time collected, if available. 
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Table 4: Visit Windows for Early Termination and Unscheduled Visits - ECGs and 
Vital Signs 

Study Day of Early Termination or 
Unscheduled Visit  

Analysis Visit  Analysis Visit 
Target Day 

1 (pre-dose) or earlier Baseline  

1* to 15 Day 1 (Visit 1) 1 

16 to 57 Day 43 (Visit 3) 43 

58 to 82 Day 71 (Visit 4) 71 

83 to 106 Day 92 (Visit 5) 92 

107 and higher Day 120 (Visit 6) 120 
*Only post-dose values at Day 1 will be windowed to Day 1. 

Table 5: Visit Windows for Early Termination and Unscheduled Visits - Safety Labs 
and C-SSRS 

Study Day of Early Termination or 
Unscheduled Visit  

Analysis Visit Analysis Visit 
Target Day 

1 or earlier Baseline  

2 to 8 Day 1 (Visit 1) 1 

9 to 29 Day 15 (Visit 2) 15 

30 to 57 Day 43 (Visit 3) 43 

58 to 82 Day 71 (Visit 4) 71 

83 to 106 Day 92 (Visit 5) 92 

107 and higher Day 120 (Visit 6) 120 

Table 6: Visit Windows for Early Termination and Unscheduled Visits  CGI-S 

Study Day of Early Termination or 
Unscheduled Visit  

Analysis Visit Analysis Visit 
Target Day 

1 or earlier Baseline  

2 to 8 Day 1 (Visit 1) 1 

9 to 29 Day 15 (Visit 2) 15 

30 to 57 Day 43 (Visit 3) 43 

58 or higher Day 71 (Visit 4) 71 
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Table 7: Visit Windows for Early Termination and Unscheduled Visits  PGIC and 
CGI-I 

Study Day of Early Termination or 
Unscheduled Visit  

Analysis Visit Analysis Visit 
Target Day 

29 or earlier Day 15 (Visit 2) 15 

30 to 57 Day 43 (Visit 3) 43 

58 or higher Day 71 (Visit 4) 71 

Table 8: Visit Windows for Early Termination and Unscheduled Visits  QOLIE-31 
and HUI 

Study Day of Early Termination or 
Unscheduled Visit  

Analysis Visit Analysis Visit 
Target Day 

1 or earlier Baseline  

2 or greater Day 71 (Visit 4) 71 

Table 9: Visit Windows for Early Terminations and Unscheduled  mCIWA-B 

Study Day of Early Termination or 
Unscheduled Visit  

Analysis Visit Analysis Visit 
Target Day 

1 to 74 (on treatment, prior to Taper 
Phase) 

Baseline  

1 to 82 (off treatment) Day 78 (Contact) 78 

83 to 89 Day 85 (Contact) 85 

90 to 96 Day 92 (Visit 5) 92 

97 to 110 Day 99 (Contact) 99 

110 and higher Day 120 (Visit 6) 120 
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5.6.2. History of Epilepsy 

The number and percentage of subjects who received epilepsy surgery and the type of surgeries 
will be summarized. 

Epileptic seizure profile is based on the historical seizure types reported by the subject on the 
Seizure History form. The number and percentage of subjects experiencing each seizure type at 
any time in the past will be summarized.  

The number and percentage of subjects with each category of focus localization will be 
summarized. Subjects may be counted in more than one category of focal localization. The 
average number of seizures for each category of focus localization will be summarized. 

The date of diagnosis of epilepsy is collected on Seizure History eCRF. If the date of diagnosis 
date is missing, the date will be imputed as the earliest start date of any Anti-Epileptic Drug 
taken. The duration of epilepsy will be derived as the years between informed consent date and 
diagnosis date as reported on the Seizure History eCRF. The duration of epilepsy and age at 
epilepsy diagnosis will be summarized descriptively.  

The background AEDs and history of RNS/VNS procedures at study entry will also be 
summarized. 

5.7. Exposure to Treatment 

The number of days on study drug, reasons for premature discontinuation of IMP, treatment 
compliance, days in each phase (Titration, Maintenance, and Taper), average dose in each phase, 
will be summarized by treatment group for the FAS Population. 

5.7.1. eDiary compliance 

Primary and secondary, and other efficacy variables are based on diary-collected seizure 
frequencies, and as such, diary compliance will be evaluated along with treatment compliance. 
Subjects are instructed to complete their diary entries at least once a day during the study. A 
diary day will be considered missing for compliance if a seizure diary record is missing for that 
day. Diary compliance will be evaluated during the Baseline Period, during the entire Treatment 
Period, and during the Maintenance Period. 

Diary compliance will be calculated as 100 times the number of diary days (days with diary 
completed) during the period and dividing this quantity by the expected number of diary days 
that should have been completed during this period of time. Compliance is only computed for 
actual time of participation in the study up to the end of the Treatment Period. Only data prior to 
and on the date of last dose of study medication will be included in the compliance calculation. If 

calculated. 

Diary compliance data will be listed by treatment then subject. 
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5.8. Primary Efficacy Analysis 

5.8.1. Derivation of Primary Efficacy Endpoint 

The primary efficacy endpoint is the response ratio (RRatio) over the Maintenance Phase: 

   

where  T = focal onset seizure frequency rate per week in the Maintenance Phase and 

B = focal onset seizure frequency rate per week in the Baseline Period 

It ranges between -100 and 100 where negative values will indicate reduction in seizure rate and 
positive values indicate increase in seizure rate during treatment. 

5.8.2. Primary Estimand 

The key research question for the primary endpoint will be addressed with an estimand based on 
the following attributes:  

1. Treatments: treatments as randomized regardless of the actual treatment received.  

2. Target study population of interest: subjects in the modified intent-to-treat (mITT) 
population.  

3. Endpoint (variable) of interest: RRatio over the Maintenance Phase. 

4. Population level summary of interest: difference between CVL-865 treated and placebo 
subjects in RRatio over the Maintenance Phase. 

5. Strategy for Intercurrent events (ICEs): a hypothetical strategy will be used to address 
intercurrent events (ICEs) of potential death, and treatment discontinuations. The data 
after treatment discontinuations will typically be missing or be treated as missing even if 
collected. Under the hypothetical strategy, these missing values as the result of ICEs of 
discontinuation will be assumed to follow the observed trajectory of the subject and thus 
the endpoint will include only eDiary based response data that occur before 
discontinuation of treatment. It should be noted that the use of protocol defined rescue 
medication will not be considered as an ICE. 

5.8.3. Main Analytical Approach 

Primary efficacy endpoint will be summarized using descriptive statistics by treatment group and 
visit, if appropriate. Statistical comparisons for each endpoint will be constructed without 
adjustment for multiplicity. 

The RRatio will be analyzed using an analysis of covariance (ANCOVA) model including 
treatment and the baseline seizure frequency per week as a covariate. The differences between 
the treatment dose group and placebo will be estimated based on the least square mean 
(LSMean) difference between each CVL-865 dose group vs placebo and combined CVL-865 
dose groups vs placebo with corresponding 90% confidence interval (CI) and P-value. 
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5.8.4. Sensitivity Analyses 

5.8.4.1. Treatment Effect based on Actual Treatment Received 

Should a discrepancy between the study treatment received and the randomized treatment 
assignment occurred in 4 or more subjects, a sensitivity analysis may be conducted based on the 
study treatments that subjects actually received using the analysis method described in 
Section 5.8.3. 

5.8.4.2. Impact of Low eDiary Entry Compliance 

To evaluate the impact of s from the main 
analysis, a sensitivity analysis that treat these cases as missing at random will be performed. 
Specifically, if a subject has more than 50% of their diary entries missing over a period (baseline, 
maintenance, etc), the seizure frequency for that period will be treated as missing. Multiple 
imputations under missing at random assumption will be performed. The Markov chain method 
implemented in SAS PROC MI will be utilized based on the mITT population. The imputations 
will be performed on the logarithmic scale (ln(X+1)), where X represents the 7 day average 
seizure frequency for a period, and back transformed to conform to the multivariate normality 
distribution and the imputed values will then be back transformed to the original scale. SAS 
PROC MI will be used to generate 10 possible imputed datasets using the following SAS code:  

proc mi data=mcmc1 seed=SEED1 nimpute=10 minimum=0 out=Out1X; 
mcmc chain=multiple displayinit initial=em(itprint); 
var TRT y0 y; 
run; 

Where TRT is an indicator variable representing treatment with the two treatment groups of 
- - ln(7 day average 

seizure frequency over maintenance period + 1), y0 is ln(7 day average seizure frequency over 
the baseline period+1), and SEED1 is a random number. 

Each of these datasets will be analyzed using the same ANCOVA model through SAS PROC 
MIXED as described in Section 5.8.3. The results of the analyses of the datasets will be 
combined using PROC MIANALYZE to produce an inferential result. 

5.8.4.3. Impact of Discontinuation Potentially Related to Treatment 

The seizure frequency data of subjects who discontinue of from the trial on or before Week 6 
(Visit 3) for the following reasons are potentially missing not at random (MNAR). 

 AE with AEHLGT eq 'Seizures (incl subtypes)'   

 WITHDRAWAL BY SUBJECT  

 LACK OF EFFICACY  

 LOST TO FOLLOW-UP  

In this assessment, the subjects with MNAR (to be identified and documented in Section 9.5 
before database lock) will be imputed by jump to reference approach. 
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Specifically, the missing values in each of the active group will be imputed using the multiple 
imputation procedure described above except that the missing observations in CVL-865 group 
are not constructed from the observed data in the respective groups, but rather from the observed 
data in the placebo group. Any missing data from the placebo group is imputed using the 
observed data from the placebo group.   The data will be log transformed using convention 
log(X+1) and back transformed to conform to the multivariate normality distribution. The 

proc mi data = mcmc1 (where=( ((y = . or y0=.) and trt )  or (trt=  and (y0  ne . 
and y ne .)) )) seed = SEED1 nimpute = 10 minimum =0 minmaxiter = 1000 out= Out1X; 
mcmc chain = multiple displayinit initial=em(itprint); 
 var  y0 y;  
run; 

Where y represents ln(7 day average seizure frequency over maintenance period + 1), y0 is 
ln(7 day average seizure frequency over the baseline period+1), and SEED1 is a random number. 
Each of these datasets will be analyzed using the same ANCOVA model through SAS PROC 
MIXED as described in Section 5.8.3. The results of the analyses of the datasets will be 
combined using PROC MIANALYZE to produce an inferential result. 

5.8.5. Subgroup Analyses 

The mITT population is defined as all randomized subjects who receive at least 1 dose of IMP 

seizure diary during maintenance phase. To further assess the impact of the eDiary compliance, 

 

In addition, the following subgroup analyses will be conducted: 

1. subjec  

2. subgroup analysis of baseline disease characteristics based on seizure frequency, defined: 
Low frequency= up to 20 seizures a week; High frequency = 21 and above, including all 

will be conducted. 

5.9. Key Secondary Efficacy Analyses 

5.9.1. Derivation of Key Secondary Efficacy Endpoints 

5.9.1.1. Change in Log-Transformed Seizure Frequency from Baseline 

The 7-day adjusted seizure frequency will be log-transformed using the convention ln(X+1), 
where X represents the focal onset seizure frequency. This will be summarized for the Titration 
Phase and Maintenance Phase. 

5.9.1.2. 50% Responder 

Responder status (yes or no) for a subject is determined by the percent reduction in 7-day 
adjusted seizure frequency during the Maintenance Phase from Baseline. A subject is defined as 
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a 50% responder if subject has at least a 50% reduction in the focal onset seizure frequency 
during the Maintenance Phase relative to the Baseline Period. 

5.9.2. First Key Secondary Estimand  

The key research question for the first secondary efficacy variable will be addressed with an 
estimand based on the following attributes:  

1. Treatments: treatments as randomized regardless of the actual treatment received.  

2. Target study population of interest: subjects in the modified intent-to-treat (mITT) 
population.  

3. Endpoint (variable) of interest: change from baseline in focal onset seizure frequency in 
logarithmic scale. 

4. Population level summary of interest: estimated mean difference between CVL-865 
treated and placebo subjects in change from baseline in focal onset seizure frequency per 
week in logarithmic scale during the Maintenance Phase. 

5. Strategy for Intercurrent events (ICEs): a hypothetical strategy will be used to address 
intercurrent events (ICEs) of potential death, and treatment discontinuations. The data 
after treatment discontinuations will typically be missing or be treated as missing even if 
collected. Under the hypothetical strategy, these missing values as the result of ICEs of 
discontinuation will be assumed to follow the observed trajectory of the subject and thus 
the endpoint will include only eDiary based response data that occur before 
discontinuation of treatment. It should be noted that the use of protocol defined rescue 
medication will not be considered as an ICE. 

5.9.3. Main Analytical Approach for First Key Secondary Endpoint 

The change from baseline in log-transformed seizure frequency will be analyzed using an 
ANCOVA, including treatment as a factor and the log-transformed baseline focal onset seizure 
frequency per week as a covariate. The comparisons between the treatment groups will be based 
on the LS Mean difference between each CVL-865 dose group and placebo with corresponding 
90% CI and P-value.  

The LS Mean and 90%CI for each treatment group in log scale will be exponentiated to derive 
the model-estimated mean percent change from baseline using the following formula: 

Estimated Mean % Change from Baseline=100*[1-exp(LSMean)] 

The percent reduction relative to placebo and 90%CI will be constructed by exponentiating the 
LSMean difference and 90%CI between each CVL-865 treatment group and placebo from the 
ANOCOVA model using the following formula: 
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5.9.4. Sensitivity Analyses 

The sensitivity analyses to assess the impact of low eDiary compliance and that of 
discontinuation potentially related to treatment described in Section 5.8.4 for the primary 
estimand will also be performed for the key secondary efficacy estimand. 

Two additional sensitivity analyses will be performed to assess the impact of the logarithmic 
transformation ln(X+1) of seizure frequency. The first one will be based on a slightly modified 
logarithmic transformation ln(X+0.1). This sensitivity analysis is to assess if the correction for 
zero in seizure frequency may have undue effect on other low seizure frequencies. In addition, 
the percent change from baseline in seizure frequency in Titration Phase and Maintenance Phase 
will also be analyzed using a nonparametric approach (in the original scale) of Wilcoxon rank 
sum test followed by the Mann-Whitney test for the comparison of each active treatment group 
to placebo. 

5.9.5. Subgroup Analysis 

The following subgroup analyses will be conducted: 

1.  

2. subgroup analysis of baseline disease characteristics based on seizure frequency, defined: 
Low frequency= up to 20 seizures a week; High frequency = 21 and above, including all 

 

5.9.6. Supplemental Analysis 

A supplemental analysis will be conducted using a Poisson Regression model on the 
untransformed data for the raw number of seizures. A generalized linear model assuming a 
Poisson distribution and canonical log link function will be applied to the raw seizure count over 
the Maintenance Phase. The model will have an off-set parameter for the number of non-missing 
eDiary days (i.e., ln(days)) the subject was in the maintenance phase. Independent variables will 
include treatment and baseline seizure count. 

5.10. Second Key Secondary Efficacy Analysis 

The second key secondary efficacy endpoint is the 50% responder rate, defined as the percent of 
subjects with at least a 50% reduction in the Maintenance Phase focal onset seizure frequency 
rate relative to the Baseline Period. 

5.10.1. Second Key Secondary Estimand 

The key research question for the second key secondary efficacy variable will be addressed with 
an estimand based on the following attributes: 

1. Treatments: treatments as randomized regardless of the actual treatment received.  

2. Target study population of interest: subjects in the modified intent-to-treat (mITT) 
population.  

3. Endpoint (variable) of interest: 50% responder rate in the Maintenance Phase. 
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4. Population level summary of interest: the 50% responder rate in the Maintenance Phase 
relative to the baseline period between CVL-865 treated and placebo subjects. 

5. Strategy for Intercurrent events (ICEs): a hypothetical strategy will be used to address 
intercurrent events (ICEs) of potential death, and treatment discontinuations. The data 
after treatment discontinuations will typically be missing or be treated as missing even if 
collected. These missing values as the result of ICEs of discontinuation will be assumed 
to follow the observed trajectory of the subject and thus the endpoint will include only 
eDiary based response data that occur before discontinuation of treatment. However, 
subjects with greater than 80% missing seizure diary entries will be treated as 
non-responders. It should be noted that the use of protocol defined rescue medication will 
not be considered as an ICE. 

5.10.2. Main Analytical Approach for Second Key Secondary Endpoint 

The second key secondary endpoint, 50% responder rate, will be analyzed for the mITT 
population using a logistic regression model with effects for treatment and baseline seizure 
frequency. The binary outcome will be defined as having at least a 50% reduction in the 
maintenance phase relative to the baseline period or not having a 50% reduction. Odd ratios will 
be constructed for each CVL-865 treatment dose group compared with placebo and will be 
summarized with 90% confidence intervals. Subjects with greater than 80% missing seizure 
diary entries will be treated as non-responders for this analysis. Should a logistic regression 
model fail to converge, pai  

5.10.3. Sensitivity Analyses 

The sensitivity analyses to assess the impact of low eDiary compliance and that of 
discontinuation potentially related to treatment described in Section 5.8.4 for the primary 
estimand will also be performed for the second key secondary efficacy estimand. The 50% 
responder rate will be constructed off the results from the primary sensitivity analysis. This will 
be conducted for the two different sensitivity assessments will be conducted to assess the impact 
of this missingness (data are missing at random and data are not missing at random). 

5.11. Other Efficacy Analyses 

5.11.1. Other Secondary Efficacy Endpoints 

Other protocol-defined secondary efficacy endpoints will be summarized using descriptive 
statistics by treatment group and visit, if appropriate. Statistical analysis method for each 
endpoint is described below in Table 11. Statistical comparisons for each endpoint will be 
constructed without adjustment for multiple endpoints. 
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Endpoint 
Analysis 

Population 
Analysis Method 

Activities, Mental Activity, Medication Effects, Seizure Worry, and 
Overall Quality of Life. 

HUI Utility Score - 
Change from Baseline to 
Visit 4 

mITT 
Overall Health-Related Quality of Life (HRQL) Utility Scores (HUI-3 
and HUI-2) will be analyzed using an ANCOVA model as described 
above for QOLIE-31 Overall Scores. 

5.12. Additional Exploratory Analyses 

An exploratory analysis may be conducted to evaluate the percentage of subjects reaching 75% 
seizure frequency reduction from baseline during the maintenance period if sample size warrants. 

 

A second exploratory analysis may also be conducted to evaluate the percentage of subjects with 
use of protocol defined rescue medications. 

5.13. Interim and Final Analysis 

No interim analysis is planned for this trial. 

A final analysis will be conducted once the last subject completes or discontinues the study, and 
the resulting clinical database has been cleaned, quality checked, the pre-analysis meeting has 
occurred, and the database has been locked. 

5.14. Safety Analyses 

All safety analyses will be performed on the Safety analysis set (FAS). Should any subjects 
receive a treatment other than their randomized treatment, the treatment as received will be used 
in the safety presentation.  

5.14.1. Adverse Events 

Adverse events will be mapped to a Medical Dictionary for Regulatory Activities (MedDRA) 
version 27.0 or higher preferred term and system organ class. If a subject experiences multiple 
events that map to a single preferred term, the greatest intensity and strongest investigator 
assessment of relation to IMP will be assigned to the preferred term for the appropriate 
summaries.  Events with missing intensity or relationship will be classified as outlined in 
Section 3.2.1.  Summaries of treatment-emergent AEs will include any AEs reported beginning 
with the initiation of study drug on Day 1 through last follow up contact.  The occurrence of 
TEAEs will be summarized by treatment group using preferred terms, system organ classes, and 
severity.  Separate summaries of treatment-emergent serious adverse events (TESAEs), TEAEs 
related to IMP, AESIs, AESIs not leading to discontinuation of IMP, TEAEs leading to death 
and events leading to the discontinuation of IMP will be generated respectively. A presentation 
of AEs by phase, by dose at event onset and AESIs by dose at event onset will be prepared. All 
adverse events reported will be listed for individual subjects showing both verbatim and 
preferred terms. All adverse events that occurred prior to the initiation of study will be excluded 
from the tables but will be included in the listings.  
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placebo group will be summarized by treatment group using preferred term in descending order 
of the incidence in the treatment group. 

Missing onset dates will be imputed as previously outlined in Section 4.1.11 as required to 
determine treatment-emergent events. 

5.14.2. Concomitant Medications and Non-Drug Therapy/Procedures 

5.14.2.1. Non-AED Concomitant Medications and Non-Drug Therapy/Procedures 

Prior and concomitant medications will be coded using the World Health Organization (WHO) 
dictionary (Version: Global B3, March 2020 or higher). Each concomitant medication will be 
classified as either an AED or a non-AED medication. Non-AED concomitant medications will 
be summarized by treatment group, frequency of drug classification and generic drug name. 
Prior and concomitant medications will be presented in a data listing. The drug classification will 
be the anatomic therapeutic chemical (ATC) classification 4. If this classification is not present, 
the next available classification will be utilized. 

Prior and concomitant medications will be coded using the World Health Organization (WHO) 
drug dictionary (WHODrug Version: Global B3 September 2019 or later). Concomitant 
medications will be summarized by treatment group, frequency of drug classification, and 
generic drug name. Incidence of dosage adjustment of levodopa (L-Dopa) or equivalent, 
prohibited by the protocol, for duration longer than one week will be summarized. Prior and 
concomitant medications will be presented in a data listing.  

Prior and concomitant non-drug therapy/procedures will be coded using MedDRA Version 26.1 
or higher. Concomitant non-drug therapy/procedures will be summarized by treatment group, 
frequency of system organ class and preferred term. Prior and concomitant non-drug 
therapy/procedures will be presented in a data listing. 

5.14.2.2. Concomitant AED Medication and Therapy/Procedures 

Concomitant AED medications will be summarized by treatment group, frequency of drug 
classification and generic drug name. Number of AEDs taken at study entry and number of 
subjects with RNS/VNS will also be summarized by treatment group. 

5.14.3. Clinical Laboratory Assessments 

Descriptive summaries of selected (quantitative) clinical laboratory results will be presented by 
treatment group and study visit. Laboratory values outside the normal range for each 
systematically collected hematology, blood chemistry, and urinalysis parameter will be 

ative to the normal ranges of the central 

the severity of laboratory abnormality will be graded based on toxicity 
criteria specified in Section 9.6 in reference to Common Terminology Criteria for Adverse 
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Events (CTCAE) Version 5.0. The result of each laboratory test for individual subjects will be 
presented in a listing with the normal range defined by the central laboratory, the status relative 
to the normal range, and the toxicity grade. 

Shift table will be used to summarize shifts from baseline toxicity grades to greatest (worst) 
treatment-emergent laboratory toxicity. For hematology and, blood chemistry, and quantitative 
urinalysis parameters that toxicity grade was not defined, a shift table for each laboratory test 
will be based on the shift from baseline high/normal/low status to the status of the maximum 
post-baseline value and the minimum post-baseline value (including test results from 
unscheduled visits, if any). Similarly, for qualitative urinalysis parameters, shifts from baseline 
normal/abnormal status to the worst post-baseline status will be summarized. 

The number and percentage of subjects who have post-baseline elevations in liver transaminase 
(alanine aminotransferase [ALT] or aspartate aminotransferase [AST]) or bilirubin abnormalities 
in relation to fold above the upper limit of normal will be summarized according to the Food and 
Drug Administration's Premarketing Clinical Evaluation on Drug-Induced Liver Injury Guidance 
for Industry (FDA 2009). Abnormal hepatic laboratory values will be categorized and evaluated 
for any occurrence among all post-
indicates elevations occurring at the same visit). Within each laboratory parameter grouping, a 
subject may be counted once per elevation criteria using the worst-case result. That is, a subject 
with a worst case ALT elevation > 5 × the ULN would be counted once in the ALT > 3 × ULN 
category and once in the ALT > 5 × ULN category, regardless of how many ALT elevations the 
subject had that met the > 3 × ULN and > 5 × ULN elevation criteria. 

 ALT and/or AST > 3 × ULN and total bilirubin > 1.5 or 2 × ULN 

 AST > 3, 5, 10, 20 × ULN 

 ALT > 3, 5, 10, 20 × ULN  

 Total bilirubin > 1.5, 2 × ULN  

 Alkaline phosphatase (ALP) > 1.5 × ULN 

In addition, an eDISH plot, a shift plot showing liver safety panel tests over time (baseline vs. 
post-baseline), and distribution plots of ALT, AST, ALP, and bilirubin over time will be 
produced to aid identification of any potential cases (Merz M. et. al. 2014). The plots to be 
included are the scatter plot of maximum transaminase versus maximum bilirubin, the liver test 
safety panel over time, and the distribution of ALT by time. The distribution plots for AST, ALP, 
and bilirubin will use the same format as used for ALT. 

Other tests (drug screen, pregnancy testing, serology) will be presented in listings. 

5.14.4. Vital Signs 

Vital sign measurements will include body temperature (oral or tympanic), respiratory rate, body 
weight, systolic blood pressure, diastolic blood pressure, and heart rate. Body temperature, blood 
pressures, and heart rate will be measured with the subject in a sitting/semi-recumbent position 
after a 5-minute rest. For the body temperature, the same method must be used for all 
measurements for each individual subject and should be the same for all subjects at each 
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investigational site. Vital signs and corresponding changes from baseline will be summarized by 
visit and treatment group using descriptive statistics. 

Number and percent of subjects with out-of-range post-baseline vital signs will be summarized 
based on the following criteria: 

 Systolic Blood Pressure  

 < 90 mmHg,  

 > 140 mmHg 

 Diastolic Blood Pressure 

 < 50 mmHg  

 > 90 mmHg 

 Heart Rate (Supine) 

 < 60 bpm 

 > 100 bpm 

 Respiratory Rate 

 < 12 bpm 

 > 20 bpm 

 Temperature 

 < 36° C 

 > 38° C 

Vital signs results will also be presented as listing with the out-of-range value flagged based on 
the above criteria. 

5.14.5. Electrocardiograms (ECGs) 

Electrocardiogram recordings will be obtained after the subject has been supine and at rest for at 
least 5 minutes. If during screening, any abnormal ECG finding is deemed medically significant 
or meets and exclusion criteria, it will be repeated once at screening with 3 consecutive ECG 
recordings to ensure reproducibility of the abnormality before excluding the subject. Any 
clinically relevant changes occurring during the trial will be recorded in the AE section of the 
eCRF. If a subject in the FAS population has more than one ECG within a time point, an average 
of each ECG measurement at that time point will be used for summary analysis.  

ECGs measurements and corresponding changes from baseline will be listed. ECG variables will 
include heart rate, PR interval, QRS interval, QT interval, and QTc interval corrected for heart 

.  

The number and proportion of subjects having a worst post-baseline QTcF value from 
> 450 msec to 480 msec, > 480 msec to 500 msec, and > 500 msec will be summarized. 
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In addition, subjects with an increase from baseline of > 30 msec to 60 msec and > 60 msec will 
be summarized.  

Important abnormalities in ECG waveform that are changes from baseline readings will also be 
reported in a listing. 

5.14.6. Physical and Neurological Examinations 

Physical and Neurological examination data will be listed. 

5.14.7. Columbia-Suicide Severity Rating Scale (C-SSRS) 

The maximum post-baseline results from the C-SSRS will be summarized. 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. The number of patients with suicide-related treatment-emergent events, 
treatment-emergent suicidal ideation, and suicidal behavior, based on a comparison of the 
C-SSRS at baseline and/or previous lifetime experience to maximum C-SSRS scores across all 
post-baseline assessments will be provided. All C-SSRS elements will be reflected in a listing. 

5.14.8. Modified Clinical Institute Withdrawal Assessment  Benzodiazepines 
(mCIWA-B) 

The clinician-observed assessment section has been removed for the modified version of Clinical 
Institute Withdrawal Assessment  Benzodiazepines (CIWA-B), and the total scores of 
mCIWA-B ranges from 1 to 68. The total score will be summarized descriptively at the 
scheduled visits and contacts by treatment group in addition to change from last on treatment 
assessment prior to or on Day 71 (Visit 4). 

5.15. Pharmacokinetics 

To evaluate the plasma exposure of CVL-865 (and anti-epileptic drug, if appropriate), a single 
daytime blood sample will be collected at Visits 2, 3, 4, and 5. The date and time of the PK 
sample, as well as the time of ingestion of the morning dose of IMP (on the same day), will be 
recorded in the source documentation. An additional PK sample will be obtained at Visit 6 to 
document complete washout of IMP. 

5.15.1. Pharmacokinetic Data Analysis 

Plasma concentrations of CVL-865 in unit as reported by the analytical laboratory will be 
summarized by treatment and nominal time point using descriptive statistics. Summaries will 
include mean, standard deviation and coefficient of variation, median, minimum, maximum, and 
geometric mean. The mean concentration (SD) plot over time in the original scale and log-scale 
will be plotted based on nominal visit week. 

Concentration values that are below the level of quantification (BLQ) will be set to zero for 
summary tables. The geometric mean, however, will be calculated by imputing BLQ values as ½ 
BLQ. 
listing. 
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Concentration data from this trial may be used to update the previously established population 
PK model for CVL-865. In addition, the relationship between the exposure levels (or dose) of 
CVL-865 and one or more efficacy/safety endpoints may be evaluated for the purpose of 
exploratory PK/PD analyses. Any population PK analysis and exploratory biomarker analyses (if 
completed) will be presented separately from the main CSR. 

5.16. Protocol Deviations 

All protocol deviations will be reviewed by the project team prior to unblinding to identify 
subjects with important protocol deviations. The number and percentage of subjects with 
important deviations will be tabulated by treatment and further tabulated by category and 
treatment. All deviations from the protocol will be listed by category along with a description 
and any additional comments. 
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6. CHANGES IN THE PLANNED ANALYSES 

Should any deviations from the analyses specified in the final approved (prior to database lock 
and unblinding) statistical analysis plan arise, such deviations will be documented in the final 
clinical study report. 
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7. REVISION HISTORY 

 

Date Revision Rationale 
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9. APPENDICES 

9.1. Schedule of Assessments 
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Table 12: Schedule of Assessments 

Trial Periods/ 
Phases 

Screening/ Baseline 
Perioda 

(8 weeks) 

Treatment Period Post-treatment Follow-up 

Titration Phase  

(2 weeks) 

Maintenance Phase  

(8 weeks) 

Taper Phase 

(3 weeks)  

Visit/Contactb 
Screen-

ing Contact Visit 1a Contact Visit 2c Contact Visit 3c Contact Visit 4d  Contact Contact Visit 5c ETe Contact Visit 6 

Day -56 -28 1 8 15 29 43 57 71 78 85 92 NA ~99 120 

Window ± 3 days  ± 3 days  

Entrance and History 

Informed consentf X               

Assign subject 
identification 

X 
 

             

Review inclusion/ 
exclusion criteria 

X X X             

Record medical 
history  

X 
 

             

Record seizure 
history 

X 
 

             

Head MRI/CTg X               

Demography  X               

History of drug 
and alcohol use 

X 
 

       
 

     

Review of birth 
control methods 

X 
 

X X X X X X X X X X X X X 
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Trial Periods/ 
Phases 

Screening/ Baseline 
Perioda 

(8 weeks) 

Treatment Period Post-treatment Follow-up 

Titration Phase  

(2 weeks) 

Maintenance Phase  

(8 weeks) 

Taper Phase 

(3 weeks)  

Visit/Contactb 
Screen-

ing Contact Visit 1a Contact Visit 2c Contact Visit 3c Contact Visit 4d  Contact Contact Visit 5c ETe Contact Visit 6 

Day -56 -28 1 8 15 29 43 57 71 78 85 92 NA ~99 120 

Window ± 3 days  ± 3 days  

Complete and send 
SIF/DRF 
paperwork to 
TESCh 

X 

 

             

Complete Rescue 
Protocol for 
subjects who 
normally receive 
BZDi 

X 

 

             

Confirm eligibility 
based on TESCj 

 
 

X             

Randomization   X             

Dispense eDiary 
and train on use 

X 
 

             

Dispense medical 
bracelet 

 
 

X             

Efficacy Assessments 

Review eDiary 
including 
compliance with 
use of eDiary 

 X X X X X X X X X X X X X X 

PGIC     X  X  X    X   
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Trial Periods/ 
Phases 

Screening/ Baseline 
Perioda 

(8 weeks) 

Treatment Period Post-treatment Follow-up 

Titration Phase  

(2 weeks) 

Maintenance Phase  

(8 weeks) 

Taper Phase 

(3 weeks)  

Visit/Contactb 
Screen-

ing Contact Visit 1a Contact Visit 2c Contact Visit 3c Contact Visit 4d  Contact Contact Visit 5c ETe Contact Visit 6 

Day -56 -28 1 8 15 29 43 57 71 78 85 92 NA ~99 120 

Window ± 3 days  ± 3 days  

Laboratory 

Safety laboratory 
blood sample 

X 
 

X  X  X  X   X X  X 

Safety laboratory 
urine sample 

X 
 

X  X    X    X   

Serum pregnancy 
testo 

X <--------> X <--------------------------------------------------------------------------------------------------------> X <--------> X 

Serology (HIV, 
HBV, HCV) 

X 
 

             

Urine pregnancy 
testo 

 
 

  X  X  X   X    

Urine drug 
screeningp 

X 
 

             

Blood sample for 
PK of CVL-865 

 
 

  Xq  Xq  Xq   Xq Xq   

Blood sample(s) 
for PK of AEDr 

X 
 

X  X  X  X   X X  X 

Future 
biospecimen 
research blood 
samples 

 

 

X             
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Trial Periods/ 
Phases 

Screening/ Baseline 
Perioda 

(8 weeks) 

Treatment Period Post-treatment Follow-up 

Titration Phase  

(2 weeks) 

Maintenance Phase  

(8 weeks) 

Taper Phase 

(3 weeks)  

Visit/Contactb 
Screen-

ing Contact Visit 1a Contact Visit 2c Contact Visit 3c Contact Visit 4d  Contact Contact Visit 5c ETe Contact Visit 6 

Day -56 -28 1 8 15 29 43 57 71 78 85 92 NA ~99 120 

Window ± 3 days  ± 3 days  

Other 

IMP dispensing   X  X  X  X       

Collect final 
eDiary device 

 
 

            X 

Provide 
individualized 
rescue protocol 
and train subjecti 

 

 

X             

IMP compliance 
assessment 

 
 

  X X X X X X X X X   

Adjunctive AED 
compliance 
assessment 

 X X X X X X X X X X X X X X 
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AED = anti-epileptic drug; BID = twice daily; BZD = benzodiazepine; CGI-I = Clinical Global Impression-Improvement; CGI-S = Clinical Global Impression  Severity of Symptoms; C-SSRS = 
Columbia-Suicide Severity Rating Scale; CT = computed tomography; ECG = electrocardiogram; ET = Early Termination; HBV = hepatitis B virus; HCG = human chorionic gonadotropin; HCV = 
hepatitis C virus; HIV = human immunodeficiency virus; ICF = informed consent form; IMP = investigational medicinal product; mCIWA-B = Modified Clinical Institute Withdrawal Assessment  
Benzodiazepines; MRI = magnetic resonance imaging; PGIC = Patient Global Impression of Change; PK = pharmacokinetic; QOLIE-31 = Quality of Life in Epilepsy-31; SIF/DRF = Seizure Identification 
and Diagnostic Review Form; TESC = The Epilepsy Study Consortium. 
a. Individual sites may require subjects to have COVID-19 testing done prior to randomization. COVID-  
b. Contact with subject via phone call or other means of communication to check on their status.  
c. In the event that a subject is unable to attend a clinic visit in person due to restrictions related to COVID-19, this visit may be completed remotely. Please refer to the Trial Operations Manual for 

further instructions related to remote visits.  
d. -865 in the open-label extension trial CVL-865-SZ-002. If the investigator determines the subject is 

eligible for the trial, he/she will discuss with the subject if they would like to continue into Trial CVL-865-SZ-002. If the investigator determines the subject is eligible and the subject agrees to 
continue participation in Trial CVL-865-SZ-002, consent will be obtained and unique procedures for Visit 1 of Trial CVL-865-SZ-002 will be completed. Subjects who do not continue into Trial 
CVL-865-SZ-002 will begin the Taper Phase.  

e. Subjects who require early termination should begin the Taper Period at the time the decision is made to discontinue. All indicated procedures should be performed per protocol. If a subject 
discontinues early and it is inadvisable for them to taper IMP (after agreement from medical monitor), the subject should complete Visit 6 assessments approximately 30 days following the last dose of 
IMP.  

f. Individuals who do not meet the criteria for participation in this trial (screen failure) may be rescreened after consultation with the medical monitor. Rescreened subjects should receive a unique 
subject number for each screening.  

g. Unless procedure has been performed within 10 years prior to signing the ICF. This procedure, if necessary, should be conducted as soon as possible during the Screening/Baseline Period (per local 
guidelines) with the report available prior to randomization.  

h. A SIF/DRF will need to be completed by site personnel for every subject. This information will be faxed or emailed to TESC after the Screening Visit for review and approval. The SIF/DRF will be 
used by TESC to ensure that the seizures are classified accurately, the subject is appropriate for the trial, and will help to confirm the diagnosis.  

i. All subjects who normally take BZDs for seizure rescue will be required to have an individualized Rescue Protocol approved by TESC. The Rescue Protocol will be submitted along with the SIF/DRF 
and will describe what rescue treatment can be administered in the event the subject requires a BZD. It will also include different scenarios that will prompt immediate medical attention.  

j. Subjects cannot be enrolled until site personnel have received the TESC approval notification.  
k.  
l. Full physical and neurological examinations should be completed at Screening Visit 4 and Visit 5/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 investigat  
m. - -SSRS form will be completed at the Baseline Visit to 

ensure that the subject continues to qualify f -SSRS form will also be completed at all visits after Baseline.  
n. Adverse events (serious and non-  
o. For women of childbearing potential only. All positive urine pregnancy test results must be confirmed by a serum test. Pregnancy tests can be performed at any time during the trial at the discretion of 

the investigator if pregnancy is suspected.  
p. 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.  
q. With subjects maintaining their normal BID dosing routine, a single daytime blood sample for determination of plasma CVL-865 concentration will be collected at Visits 2, 3, 4, and 5. The date and 

time of the PK sample, as well as the time of ingestion of the morning dose of IMP (on the same day), will be recorded in the source documentation.  
r. One 5-mL sample for each individual adjunctive AED.  
s. Future biospecimen research sample is optional and is to only be collected if signed consent is obtained from the subject.  
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 Response       
Scale 
Question   1 2 3 4 5 6 

Subtotal 

 
Final Scale 

Score (0-100) 
(Domain Score)          

 

D. Mental Activity (thinking, concentrating, memory)           

How much of the time during the past 4 weeks...          
     Did you have difficulty reasoning and solving problems 
     (such as making plans, making decisions, learning new  
     things)?1 

0 20 40 60 80 100   
   

     In the past 4 weeks, have you had any trouble with  
     your memory?4 

0 33.3 66.7 100 -- --   
   

In the past 4 weeks, how often have you had...          

     Trouble remembering things people tell you?1 0 20 40 60 80 100      

     Trouble concentrating on reading?1 0 20 40 60 80 100      

     Trouble concentrating on doing one thing at a time?1 0 20 40 60 80 100      

     How much do your memory difficulties bother you?3  100 75 50 25 0 --      

       TOTAL:   ÷ 6 =   
     How much do the above problems and worries about  
     energy distress you overall?9 100% 75% 50% 25% 10%     
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 Response       
Scale 
Question   1 2 3 4 5 6 

Subtotal 

 
Final Scale 

Score (0-100) 
(Domain Score)          

          

E. Medication Effects (physical, mental)          

During the past 4 weeks...         
     How much do physical effects of antiepileptic  
     medication bother you?3 

100 75 50 25 0 --   
   

     How much do mentals effects of antiepileptic  
     medication bother you?3 

100 75 50 25 0 --   
   

     How worried are you that medications you are  
     taking will be bad for you if taken for a long time?5 

0 33.3 66.7 100 0 --   
   

       TOTAL:   ÷ 3 =   
     How much do the above problems and worries about  
     energy distress you overall?9 100% 75% 50% 25% 10%     

          
F. Seizure Worry (impact of seizures)         
How much of the time during the past 4 weeks...         

     Have you worried about having another seizure?1 0 20 40 60 80 100      
     How fearful are you of having a seizure during  
     the next month?6 

0 33.3 66.7 100 -- --   
   

     Do you worry about hurting yourself during a seizure?7 0 50 100 -- -- --      
     How worried are you about embarrassment or other  
     social problems resulting from having a seizure  
     during the next month?5 

0 33.3 66.7 100 -- --   
   

     How much do your seizures bother you?3 100 75 50 25 0 --      

       TOTAL:   ÷ 5 =   
     How much do the above problems and worries about  
     energy distress you overall?9 100% 75% 50% 25% 10%     
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 Response       
Scale 
Question   1 2 3 4 5 6 

Subtotal 

 
Final Scale 

Score (0-100) 
(Domain Score)          

  

G. Overall Quality of Life         
     Overall, how would you rate your quality of life? (10 = Best  
     Possible Quality of Life; 0 = Worst Possible Quality of Life) 

(multiply response by 10)    
   

     How has the quality of life been during the past 4 weeks?8 100 75 50 25 0 --      

       TOTAL:   ÷ 2 =   
How much does the state of your quality of life distress you 
overall?9 100% 75% 50% 25% 10%     

 
Note: The total number of items in each scale is listed as the divisor for each subtotal. However, due to missing data, the divisor might actually be less than that 
as noted. The divisor should be the number of items that the respondent answered within the scale. 
 
11=All of the time, 2=Most of the time, 3=A good bit of the time, 4=Some of the time, 5=A little of the time, 6=None of the time 
21=A great deal, 2=A lot, 3=Somewhat, 4=Only a little, 5=Not at all 
31= Not at all bothersome and 5 = Extremely bothersome 
41= Yes, a great deal, 2=Yes, somewhat, 3=Only a little, 4=No, not at all 
51=Very worried, 2=Somewhat worried, 3=Not very worried, 4=Not at all worried 
61=Very fearful, 2=Somewhat fearful, 3=Not very fearful, 4=Not fearful at all 
7  
81=Very well: could hardly be better, 2=Pretty good, 3=Good and bad parts about equal, 4=Pretty bad, 5=Very bad: could hardly be worse 
91=Not at all, 2=Somewhat, 3=Moderately, 4=A lot, 5=Very Much 
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A QOLIE-31 overall score is obtained using a weighted average of the multi-item scale scores found in the table below (Table 15). If a 
value for Final Scale Score or Distress Score % is missing, the Weighted Subtotal cannot be calculated. However, if the Distress Score 
% is available, it can be used for the Sum Distress 

Table 14: Formula for Calculating QOLIE-31 Overall Score 

 

QOLIE-31 Scale 
Final Scale Score 
(Domain Score) 

 Distress 
Score % 

 Weighted 
Subtotal 

  

A. Energy _____ x _____ = _____  

B. Emotions _____ x _____ = _____  

C. Daily Activities _____ x _____ = _____  

D. Mental Activity _____ x _____ = _____  

E. Medication Effects _____ x _____ = _____  

F. Seizure Worry _____ x _____ = _____  

G. Overall QoL _____ x _____ = _____  

         
  Sum Distress= _____ Sum Weights= _____   

   

OVERALL QOLIE-31-P SCORE = Sum Weights/Sum Distress * 100 = _____   
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9.3. Health Utilities Index (HUI) 

HUI Utility Score 

The HUI is a rating scale used to measure general health status and health-related quality of life. 
The HUI questionnaires are designed to map onto 2 classification systems, HUI-2 and HUI-3, 
capable of measuring 24,000 and 972,000 unique health states, respectively. The HUI 
classifications measure a range of health domains with examples including sensation, mobility, 
pain, cognition, ambulation, and emotion. The HUI-3 health status classification system evolved 
from applications of the HUI-2 system and is considered to be complementary to the HUI-2 
health status classification system. They both provide a descriptive measure of ability or 
disability for each subject on each HUI-2 and HUI-3 attribute, as well as a composite description 
of overall health status according to both systems.  

The 15-item family of questionnaires for self-completion have been designed to collect the 
minimum amount of information required to classify subjects' health status according to both the 
HUI-2 and HUI-3 classification systems. The standard HUI 15-item questionnaires for 
self-completion are as follows: 

1. Which one of the following best describes your ability, during the past week, to see well 
enough to read ordinary newsprint? 

a) Able to see well enough without glasses or contact lenses 
b) Able to see well enough with glasses or contact lenses 
c) Unable to see well enough even with glasses or contact lenses 
d) Unable to see at all 
 

2. Which one of the following best describes your ability, during the past week, to see well 
enough to recognize a friend on the other side of the street? 

a) Able to see well enough without glasses or contact lenses 
b) Able to see well enough with glasses or contact lenses 
c) Unable to see well enough even with glasses or contact lenses 
d) Unable to see at all 

 
3. Which one of the following best describes your ability, during the past week, to hear what 

was said in a group conversation with at least three other people? 
a) Able to hear what was said without a hearing aid 
b) Able to hear what was said without a hearing aid 
c) Unable to hear what was said even with a hearing aid  
d) Unable to hear what was said, but did not wear a hearing aid 
e) Unable to hear at all 

 
4. Which one of the following best describes your ability, during the past week, to hear what 

was said in a conversation with one other person in a quiet room? 
a) Able to hear what was said without a hearing aid 
b) Able to hear what was said without a hearing aid 
c) Unable to hear what was said even with a hearing aid  
d) Unable to hear what was said, but did not wear a hearing aid 
e) Unable to hear at all 
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5. Which one of the following best describes your ability, during the past week, to be 
understood when speaking your own language with people who do not know you? 

a) Able to be understood completely 
b) Able to be understood partially 
c) Unable to be understood 
d) Unable to speak at all 

 
6. Which one of the following best describes your ability, during the past week, to be 

understood when speaking with people who know you well? 
a) Able to be understood completely 
b) Able to be understood partially 
c) Unable to be understood 
d) Unable to speak at all 

 
7. Which one of the following best describes how you have been feeling during the past week? 

a) Happy and interested in life 
b) Somewhat happy 
c) Somewhat unhappy 
d) Very unhappy 
e) So unhappy that life was not worthwhile 

 
8. Which one of the following best describes the pain and discomfort you have experienced 

during the past week? 
a) Mild to moderate pain or discomfort that prevented no activities 
b) Moderate pain or discomfort that prevented no activities 
c) Moderate to severe pain or discomfort that prevented no activities 
d) Severe pain or discomfort that prevented most activities 

 
9. Which one of the following best describes your ability, during the past week, to walk? 

Note: Walking equipment refers to mechanical supports such as braces, a cane, crutches 
or a walker. 

a) Able to walk around the neighborhood without difficulty, and without walking 
equipment. 

b) Able to walk around the neighborhood with difficulty; but did not require walking 
equipment or the help of another person 

c) Able to walk around the neighborhood with walking equipment, but without the help 
of another person 

d) Able to walk only short distances with walking equipment, and required a wheelchair 
to get around the neighborhood 

e) Unable to walk alone, even with walking equipment. 
f) Able to walk short distances with the help of another person, and required a 

wheelchair to get around the neighborhood 
g) Unable to walk at all 
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10. Which one of the following best describes your ability, during the past week, to use your 
hands and fingers?  
Note: Special tools refers to hooks for buttoning clothes, gripping devices for opening 
jars or lifting small items, and other devices to compensate for limitations of hands or 
fingers. 

a) Full use of two hands and ten fingers 
b) Limitations in the use of hands or fingers, but did not require special tools or the help 

of another person 
c) Limitations in the use of hands or fingers, independent with use of special tools (did 

not require the help of another person) 
d) Limitations in the use of hands or fingers, required the help of another person for 

some tasks (not independent even with use of special tools) 
e) Limitations in the use of hands or fingers, required the help of another person for 

most tasks (not independent even with use of special tools) 
f) Limitations in the use of hands or fingers, required the help of another person for all 

tasks (not independent even with use of special tools) 
 

11. Which one of the following best describes your ability, during the past week, to remember 
things? 

a) Able to remember most things 
b) Somewhat forgetful 
c) Very forgetful 
d) Unable to remember anything at all 

 
12. Which one of the following best describes your ability, during the past week, to think and 

solve day to day problems? 
a) Able to think clearly and solve day to day problems 
b) Had a little difficulty when trying to think and solve day to day problems. 
c) Had some difficulty when trying to think and solve day to day problems. 
d) Had a great difficulty when trying to think and solve day to day problems. 
e) Unable to think or solve day to day problems. 

 
13. Which one of the following best describes your ability, during the past week, to perform basic 

activities? 
a) Eat, bathe, dress and use the toilet normally 
b) Eat, bathe, dress or use the toilet independently with difficulty 
c) Required mechanical equipment to eat, bathe, dress or use the toilet independently 
d) Required the help of another person to eat, bathe, dress or use the toilet 

 
14. Which one of the following best describes how you have been feeling during the past week? 

a) Generally happy and free from worry 
b) Occasionally fretful, angry, irritable, anxious or depressed 
c) Often fretful, angry, irritable, anxious or depressed 
d) Almost always fretful, angry, irritable, anxious or depressed 
e) Extremely fretful, angry, irritable, anxious or depressed; to the point of needing 

professional help 
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15. Which one of the following best describes the pain or discomfort you have experienced 
during the past week? 

a) Free of pain and discomfort. 
b) Occasional pain or discomfort. Discomfort relieved by non-prescription drugs or self-

control activity without disruption of normal activities. 
c) Frequent pain or discomfort. Discomfort relieved by oral medicines with occasional 

disruption of normal activities 
d) Frequent pain or discomfort; frequent disruption of normal activities Discomfort 

required prescription narcotics for relief. 
e) Severe pain or discomfort. Pain not relieved by drugs and constantly disrupted 

normal activities. 
 

16. Overall, how would you rate your health during the past week? 
a) Excellent 
b) Very good 
c) Good 

 
17. How did you complete the questionnaire? Please select the one answer that best describes 

your situation 
a) By myself, without any help from anyone else 
b) By myself, except someone else circled the answers on the questionnaire form for me 
c) With the help of someone else 
d) This questionnaire was completed by a family member, without help from the subject 

or patient 
e) This questionnaire was completed by a nurse or other health professional, without 

help from the subject or patient 
f) This questionnaire was completed by another person, without help from the subject 

or patient 
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The mappings of the self-complete questions to the HUI-3 and HUI-2 attribute levels are as follows: 
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From the standard HUI 15-item questionnaire data we are able to determine 8 scores (with differing 
number of variables in the scoring) which are used to calculate an overall utility score for HUI-3 and 
HUI-2:  
 
1. HUI-3 attribute levels (8 variables; calculated from HUI 15-item questionnaire data) 
2. HUI-3 single-attribute utility scores (8 variables; calculated from the HUI-3 attribute levels) 
3. HUI-3 comprehensive health state (1 variable; 8-element vector from HUI-3 attribute levels) 
4. HUI-3 overall multi-attribute utility score (1 variable; calculated from single-attribute utility scores) 
5. HUI-2 attribute levels (7 variables; calculated from the HUI-3 attribute levels) 
6. HUI-2 single-attribute utility scores (7 variables; calculated from the HUI-2 attribute levels) 
7. HUI-2 comprehensive health state (1 variable; 7-element vector from HUI-3 attribute levels) 
8. HUI-2 overall multi-attribute utility score (1 variable; calculated from single-attribute utility scores) 
 
The statistical analysis will be completed utilizing the OVERALL MULTI-ATTRIUBUTE UTILITY 
SCORES for HUI-3 and HUI-2. 
 
The HUI-2 and HUI-3 multi-attribute utility score scales are each defined such that the score for dead is 
set to 0.00. The score for perfect health (defined as the state having all attributes at level 1) is set to 1.00. 
The HUI-2 multi-attribute utility scale is defined for the interval -0.03 to 1.00; the HUI-3 multi-attribute 
utility scale is defined for the interval -0.36 to 1.00. Negative scores represent states considered worse 
than dead. 
 
The following instructions guide the user in the determination of HUI-3 and HUI-2 attribute levels and 
overall multi-attribute utility scores for each subject: 
 

1. Determining HUI-3 Attribute Levels (8 variables) 
The levels are Vision, Hearing, Speech, Emotion, Pain, Ambulation, Dexterity, and Cognition. 
Four of these attributes (vision, hearing, speech, and cognition) each require input from sets of 
two questions to determine the attribute level.  
 
The scoring methods for HUI-3 Attribute Levels can be found in Tables 15-19: 

Table 15: HUI-3 Vision Attribute Level Decision Table 
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Table 16: HUI-3 Hearing Attribute Level Decision Table 

 
 

Table 17: HUI-3 Speech Attribute Level Decision Table 

 

Table 18: HUI-3 Cognition Attribute Level Decision Table 
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Table 19: Ambulation, Dexterity, Emotion and Pain Attribute Level Decision Table 

 
 
The standard, and somewhat arbitrary, HUB attribute levels for comatose study subjects are 
defined as follows: Vision= Level 6; Hearing= Level 6; Speech= Level 5; Ambulation= Level 6; 
Dexterity= Level 6; Emotion= Level 3; Cognition= Level 6; and Pain= Level 3.  
 

2. Determining HUI-2 Attribute Levels (7 variables)  
The levels are Sensation, Mobility, Cognition, Self-Care, Emotion, Pain, and Fertility. HU1-2 
level codes for sensation and mobility attributes are derived directly from previously determined 
HUI-3 attribute level codes. Note: To distinguish clearly previously determined HUI-3 levels 
from HUI-2 levels being determined, the HUI-3 levels are printed as words and the HUI-2 levels 
are specified using numerals. 
 
The scoring methods for HUI-2 Attribute Levels can be found in Tables 20-24: 

     

 

     
  

    
     

     

      
     



Protocol CVL-865-SZ-001
Darigabat

  Final Statistical Analysis Plan 
 

 
Confidential Page 67 of 101 Version 1.0: 17 July 2024 

 

Table 20: HUI-2 Sensation Attribute Level Decision Table 

 

Table 21: HUI-2 Mobility Attribute Level Decision Table  
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Table 22: HUI-2 Cognition Attribute Level Decision Table  

 
 

Table 23: HUI-2 Self-Care, Emotion, and Pain Attributes Level Decision Table  

 

 

Table 24: HUI-2 Fertility Attributes Level Decision Table  

 
 

The standard, and somewhat arbitrary, HUI-2 attribute levels for comatose study subjects are as 
follows: Sensation= Level 4; Mobility= Level 5; Emotion= Level 3; Cognition Level 4; Self-
Care= Level 4; Pain= Level 3; and Fertility= Level 1.  

 

3. Determining Single-Attribute HUI-3 Utility Scores (8 variables) 
Single-attribute utility functions provide preference scores of relative desirability for functional 
capacity within single attributes defined by the HUI-3 health status classification system. The 
HUI-3 levels are labelled using integers. Each single-attribute utility function is defined on a 
scale from 0.00 to 1.00. 
 
The most disabled level of an attribute has a single-attribute utility score of 0.00, and no disability 
of an attribute has a single-attribute utility score of 1.00. 
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Scoring is as follows: 

Attribute 
Level 

Vision 
u1 

Hearing 
u2 

Speech 
u3 

Ambulation 
u4 

Dexterity 
u5 

Emotion 
u6 

Cognition 
u7 

Pain 
u8 

1 1.00 1.00 1.00 1.00 1.00 1.00 1.00 1.00 

2 0.95 0.86 0.82 0.83 0.88 0.91 0.86 0.92 

3 0.73 0.71 0.67 0.67 0.73 0.73 0.92 0.77 

4 0.59 0.48 0.41 0.36 0.45 0.33 0.70 0.48 

5 0.38 0.32 0.00 0.16 0.20 0.00 0.32 0.00 

6 0.00 0.00 n/a 0.00 0.00 n/a 0.00 n/a 

Legend: ux: single-attribute utility function for attribute x, n/a: not applicable 
Note: The mean single-attribute utility score for level 3 cognition is greater than the mean single-attribute 
utility score for level 2 cognition. 

 
4. Determining Single-Attribute HUI-2 Utility Scores (7 variables) 

Single-attribute utility functions provide preference scores of relative desirability for functional 
capacity within single attributes defined by the HUI-2 health status classification system. The 
HUI-2 levels are labelled using integers. Each single-attribute utility function is defined on a 
scale from 0.00 to 1.00.   
 
The lack of functional capacity, or most disabled level, in an attribute has a single-attribute utility 
score of 0.00, and full function, or no disability, for an attribute has a single-attribute utility score 
of 1.00. 
 
Scoring is as follows: 

Attribute 
Level 

Sensation 
u1 

Mobility 
u2 

Emotion 
u3 

Cognition 
u4 

Self-Care 
u5 

Pain 
u6 

Fertility 
u7 

1 1.00 1.00 1.00 1.00 1.00 1.00 1.00 

2 0.87 0.92 0.86 0.86 0.85 0.95 0.75 

3 0.65 0.61 0.60 0.66 0.55 0.75 0.00 

4 0.00 0.34 0.37 0.00 0.00 0.42 n/a 

5 n/a 0.00 0.00 n/a n/a 0.00 n/a 

Legend: ux: single-attribute utility function for attribute x, n/a: not applicable 
 

5. Determining Overall Health-Related Quality of Life (HRQL) Utility Scores Using HUI-3 Utility 
Function (1 variable) 
To calculate the HUI-3 HRQL Utility Score, the above-determined single-attribute levels are 
entered into the following health utility formula or subjects who do not have missing data from 
the 15-item questionnaire: 
U=1.371(Vison*Hearing*Speech*Ambulation*Dexterity*Emotion*Cognition*Pain) 0.371 
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HUI-3 allows for negative scores of HRQL that represent health states considered worse than 
dead. The lowest possible HUI-3 score is -0.3. Note that the overall HRQL utility score for 
deceased subjects cannot be calculated using the HUB multi-attribute utility function and that this 
variable should be assigned a score of 0.00. (Dead is an anchor state of the conventional 
dead=0.00 to perfect health=1.00 overall HRQL utility scale and, therefore, the score for dead is 
0.00 by definition.) 
 

6. Determining Overall Health-Related Quality of Life (HRQL) Utility Scores Using HUI-2 Utility 
Function (1 variable) 
To calculate the HUI-2 HRQL Utility Score, the above-determined single-attribute levels are 
entered into the following health utility formula for subjects who do not have missing data 
from the 15-item questionnaire: 
U=1.06(Sensation*Mobility*Emotion*Cognition*Self-Care*Pain*Fertility) 0.06 
 
HUI-2 allows for negative scores of HRQL that represent health states considered worse than 
dead. The lowest possible HUI-2 score is -0.03. Note that the overall HRQL utility score for 
deceased subjects cannot be calculated using the HUB multi-attribute utility function and that this 
variable should be assigned a score of 0.00. (Dead is an anchor state of the conventional 
dead=0.00 to perfect health=1.00 overall HRQL utility scale and, therefore, the score for dead is 
0.00 by definition.) 
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9.4. Columbia-Suicide Severity Rating Scale (C-SSRS) Suicidal Ideation 
and Suicidal Behavior Scores 

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 if there are no 
positive responses in the category.    

 Self-Injurious Behavior Without Suicidal Intent During Treatment 

A subject will be categorized as having self-injurious behavior without suicidal intent if there is 
an occurrence of non-suicidal self-injurious behavior on the C-SSRS  Since Last Visit eCRF at 
any post-baseline visit. 

 Baseline C-SSRS Score  

Baseline represents the pre-treatment assessment of recent history, with elements of suicidal 
ideation assessed over the prior 6 months and elements of suicidal behavior assessed over the 
prior 2 years. It is scaled from 0 (no suicidal ideation or behavior) to 10 (completed suicide) 

 Treatment-Emergent Suicide-Related Event  

A subject will be categorized as having a treatment-emergent suicide-related event if at least one 
post-baseline suicidal ideation or suicidal behavior score is greater than 0.  

 Treatment-Emergent Suicidal Ideation Compared to Recent History 

A subject will be categorized as having treatment-emergent suicidal ideation compared to recent 
history when there is at least one post-baseline suicidal ideation score > 0 and is an increase from 
baseline. Lifetime scores are not considered for baseline suicidal ideation responses. 

 Treatment-Emergent Serious Suicidal Ideation Compared to Recent History 

A subject will be categorized as having treatment-emergent serious suicidal ideation compared to 
recent history if the baseline score was < 4 and the post-baseline suicidal ideation score increases 
to 4 or 5. Lifetime scores are not considered for baseline suicidal ideation responses. 
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 Emergence of Serious Suicidal Ideation Compared to Recent History 

A subject will be categorized as having emergence of serious suicidal ideation compared to 
recent history if baseline score was 0 (no suicidal ideation) and post-baseline C-SSRS suicidal 
ideation score is either 4 or 5. Lifetime scores are not considered for baseline suicidal ideation 
responses.  

 Emergence of Suicidal Behavior Compared to all Prior History 

A subject will be categorized as having emergence of suicidal behavior compared to all prior 
history if there had been no suicidal behavior in Categories 6-10 reported at any pre-treatment 
assessment, including responses to lifetime history questions, and there is at least one positive 
post-baseline C-SSRS assessment in Categories 6-  
history. 
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9.7. Programming Conventions 

 Page orientation, margins, and fonts: Summary tables, listings, and figures will appear in landscape 

urier New 
with a point size of 8.  

 Identification of analysis population: Every summary table, listing, and figure will clearly specify the 
analysis population being summarized/listed. Listings will be prepared for all subjects randomized. 

 Group headers: In the summary tables, the group headers will identify the within-group sample size 

number of subjects actually summarized within any given summary module; some subjects in the 
analysis population may have missing values and thus may not be summarized. 

 Suppression of percentages corresponding to null categories: When count data are presented as 
category frequencies and corresponding percentages, the percent should be suppressed when the 
count is zero in order to draw attention to the non-zero counts. 

 Presentation of sample sizes: Summary modules should indicate, in one way or another, the number 
of subjects actually contributing to the summary statistics presented in any given summary module. 
As mentioned above, this may be less than the number of subjects in the analysis population. 

 In the quantitative modules describing continuous variables (and thus presenting sample size, 
means, and standard deviations), the sample size should be the number of non-missing 
observations 

 For categorical variables that are presented in frequency tables, the module should present the 
total count in addition to the count in each category. Percentages should be calculated using this 
total as the denominator, and the percentage corresponding to the sum itself (that is, 100%) 
should be presented so as to indicate clearly to a reviewer the method of calculation. 

 Sorting: Listings will be sorted by treatment, subject number and date, if applicable. If a listing is 
sorted in a different manner, it will be indicated on the listing shells.  

 General formatting rules: Rounding for all variables will occur only as the last step, immediately prior 
to presentation in listings, tables, and figures. No intermediate rounding will be performed on derived 
variables. The standard rounding practice of rounding numbers ending in 0-4 down and numbers 
ending in 5-9 up will be employed.  

 The presentation of numerical values will adhere to the following guidelines (exceptions may be 
necessary in some circumstances for derived analysis variables to allow readability):  

 Raw measurements will be reported to the number of significant digits as captured electronically 
or on the eCRFs.  

 Standard deviations will be reported to two decimal places beyond the number of decimal places 
the original parameter is presented. 

 Means will be reported to the one decimal place beyond the number of decimal places the original 
parameter is presented. 

 Calculated percentages will be reported with one decimal place.  
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 Coefficient of variation will be reported to the same number of decimal places as the standard 
deviation.  

 Dates will be formatted as DDMMMYYYY. Partial dates will be presented on data listings as 
recorded on eCRFs. 

 Time will be presented according to the 24-hour clock (HH:MM). 

 Verification of Results: All analyses will be subject to formal verification procedures. Specifically, 
results will be verified utilizing independent programming prior to issuance of the draft statistical 
report. All documents will be verified by the lead statistician to ensure accuracy and consistency of 
analyses. 
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9.8. Abbreviations 

Abbreviation Definition 

AE Adverse event 

AED Anti-epileptic drug 

AESI Adverse event of special interest 

ALP Alkaline phosphatase 

ALT Alanine aminotransferase 

ANCOVA Analysis of covariance 

AST  Aspartate aminotransferase 

ATC  Anatomic Therapeutic Chemical 

BID Twice daily 

BMI Body mass index 

BZD Benzodiazepine 

CGI-S Clinical Global Impression  Severity of Symptoms 

CGI-I Clinical Global Impression  Improvement 

CI Confidence interval 

CRF Case Report Form 

CSR Clinical study report 

C-SSRS Columbia-Suicide Severity Rating Scale 

CTCAE Common Terminology Criteria for Adverse Events 

CVL-865 Study drug 

DBS Deep brain stimulator 

ECG Electrocardiogram 

eCRF Electronic Case Report Form 

FAS Full Analysis Set 

HBV Hepatitis B virus 

HCV Hepatitis C virus 

HIV Human immunodeficiency virus 

HUI Health Utilities Index 

ICF Informed consent form 

ILAE International League Against Epilepsy 

IMP Investigational medicinal product 

LLN Under the lower limit of normal 

LOQ Limit of quantification 

mCIWA-B Modified Clinical Institute Withdrawal Assessment  Benzodiazepines 

MedDRA Medical Dictionary for Regulatory Activities 

     

 






