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1. Overview

This draft statistical analysis plan (SAP) describes the planned analysis and reporting for VistaGen 
Therapeutics, Inc. protocol number PH94B-CL029 A Phase 2a Double-blind, Placebo-controlled, 
Parallel Study of PH94B Nasal Spray in the Treatment of Anxiety in Adults with Adjustment 
Disorder with Anxiety, Version 2.0, dated 30-Aug-2021. Reference materials for this draft 
statistical plan include the protocol. The final SAP will include accompanying sample data 
collection documents (currently under development). Operational aspects related to collection and 
timing of planned clinical assessments are included in the study protocol.  

The structure and content of the final SAP will provide sufficient detail to meet the requirements 
identified by the Food and Drug Administration (FDA), European Medicines Agency (EMA), and 
International Conference on Harmonization (ICH) of Technical Requirements for Registration of 
Pharmaceuticals for Human Use: Guidance on Statistical Principles in Clinical Trials (ICH, 1998). 
All work planned and reported for the final SAP will follow internationally accepted guidelines.  

The planned analyses identified in this draft SAP may be included in clinical study reports (CSRs), 
regulatory submissions, or future manuscripts. Also, post-hoc exploratory analyses not necessarily 
identified in this SAP may be performed to further examine study data. Any post-hoc or unplanned, 
exploratory analysis performed will be clearly identified as such in the final CSR.

The statistical plan described hereafter is an a priori plan. It will be finalized and approved before
any unblinded inferential or descriptive analysis of data pertaining to VistaGen Therapeutics, 
Inc.’s study PH94B-CL029 is conducted.

2. Study Objectives and Endpoints

2.1. Study Objectives

2.1.1. Primary Objective

The primary objective of this Phase 2a study is to evaluate the efficacy of PH94B Nasal Spray
(PH94B) administered 4 times per day over 4 weeks for the treatment of anxiety in adult subjects 
with adjustment disorder with anxiety (AjDA).

2.1.2. Secondary Objective

The secondary objective of the study is to evaluate safety and tolerability of PH94B.

2.1.3. Exploratory Objective

An exploratory objective of the study is to evaluate efficacy of PH94B over time during the 4-
week treatment period.
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2.2. Study Endpoints

2.2.1. Efficacy Endpoints

2.2.1.1. Primary Efficacy Endpoint
The primary efficacy endpoint is mapped to the primary objective as follows:

Primary Objective Primary Efficacy Endpoint

The primary objective of this Phase 2a study 
is to evaluate the efficacy of PH94B 
administered 4 times per day over 4 weeks for 
the treatment of anxiety in adult subjects with 
AjDA. 

The primary efficacy endpoint of the study is 
change from baseline in anxiety level as 
measured by the Hamilton Anxiety Scale 
(HAM-A) at the end of the 4-week treatment 
period.

2.2.1.2. Secondary Efficacy Endpoint(s)
The secondary efficacy endpoints are mapped to the primary objective as follows:

Primary Objective Secondary Efficacy Endpoints

The primary objective of this 
Phase 2a study is to evaluate 
the efficacy of PH94B 
administered 4 times per day 
over 4 weeks for the 
treatment of anxiety in adult 
subjects with AjDA.

Secondary efficacy endpoints of the study include the following:

Individual subject improvement as assessed by the Clinical 
Global Impression-Improvement (CGI-I) scale. Values for 
comparison will be the proportion of “responders” in each 
group, defined as subjects receiving scores of 1 (Very much 
improved) or 2 (Much improved) at the end of treatment with 
PH94B.

Individual subject improvement as assessed by the subject’s self-
assessment of improvement (by Patient Global Impression of 
Change [PGI-C] scale) at the end of treatment compared to 
baseline. Values for comparison will be the proportion of 
“responders” in each group, defined as subjects receiving scores 
of 1 (Very much improved) or 2 (Much improved) at end of 
treatment with PH94B.

Individual subject improvement on the Adjustment Disorder 
New Module (ADNM) scale at the end of treatment compared to 
baseline.

Individual subject improvement on the International Adjustment 
Disorder Questionnaire (IADQ) at end of treatment compared to 
baseline.
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2.2.1.3. Exploratory Efficacy Endpoint(s)
The exploratory efficacy endpoints are mapped to the exploratory objective as follows:

Exploratory Objective Exploratory Efficacy Endpoints

An exploratory objective of 
the study is to evaluate 
efficacy of PH94B over time 
during the 4-week treatment 
period.

Summaries and changes from baseline in HAM-A at Weeks 1, 2, 
and 3.

Summaries and changes from baseline in ADNM subscales at 
Week 4.

Summaries of CGI-I and PGI-C at Weeks 1, 2, 3, and 4 (each 
week).

2.2.2. Safety Endpoints

The safety endpoints are mapped to the secondary objective as follows:

Secondary Objective Safety Endpoints

The secondary objective of 
the study is to evaluate the 
safety and tolerability of 
PH94B.

Incidence and severity of adverse events (AEs), AEs leading to 
discontinuation, and serious adverse events (SAEs).

Changes in clinical laboratory values.

Changes in 12-lead electrocardiogram (ECG) results.

Changes in physical examination findings.

Changes in vital signs results.

Changes in Montgomery-Asberg Depression Rating Scale
(MADRS) scores.

Changes in suicidal ideation scores, as documented using the 
Columbia Suicide Severity Rating Scale (C-SSRS).

3. Overall Study Design and Plan

3.1. Overall Design
This is a double-blind, placebo-controlled, parallel group, Phase 2a clinical study in adult subjects 
diagnosed with AjDA. Subjects diagnosed with AjDA by the Diagnostic and Statistical Manual of 
Mental Disorders, 5th Edition (DSM-5) criteria and a HAM-A of 20 or greater are to be enrolled. 
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3.2. Experimental procedures

Subject participation in the Study will last a total of 6 to 10 weeks, depending on the duration of 
the screening period and whether they need a washout of concomitant anxiolytics. Upon signing 
an investigation review board approved informed consent, all subjects will complete Visit 1 
(Screening) and enter a screening period that could include tapering of 
concomitant anxiolytics, if necessary. Visit 1 (Screening) will consist of subject demographics 
recording, safety assessments (medical and psychiatric history, prior and concomitant medications 
recording, physical examination, vital signs, ECG, blood tests and urinalysis, urine drug screen, 
urine pregnancy test [if appropriate]) and psychiatric assessments (Mini-International 
Neuropsychiatric Interview [MINI], MADRS, HAM-A, Liebowitz Social Anxiety Scale [LSAS], 
Clinical Global Impression-Severity [CGI-S], and C-SSRS) to determine eligibility. Subjects will 
then return to complete Visit 2 (Baseline). At this visit, subjects will complete all psychiatric 
assessments (ADNM, IADQ, MADRS, HAM-A, CGI-S, C-SSRS), adverse event recording, 
concomitant medications recording, vital signs, blood tests and urinalysis, urine drug screen, and 
urine pregnancy test (if appropriate). If the subject continues to meet the inclusion criteria and 
none of the exclusion criteria, the subject will be randomized 1:1 to PH94B or placebo. The subject 
will be trained on using the investigational product (IP) and will be dispensed a 1-week supply of 
PH94B or placebo. Subjects will then commence 4 weeks of double-blind treatment with the 
randomized IP four times per day. 

Subjects will return for weekly site visits (Visits 3, 4, and 5), in which the subject will return the 
IP vial dispensed at the previous visit and receive a new vial. At Visits 2, 3, 4, and 5, when the 
subjects will be dispensed 2 vials of the appropriate IP, the vial weights will be recorded before 
dispensing to a subject. Study personnel will also record the weight of all returned vials.
Concomitant medications and adverse events (AEs) will be recorded. During these visits, the 
HAM-A, PGI-C, CGI-I, CGI-S, and C-SSRS will be completed. Vital signs will be collected, and 
nasal passages will be examined.

When the subject returns for Visit 6 (End of Treatment), besides the assessments completed at 
Visits 3 through 5, the subjects will also complete the MADRS, ADNM, and IADQ; and have a 
physical examination, ECG, blood tests and urinalysis, urine drug screen, and urine pregnancy test
(if appropriate). Any remaining IP vials will be collected. 

The subject will then come back after a one-week washout period for Visit 7 (Follow-up). During 
this visit, AEs concomitant medications since the last visit, and vital signs will be collected. In 
addition, the HAM-A, C-SSRS, and 20-item Physician Withdrawal Checklist (PWC-20) will be 
administered.

Subjects who discontinue prior to Visit 6 (End of Treatment), will undergo a Visit 6 (Early 
Termination) visit, and provide all Visit 6 outcome measures and safety assessments for the 
efficacy analysis. 
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stratified by study site. A central interactive web response system (IWRS) will assign 
randomization numbers sequentially to subjects that are entered into the study. The 
randomization schedule will be prepared by Premier Research before the start of the study. No
one involved in the study performance will have access to the randomization schedule before 
official unblinding of treatment assignment. No subject will be randomized into this study more 
than once.

3.7. Blinding and Unblinding
This is a double-blind study throughout. All subjects, investigators, and study personnel involved 
in the conduct of the study, including data management, will be blinded to treatment assignment 
with the exception of a specified unblinded statistician and a member of the Interactive Response 
Technology team from Premier Research who will have access to the randomization code. 
Unblinded study personnel will not participate in study procedures or data analysis prior to the 
official unblinding of the study data to all study-related personnel. If an interim analysis is to be
conducted, then unblinded personnel who are not otherwise involved in the study will prepare
the data for review. 

Study personnel will make every effort to safeguard the integrity of the study blind to minimize 
bias in the conduct of the study. Treatment unblinding is discouraged if knowledge of the 
treatment assignment will not materially change the planned management of a medical
emergency. Unblinding will be permitted in a medical emergency that requires immediate
knowledge of the subject’s treatment assignment. All IP containers will be provided with a code
that will unblind the contents in an emergency. Procedures for emergency unblinding will be 
outlined in the Study Procedures Manual for PH94B-CL029.

The Investigator or designee will record the date and reason for treatment unblinding on the 
appropriate electronic case report form (eCRF) for that subject. If treatment assignment is 
unblinded for an individual subject, study personnel will be notified of that subject’s treatment 
assignment without unblinding the treatment assignments for the remaining subjects in the study. 
Thus, the overall study blind will not be compromised. Overall unblinding will take place at the 
end of the study only after database lock has been achieved.

3.8. Schedule of Events

Please see protocol PH94B-CL029, A Phase 2a Double-blind, Placebo-controlled, Parallel Study 
of PH94B Nasal Spray in the Treatment of Anxiety in Adults with Adjustment Disorder with 
Anxiety for a detailed schedule of events.

4. Statistical Analysis and Reporting

This study is considered a Phase 2a exploratory study under an Investigational New Drug (IND)
application for PH94B targeting AjDA. Statistical tests will be applied and interpreted to 
determine feasibility and best approaches for potential Phase 2b and Phase 3 studies.  

The final study analysis will be conducted only after all subjects have completed the study as 
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described in the referenced protocol, a thorough blind review of all collected data has been 
conducted and approved, and a final SAP has been approved and signed prior to unblinding of 
the data.

4.1. Introduction

Data processing, tabulation of descriptive statistics, calculation of inferential statistics, and 
graphical representations will primarily use Statistical Analysis System Software (SAS)
(release 9.4 or higher). If the use of other software is warranted, the final SAP and the statistical 
methodology report will detail what software was used for what purposes.

Continuous (quantitative) variable summaries will include the number of subjects (n) with 
non-missing values, mean, SD, median, minimum, and maximum. The minimum and maximum 
will be reported with the same degree of precision (i.e., the same number of decimal places) as 
the observed data. Measures of location (mean and median) will be reported to 1 degree of 
precision more than the observed data and measures of spread (SD) will be reported to 2 degrees 
of precision more than the observed data.

Categorical (qualitative) variable summaries will include the frequency and percentage of 
subjects who are in the category or each possible value. The denominator for the percentage 
calculation will be based upon the total number of subjects in the study population for the 
treatment groups unless otherwise specified. Percentages will be presented to 1 decimal place. 
Counts of zero will be presented without percentages.

Unless otherwise indicated, all statistical tests will be conducted at the 0.05 significance level 
using 2-tailed tests, and p values will be reported. Corresponding 95% confidence intervals (CIs) 
will be presented for statistical tests. All p values will be displayed in four decimals and rounded 
using standard scientific notation (e.g., 0.XXXX). If a p value less than 0.0001 occurs it will be 
shown in tables as < 0.0001; similarly, if a p value greater than 0.9999 occurs, it will be shown in 
tables as > 0.9999. Confidence intervals will be reported to 1 degree of precision more than the 
observed data.

This study is considered a Phase 2a exploratory study under an IND application for PH94B 
targeting AjDA. Statistical tests will be applied and interpreted to determine feasibility and best 
approaches for potential Phase 2b and Phase 3 studies.  

4.2. Interim Analysis and Data Monitoring

No interim analyses or data monitoring are planned.

5. Analysis Populations

The following analysis populations are planned for this study:

▪ All Subjects Population: All subjects who sign an informed consent, participate in a
Visit 1 (Screening), and are entered into the eCRF will be included in the All Subjects
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population. The All Subjects population will be used for summaries of subject 
disposition.

▪ Safety Population: The Safety population includes all subjects who are dispensed IP 
and reported administering at least 1 dose of IP. The Safety population will be used 
for safety analyses. For analyses of the Safety population, each subject will be 
analyzed by the actual treatment received, even if it differs from the subject’s 
randomized treatment assignment.

▪ Intent-to-Treat (ITT) Population: The ITT population includes all subjects who are 
randomized and have one documented dose of IP at Visit 2 (Baseline). The ITT 
population will be used for efficacy analyses. For analyses of the ITT population, 
each subject will be analyzed by their randomized treatment assignment, even if the 
subject did not receive the assigned treatment or did not follow the protocol until 
completion. 

Assignment of subjects to populations will be confirmed at a blinded data review meeting to be 
held before the study database is locked. All protocol deviations that occur during the study will 
be considered for their severity/impact and will be taken into consideration when subjects are 
assigned to analysis populations.

6. General Issues for Statistical Analysis

6.1. Statistical Definitions and Algorithms

6.1.1. Baseline

Baseline for each study assessment (where applicable) is defined in Table 2.

Table 2: Baseline Definitions

Parameters Baseline

Safety parameters including physical 
examinations and ECGs.

The last non-missing assessment before the first 
dose of study drug. This assessment will be at 
Visit 1 (Screening).

Safety parameters including vital signs, 
clinical laboratory tests, MADRS, and C-
SSRS.

The last non-missing assessment before the first 
dose of study drug at Visit 2 (Baseline).

Efficacy parameters including HAM-A total 
score, ADNM total score, and IADQ total 
score.

The last non-missing assessment before the first 
dose of study drug at Visit 2 (Baseline).
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between PH94B and placebo.

H11: Mean change in IADQ total score from Visit 2 (Baseline) to Visit 6 does differ 
between PH94B and placebo.

The estimand for the IADQ secondary efficacy endpoint is the same as that for the primary 
endpoint, except that it uses the IADQ total scores as the variable of interest. Change from baseline 
to Visit 6 in IADQ total score will be analyzed analogously to the primary endpoint. Multiple 
imputation will not be performed.

Descriptive summaries will be provided for observed IADQ total scores and changes from 
baseline by visit and by treatment group.

8.3. Exploratory Efficacy Analysis

To evaluate the efficacy of PH94B over time, observed values and changes from baseline in 
HAM-A total scores will be summarized by visit and by treatment group. Summaries of CGI-I 
and PGI-C scores by visit and by treatment group will be displayed with the secondary efficacy 
analyses.

The differences in changes from baseline between the PH94B and placebo groups in HAM-A 
total scores at Visits 3, 4, and 5 will be assessed using the ANCOVA analysis described in 
Section 8.1 for the observed data.

The ADNM and IADQ observed subscores and changes from baseline will be displayed in by-
subject listings.

9. Safety and Tolerability Analysis

Safety in this study will be evaluated based on data collected on AEs, clinical laboratory 
assessments, vital signs, 12-lead ECGs, and physical examinations including examination of the 
nasal passages, C-SSRS, MADRS scores, and PWC-20 scores.

All safety analysis reporting will be based on the Safety population (as defined in Section 5).

9.1. Adverse Events

Treatment emergent adverse events are defined as in Section 6.1.7.1. Missing and partially 
missing start dates will be imputed for the purpose of analysis as described in Section 6.1.8.

All AE data will be categorized as Severe > Moderate > Mild. Relationship of all AEs to IP will 
be categorized as related or not related. In the summaries showing severity and relationship to
study drug, the event with the maximum severity or strongest relationship to study drug will be 
reported. If a particular event is missing the severity and/or relationship, then the strongest 
possible severity or relationship will be assumed for analysis (severity = severe, relationship = 
related).

An overall summary of TEAEs will be provided giving the number and percent of subjects who 
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Figure 1: Standardized Layout

VistaGen Therapeutics, Inc. Page xx of xx

Protocol: PH94B-CL029 Version 

<Table, Listing, Figure> xx.x.x

<Title of Table Listing or Figure>

<Study Population and if applicable subgroup Description>

____________________________________________________________________________________________________________

Body of Table, Listing or Figure

___________________________________________________________________________________________________________

<Note: If directly Applicable>

Footnote 1 <if applicable>  Recommendation is to keep footnotes to a minimum

Footnote 2 <if applicable>

Footnote n <if applicable>

Footnote n+1 <pgm path and name>,  <date>
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14.2. Planned Table Shells

See Figure 2 below.
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Figure 2: Planned Table Shells
Table 14.1.1

Subject Disposition
All Subjects

Status PH49B Placebo Overall
   Category (N=XX) (N=XX) (N=XX)

All Subjects Population [1]
Screened for Eligibility XX
Screen Failure at Visit 1 (Screening) XX
Subject Failed to Return for Visit 2 (Baseline) XX 
   Adverse Event XX
   Death XX
   Lost to Follow-Up XX
   Physician Decision XX
   Protocol Violation XX
   Withdrawal by Subject XX
   Study Terminated by Sponsor XX
   Disease Progression XX
   Other XX
Screen Failure at Visit 2 (Baseline) XX
Randomized XX XX XX

Safety Population [1] XX (XX.X%) XX (XX.X%) XX
ITT Population [2] XX (XX.X%) XX (XX.X%) XX (XX.X%)

Abbreviation: ITT = intent-to-treat.
Note: Subjects are displayed by treatment received. Percentages are n/number of subjects in the Safety population within treatment received and
overall subjects * 100.
[1] The All Subjects population includes all subjects who sign an informed consent, participate in Visit 1 (Screening), and are entered into the eCRF.
[2] The Safety population includes all subjects who were dispensed study drug and reported administering at least 1 dose.
[3] The ITT population includes all subjects who were randomized and had 1 documented dose of study drug at Visit 2 (Baseline).
Reference Listing: 16.2.1.1, 16.2.2.1, 16.2.3.1

Programming Note: Subjects who discontinue due to “Screen Failure” should not be included as a “Discontinued Early” subject. The “Ongoing in Study” row will only be presented for 
pre-lock blinded dry run deliveries; upon lock, it will be removed.
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Table 14.1.1 (cont.)
Subject Disposition

All Subjects

Status PH49B Placebo Overall
   Category (N=xx) (N=xx) (N=xx)

Completed Study XX (XX.X%) XX (XX.X%) XX (XX.X%)
Ongoing in Study XX (XX.X%) XX (XX.X%) XX (XX.X%)
Discontinued Early XX (XX.X%) XX (XX.X%) XX (XX.X%)
   Reason for Discontinuation: XX (XX.X%) XX (XX.X%) XX (XX.X%)
      Adverse Event XX (XX.X%) XX (XX.X%) XX (XX.X%)
      Death XX (XX.X%) XX (XX.X%) XX (XX.X%)
      Lack of Efficacy XX (XX.X%) XX (XX.X%) XX (XX.X%)
      Lost to Follow-Up XX (XX.X%) XX (XX.X%) XX (XX.X%)
      Non-Compliance with Study Drug XX (XX.X%) XX (XX.X%) XX (XX.X%)
      Physician Decision XX (XX.X%) XX (XX.X%) XX (XX.X%)
      Protocol Violation XX (XX.X%) XX (XX.X%) XX (XX.X%)
      Withdrawal by Subject XX (XX.X%) XX (XX.X%) XX (XX.X%)
      Study Terminated by Sponsor XX (XX.X%) XX (XX.X%) XX (XX.X%)
      Disease Progression XX (XX.X%) XX (XX.X%) XX (XX.X%)
      Missed Two or More Consecutive Visits During 4-
      Week Treatment Period

XX (XX.X%) XX (XX.X%) XX (XX.X%)

      Other XX (XX.X%) XX (XX.X%) XX (XX.X%)

Abbreviation: ITT = intent-to-treat.
Note: Subjects are displayed by treatment received. Percentages are n/number of subjects in the Safety population within treatment received and 
overall subjects * 100.
[1] The All Subjects population includes all subjects who sign an informed consent, participate in Visit 1 (Screening), and are entered into the eCRF.
[2] The Safety population includes all subjects who were dispensed study drug and reported administering at least 1 dose.
[3] The ITT population includes all subjects who were randomized and had 1 documented dose of study drug at Visit 2 (Baseline).
Reference Listing: 16.2.1.1, 16.2.2.1, 16.2.3.1

Programming Note: Subjects who discontinue due to “Screen Failure” should not be included as a “Discontinued Early” subject. The “Ongoing in Study” row will only 
be presented for pre-lock blinded dry run deliveries; upon lock, it will be removed.
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Table 14.1.2
Protocol Deviations and Violations

Safety Population

Category
   Protocol Deviation

PH94B
(N=XXX)

Placebo
(N=XXX)

Overall
(N=XXX)

Subjects With Any Protocol Deviation XX (XX.X%) XX (XX.X%) XX (XX.X%)

Subjects with Important Protocol Deviations XX (XX.X%) XX (XX.X%) XX (XX.X%)
   XXXXXXXXXXXXXX XX (XX.X%) XX (XX.X%) XX (XX.X%)
   XXXXXXXXXXXXXXX XX (XX.X%) XX (XX.X%) XX (XX.X%)
   XXXXXXXXXXXX XX (XX.X%) XX (XX.X%) XX (XX.X%)

Subjects with Non-Important Protocol Deviations XX (XX.X%) XX (XX.X%) XX (XX.X%)
   XXXXXXXXXXXXXX XX (XX.X%) XX (XX.X%) XX (XX.X%)
   XXXXXXXXXXXXXXX XX (XX.X%) XX (XX.X%) XX (XX.X%)
   XXXXXXXXXXXX XX (XX.X%) XX (XX.X%) XX (XX.X%)

Note: Percentages are n/Number of subjects in the Safety population within treatment received and overall subjects * 100. Subjects with 
one or more deviations within a type of protocol deviation were counted only once.
Reference Listing: 16.2.2.2

Programming note: Protocol deviations will be presented as per the PD log.
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Table 14.1.3.1
Demographics and Baseline Characteristics

Safety Population

Variable
   Statistic or Category

PH94B
(N=XX)

Placebo
(N=XX)

Overall
(N=XX)

Age (years) [1]
   n XX XX XX
   Mean (SD) XX.X (XX.XX) XX.X (XX.XX) XX.X (XX.XX)
   Median XX.X XX.X XX.X
   Min, Max XX, XX XX, XX XX, XX

Age Category
   18 to 35 years   XX (XX.X%) XX (XX.X%) XX (XX.X%)
   36 to 55 years XX (XX.X%) XX (XX.X%) XX (XX.X%)
   ≥ 56 years XX (XX.X%) XX (XX.X%) XX (XX.X%)

Sex
   Male XX (XX.X%) XX (XX.X%) XX (XX.X%)
   Female XX (XX.X%) XX (XX.X%) XX (XX.X%)

Ethnicity
   Hispanic or Latino XX (XX.X%) XX (XX.X%) XX (XX.X%)
   Not Hispanic or Latino XX (XX.X%) XX (XX.X%) XX (XX.X%)
   Not Reported XX (XX.X%) XX (XX.X%) XX (XX.X%)

Continue for Race (American Indian or Alaska Native, Asian, Black or African American, Native Hawaiian or Other Pacific Islander, White, More 
than One Race, Not Reported), Height (cm), Weight (kg), BMI (kg/m2), Baseline HAM-A Total Score, Baseline ADNM Total Score, Baseline IADQ 

Abbreviations: ADNM = Adjustment Disorder New Module; BMI = Body Mass Index; HAM-A = Hamilton Anxiety Scale; IADQ = International Adjustment 
Disorder Questionnaire; SD = standard deviation.
Note: Percentages are n/Number of subjects in the Safety population within treatment received and overall subjects * 100. Assessments are from the 
baseline visit as defined for the variable of interest.
[1] Age was calculated as the integer difference in years between the subject’s date of informed consent and the date of birth.
Reference Listings: 16.2.4.1, 16.2.6.1, 16.2.6.2, 16.2.6.3

Programming Note:   If variable has missing values, then add “Missing” row for the specified variable. If there are no missing values, then missing row is not needed.
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Table 14.1.3.2
Demographics and Baseline Characteristics

ITT Population

Same shell as Table 14.1.3.1; Programming Note: Update footnote to state “Percentages are n/Number of subjects in the ITT population within planned treatment and overall 
subjects * 100.”
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Table 14.1.6
Exposure to Study Drug

Safety Population
                    
Study Visit [1]
   Parameter
      Statistic

PH94B
(N=XX)

Placebo
(N=XX)

Overall
(N=XX)

Visit 3
   Difference in Vial Weight
      n XX XX XX
      Mean (SD) XX.XX (XX.XXX) XX.XX (XX.XXX) XX.XX (XX.XXX)
      Median XX.XX XX.XX XX.XX
      Min, Max XX.X, XX.X XX.X, XX.X XX.X, XX.X

   Doses Missing
      n XX XX XX
      Mean (SD) XX.X (XX.XX) XX.X (XX.XX) XX.X (XX.XX)
      Median XX.X XX.X XX.X
      Min, Max XX, XX XX, XX XX, XX
…

Continue for Visit 4, Visit 5, and Visit 6 (End of Treatment/Early Termination).

Note: Weights of the 2 vials dispensed or returned were summed to compute the total vial weight at each visit. Subjects with a protocol 
deviation due to missing vials are excluded from this table by visit. Difference in vial weight is calculated as the difference in the total 
vial weight returned at the visit minus the total vial weight dispensed at the previous visit. Doses missing is calculated as the absolute 
value of the difference in vial weight, divided by 0.2. The calculation for doses missing does not differentiate between doses 
administered for priming purposes versus doses administered to the nasal cavity. It is assumed that priming practices are uniform 
across subjects and treatment groups.
[1] Visit 6 (End of Treatment/Early Termination) includes data from subjects who either completed Visit 6 (End of Treatment) or who 
discontinued from the study and completed an early termination visit.
Reference Listings: 16.2.5.1
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Table 14.2.1.1
ANCOVA Change from Baseline in HAM-A Total Scores by Visit – Primary Analysis

ITT Population

PH94B Placebo 
Study Visit [1] (N=XX) (N=XX)
   Statistic Observed CFB Observed CFB

Visit 1 (Screening)
   n XX XX
   Mean (SD) XX.X (XX.XX) XX.X (XX.XX)
   Median XX.X XX.X
   Min, Max (XX, XX) (XX, XX)

Visit 2
   n XX XX
   Mean (SD) XX.X (XX.XX) XX.X (XX.XX)
   Median XX.X XX.X
   Min, Max (XX, XX) (XX, XX)

Baseline
   n XX XX
   Mean (SD) XX.X (XX.XX) XX.X (XX.XX)
   Median XX.X XX.X
   Min, Max (XX, XX) (XX, XX)

Abbreviations: ANCOVA = analysis of covariance; CFB = change from baseline; CI = confidence interval; HAM-A = Hamilton Anxiety Scale; LS = least-
squares; SD = standard deviation; SE = standard error.
Note: Subjects are summarized by planned treatment. The HAM-A is a questionnaire used to assess anxiety and is completed by trained personnel. It 
consists of 14 items, each scored on a 5-point scale rating anxiety from “Not Present” to “Very severe”. The HAM-A total score is the sum of the individual 
item scores. Baseline is defined as the HAM-A total score from Visit 2 (Baseline). Change from baseline is calculated as result – baseline result. Least 
squares mean, LS mean differences (treatment – placebo), 95% CIs, and P values were obtained from an ANCOVA model with change from baseline to 
Visit 6 in HAM-A total scores as the outcome, treatment group as a factor, and baseline HAM-A total score as a covariate.
[1] Visit 6 (End of Treatment/Early Termination) includes data from subjects who either completed Visit 6 (End of Treatment) or who discontinued from the 
study and completed an early termination visit.
Reference Listing: 16.2.6.1

Programming Note: If the rate of missingness in change from baseline to Visit 6 HAM-A total scores is >0.05 for the ITT population, then report the results of the multiple imputation 
analysis. Rate of missingness is computed as the number of ITT subjects missing change from baseline to Visit 6 HAM-A total scores divided by the total number of subjects in the ITT 

population. If reporting the results of the multiple imputation analysis, add the following text to the footnote before the sentence beginning with “Least squares mean…”: “Multiple 
imputation was performed using conditional specification with baseline HAM-A total score, sex, age, LSAS total score, and analysis site. Twenty-five imputation datasets were 

created.” If the rate of missingness in change from baseline to Visit 6 HAM-A total scores is <=0.05 but greater than 0, then add the following text to the footnote: “Missing change from 
baseline in HAM-A total scores were imputed with treatment group mean change scores.”
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Table 14.2.1.1 (cont.)
ANCOVA Change from Baseline in HAM-A Total Scores by Visit – Primary Analysis

ITT Population

PH94B Placebo 
Study Visit [1] (N=XX) (N=XX)
   Statistic Observed CFB Observed CFB

Visit 3
   n XX XX XX XX
   Mean (SD) XX.X (XX.XX) XX.X (XX.XX) XX.X (XX.XX) XX.X (XX.XX)
   Median XX.X XX.X XX.X XX.X
   Min, Max (XX, XX) (XX, XX) (XX, XX) (XX, XX)

Visit 4
   n XX XX XX XX
   Mean (SD) XX.X (XX.XX) XX.X (XX.XX) XX.X (XX.XX) XX.X (XX.XX)
   Median XX.X XX.X XX.X XX.X
   Min, Max (XX, XX) (XX, XX) (XX, XX) (XX, XX)

Visit 5
   n XX XX XX XX
   Mean (SD) XX.X (XX.XX) XX.X (XX.XX) XX.X (XX.XX) XX.X (XX.XX)
   Median XX.X XX.X XX.X XX.X
   Min, Max (XX, XX) (XX, XX) (XX, XX) (XX, XX)

Abbreviations: ANCOVA = analysis of covariance; CFB = change from baseline; CI = confidence interval; HAM-A = Hamilton Anxiety Scale; LS = least-
squares; SD = standard deviation; SE = standard error.
Note: Subjects are summarized by planned treatment. The HAM-A is a questionnaire used to assess anxiety and is completed by trained personnel. It 
consists of 14 items, each scored on a 5-point scale rating anxiety from “Not Present” to “Very severe”. The HAM-A total score is the sum of the individual 
item scores. Baseline is defined as the HAM-A total score from Visit 2 (Baseline). Change from baseline is calculated as result – baseline result. Least 
squares mean, LS mean differences (treatment – placebo), 95% CIs, and P values were obtained from an ANCOVA model with change from baseline to 
Visit 6 in HAM-A total scores as the outcome, treatment group as a factor, and baseline HAM-A total score as a covariate.
[1] Visit 6 (End of Treatment/Early Termination) includes data from subjects who either completed Visit 6 (End of Treatment) or who discontinued from the 
study and completed an early termination visit.
Reference Listing: 16.2.6.1

Programming Note: If the rate of missingness in change from baseline to Visit 6 HAM-A total scores is >0.05 for the ITT population, then report the results of the multiple imputation 
analysis. Rate of missingness is computed as the number of ITT subjects missing change from baseline to Visit 6 HAM-A total scores divided by the total number of subjects in the ITT 

population. If reporting the results of the multiple imputation analysis, add the following text to the footnote before the sentence beginning with “Least squares mean…”: “Multiple 
imputation was performed using conditional specification with baseline HAM-A total score, sex, age, LSAS total score, and analysis site. Twenty-five imputation datasets were 

created.” If the rate of missingness in change from baseline to Visit 6 HAM-A total scores is <=0.05 but greater than 0, then add the following text to the footnote: “Missing change from 
baseline in HAM-A total scores were imputed with treatment group mean change scores.”
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Table 14.2.1.1 (cont.)
ANCOVA Change from Baseline in HAM-A Total Scores by Visit – Primary Analysis

ITT Population

PH94B Placebo 
Study Visit [1] (N=XX) (N=XX)
   Statistic Observed CFB Observed CFB

Visit 6 (End of Treatment/Early Termination)
   n XX XX XX XX
   Mean (SD) XX.X (XX.XX) XX.X (XX.XX) XX.X (XX.XX) XX.X (XX.XX)
   Median XX.X XX.X XX.X XX.X
   Min, Max (XX, XX) (XX, XX) (XX, XX) (XX, XX)

   LS Mean (SE) XX.X (X.XX) XX.X (X.XX)
      95% CI for LS Mean CFB (XX.X, XX.X) (XX.X, XX.X)
      P value for Difference from Baseline  X.XXXX X.XXXX

   LS Mean Difference from Placebo (SE) XX.X (X.XX)
      95% CI for Difference from Placebo (XX.X, XX.X)
      P value for Difference from Placebo X.XXXX

Abbreviations: ANCOVA = analysis of covariance; CFB = change from baseline; CI = confidence interval; HAM-A = Hamilton Anxiety Scale; LS = least-
squares; SD = standard deviation; SE = standard error.
Note: Subjects are summarized by planned treatment. The HAM-A is a questionnaire used to assess anxiety and is completed by trained personnel. It 
consists of 14 items, each scored on a 5-point scale rating anxiety from “Not Present” to “Very severe”. The HAM-A total score is the sum of the individual 
item scores. Baseline is defined as the HAM-A total score from Visit 2 (Baseline). Change from baseline is calculated as result – baseline result. Least 
squares mean, LS mean differences (treatment – placebo), 95% CIs, and P values were obtained from an ANCOVA model with change from baseline to 
Visit 6 in HAM-A total scores as the outcome, treatment group as a factor, and baseline HAM-A total score as a covariate.
[1] Visit 6 (End of Treatment/Early Termination) includes data from subjects who either completed Visit 6 (End of Treatment) or who discontinued from the 
study and completed an early termination visit.

Reference Listing: 16.2.6.1

Programming Note: If the rate of missingness in change from baseline to Visit 6 HAM-A total scores is >0.05 for the ITT population, then report the results of the multiple imputation 
analysis. Rate of missingness is computed as the number of ITT subjects missing change from baseline to Visit 6 HAM-A total scores divided by the total number of subjects in the ITT 

population. If reporting the results of the multiple imputation analysis, add the following text to the footnote before the sentence beginning with “Least squares mean…”: “Multiple 
imputation was performed using conditional specification with baseline HAM-A total score, sex, age, LSAS total score, and analysis site. Twenty-five imputation datasets were 

created.” If the rate of missingness in change from baseline to Visit 6 HAM-A total scores is <=0.05 but greater than 0, then add the following text to the footnote: “Missing change from 
baseline in HAM-A total scores were imputed with treatment group mean change scores.”
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Table 14.2.1.1 (cont.)
ANCOVA Change from Baseline in HAM-A Total Scores by Visit – Primary Analysis

ITT Population

PH94B Placebo 
Study Visit (N=XX) (N=XX)
   Statistic Observed CFB Observed CFB

Visit 7 (Follow-Up)
   n XX XX XX XX
   Mean (SD) XX.X (XX.XX) XX.X (XX.XX) XX.X (XX.XX) XX.X (XX.XX)
   Median XX.X XX.X XX.X XX.X
   Min, Max (XX, XX) (XX, XX) (XX, XX) (XX, XX)

Abbreviations: ANCOVA = analysis of covariance; CFB = change from baseline; CI = confidence interval; HAM-A = Hamilton Anxiety Scale; LS = least-
squares; SD = standard deviation; SE = standard error.
Note: Subjects are summarized by planned treatment. The HAM-A is a questionnaire used to assess anxiety and is completed by trained personnel. It 
consists of 14 items, each scored on a 5-point scale rating anxiety from “Not Present” to “Very severe”. The HAM-A total score is the sum of the individual 
item scores. Baseline is defined as the HAM-A total score from Visit 2 (Baseline). Change from baseline is calculated as result – baseline result. Least 
squares mean, LS mean differences (treatment – placebo), 95% CIs, and P values were obtained from an ANCOVA model with change from baseline to 
Visit 6 in HAM-A total scores as the outcome, treatment group as a factor, and baseline HAM-A total score as a covariate.
[1] Visit 6 (End of Treatment/Early Termination) includes data from subjects who either completed Visit 6 (End of Treatment) or who discontinued from the 
study and completed an early termination visit.

Reference Listing: 16.2.6.1

Programming Note: If the rate of missingness in change from baseline to Visit 6 HAM-A total scores is >0.05 for the ITT population, then report the results of the multiple imputation 
analysis. Rate of missingness is computed as the number of ITT subjects missing change from baseline to Visit 6 HAM-A total scores divided by the total number of subjects in the ITT 

population. If reporting the results of the multiple imputation analysis, add the following text to the footnote before the sentence beginning with “Least squares mean…”: “Multiple 
imputation was performed using conditional specification with baseline HAM-A total score, sex, age, LSAS total score, and analysis site. Twenty-five imputation datasets were 

created.” If the rate of missingness in change from baseline to Visit 6 HAM-A total scores is <=0.05 but greater than 0, then add the following text to the footnote: “Missing change from 
baseline in HAM-A total scores were imputed with treatment group mean change scores.”
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Table 14.2.1.2
ANCOVA Change from Baseline in HAM-A Total Scores by Visit – Sensitivity Analysis Using Complete Cases

ITT Population

Same Shell as 14.2.1.1; Programming Note: Add the following text to the footnote before the sentence beginning with “Least squares mean…”: “Subjects with missing change from 
baseline to Visit 6 HAM-A total scores were excluded from the analysis, including descriptive summaries.”

Table 14.2.1.3
ANCOVA Change from Baseline in HAM-A Total Scores – Control-Case Sensitivity Analysis

ITT Population

Same Shell as 14.2.1.1 but do not include descriptive summaries by visit, only include LS means results; Programming Note: Add the following text to the footnote before the 
sentence beginning with “Least squares mean…”: “For subjects with missing change from baseline to Visit 6 HAM-A total scores, change from baseline in HAM-A total scores was set 

to the mean change from baseline for the placebo group.”
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Table 14.2.2.1
Analysis of the Proportion CGI-I Responders – Secondary Analysis

ITT Population

Study Visit [1]
   Variable
      Category 

PH94B  
(N=XX)

Placebo
(N=XX)

Visit 3
   CGI-I Score
      0 = Not Assessed XX (XX.X%) XX (XX.X%)
      1 = Very Much Improved XX (XX.X%) XX (XX.X%)
      2 = Much Improved XX (XX.X%) XX (XX.X%)
      3 = Minimally Improved XX (XX.X%) XX (XX.X%)
      4 = No Change XX (XX.X%) XX (XX.X%)
      5 = Minimally Worse XX (XX.X%) XX (XX.X%)
      6 = Much Worse XX (XX.X%) XX (XX.X%)
      7 = Very Much Worse XX (XX.X%) XX (XX.X%)
      Missing XX (XX.X%) XX (XX.X%)
  …

Continue for Visits 4, 5, and 6.

   CGI-I Responder [1]
      Responders XX (XX.X%) XX (XX.X%)
      Non-Responders XX (XX.X%) XX (XX.X%)

   PH94B vs. Placebo [2]
      Odds Ratio (95% CI) [3] X.XX (X.XX, X.XX)
      P value X.XXXX

Abbreviations: CGI-I = Clinical Global Impression of Improvement; CI = confidence interval.
Note: Subjects are summarized by planned treatment. Percentages are n/Number of subjects in the ITT population within planned
treatment * 100. The CGI-I is a 7-point categorical scale, where clinicians rate the subject’s change in overall status compared to baseline.
[1] Visit 6 (End of Treatment/Early Termination) includes data from subjects who either completed Visit 6 (End of Treatment) or who 
discontinued from the study and completed an early termination visit.
[2] A subject with a score of 1 = “Very Much Improved” and 2 = “Much Improved” was categorized as a “Responder”.
[3] P value and odds ratio were obtained from a Wald test or Fisher’s exact test, whichever is appropriate, when comparing proportions of 
responders between treatment to placebo.
[4] The odds ratio is the estimate of the odds of having significant improvement for subjects treated with PH49B relative to the same 
response for subjects treated with placebo.
Reference Listing: 16.2.6.4
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Table 14.2.3.1
Analysis of the Proportion PGI-C Responders – Secondary Analysis

ITT Population

Same Shell as 14.2.2.1 but replace all instances of “CGI-I” with “PGI-C”; Programming Note: Update abbreviations to add PGI-C = Patient Global Impression of Change (in 
alphabetical order) and remove CGI-I = Clinical Global Impression of Improvement. Update the last sentence of “Note” to read: “The PGI-C is a 7-point categorical scale, where the 

subject rates their own change in overall status compared to baseline.” Update Reference Listing to 16.2.6.5.
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Table 14.3.1.2.1
Treatment Emergent Adverse Events by System Organ Class and Preferred Term

Safety Population

System Organ Class
   Preferred Term

PH94B
(N=XX)

Placebo
(N=XX)

Overall
(N=XX)

Subjects with at Least 1 TEAE XX (XX.X%) XX (XX.X%) XX (XX.X%)

System Organ Class 1
   Preferred Term 1 XX (XX.X%) XX (XX.X%) XX (XX.X%)
   Preferred Term 2 XX (XX.X%) XX (XX.X%) XX (XX.X%)
   Preferred Term 3 XX (XX.X%) XX (XX.X%) XX (XX.X%)

System Organ Class 2
   Preferred Term 1 XX (XX.X%) XX (XX.X%) XX (XX.X%)
   Preferred Term 2 XX (XX.X%) XX (XX.X%) XX (XX.X%)
   Preferred Term 3 XX (XX.X%) XX (XX.X%) XX (XX.X%)

Abbreviations: AE = adverse event; MedDRA = Medical Dictionary for Regulatory Activities; PT = preferred term; SOC = system organ class; TEAE = 
treatment emergent adverse event.
Note: Percentages are n/Number of subjects in the Safety Population within treatment received and overall subjects * 100. AEs were coded using MedDRA 
version XX.X. A TEAE is defined as an AE with onset at the time of or following the start of treatment with study drug through Visit 7 (Follow-Up), or an AE 
starting prior to the start of treatment but increasing in severity or relationship at the time of or following the start of treatment with study drug through Visit 7
(Follow-Up). Subjects were counted once for each SOC and once for each PT. AEs are displayed by descending frequency of SOC, then PT within SOC, and 
then alphabetically by PT.
Reference Listing: 16.2.7.1

Programming Note: Replace “XX.X” in the footnote with the correct version of the MedDRA used for coding. For dry run delivery, use MedDRA version 24.1.
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Table 14.3.1.3
Treatment Emergent Adverse Events by System Organ Class, Preferred Term, and Maximum Severity

Safety Population

System Organ Class
   Preferred Term
      Severity

PH94B
(N=XX)

Placebo
(N=XX)

Overall
(N=XX)

Subjects with at Least 1 TEAE XX (XX.X%) XX (XX.X%) XX (XX.X%)
   Mild XX (XX.X%) XX (XX.X%) XX (XX.X%)
   Moderate XX (XX.X%) XX (XX.X%) XX (XX.X%)
   Severe XX (XX.X%) XX (XX.X%) XX (XX.X%)

System Organ Class 1
   Mild XX (XX.X%) XX (XX.X%) XX (XX.X%)
   Moderate XX (XX.X%) XX (XX.X%) XX (XX.X%)
   Severe XX (XX.X%) XX (XX.X%) XX (XX.X%)

   Preferred Term 1
      Mild XX (XX.X%) XX (XX.X%) XX (XX.X%)
      Moderate XX (XX.X%) XX (XX.X%) XX (XX.X%)
      Severe XX (XX.X%) XX (XX.X%) XX (XX.X%)
…

Abbreviations: AE = adverse event; MedDRA = Medical Dictionary for Regulatory Activities; PT = preferred term; SOC = system organ class; TEAE = 
treatment emergent adverse event.
Note: Percentages are n/Number of subjects in the Safety Population within treatment received and overall subjects * 100. AEs were coded using MedDRA 
version XX.X. A TEAE is defined as an AE with onset at the time of or following the start of treatment with study drug through Visit 7 (Follow-Up), or an AE 
starting prior to the start of treatment but increasing in severity or relationship at the time of or following the start of treatment with study drug through Visit 7 
(Follow-Up). Subjects are counted once for each SOC and once for each PT. The severity shown is the greatest severity reported for a particular subject 
(Severe > Moderate > Mild). AEs with a missing severity were counted as Severe. AEs are displayed by descending frequency of SOC, then PT within SOC, 
and then alphabetically by PT.
Reference Listing: 16.2.7.1

Programming Note: Replace “XX.X” in the footnote with the correct version of the MedDRA used for coding. For dry run delivery, use MedDRA version 24.1.
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Table 14.3.3.2
Subject Listing of Adverse Events Leading to Discontinuation of Study Drug

Safety Population

Same as shell 14.3.3.1.
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Table 14.3.4.1
Subject Listing of Clinically Significant Abnormal Laboratory Values: Hematology

Safety Population

Actual Treatment: XXXXXX

Subject 
ID Parameter (unit) Study Visit [1]

Sample 
Collected?/
   Reason Not 
   Collected

Collection Date/Time (Study 
Day) Result

Baseline 
Flag [2]

Change 
from 

Baseline [3]
Reference 

Range

Reference 
Range Flag/
   Clinically 
   Significant

XXXXXX XXXXXX (unit) Visit 1 (Screening) XX/
   XXXXXXXX

XXXXXX XXXXXX (unit) Visit 1 (Screening) Yes DDMMMYYYY/HH:MM (XX) XX XX – YY High
Visit 2 (Baseline) Yes DDMMMYYYY/HH:MM (XX) XX Yes XX – YY High/

   Yes
Visit 3 Yes DDMMMYYYY/HH:MM (XX) XX XX XX – YY Low
Visit 4 Yes DDMMMYYYY/HH:MM (XX) XX XX XX – YY High
Visit 5 Yes DDMMMYYYY/HH:MM (XX) XX XX XX – YY Low
Visit 6 (End of Treatment/
Early Termination)

Yes DDMMMYYYY/HH:MM (XX) XX XX XX – YY Low

XXXXXX (unit) XXXXX DDMMMYYYY/HH:MM (XX) XX XX – YY High
XXXXX DDMMMYYYY/HH:MM (XX) XX XXX XX XX – YY Low/

   Yes

Note: Study day is calculated relative to the date of first dose of study drug.
[1] Visit 6 (End of Treatment/Early Termination) includes data from subjects who either completed Visit 6 (End of Treatment) or who discontinued from the study and completed an early 
termination visit.
[2] Baseline is defined as the last non-missing assessment before the first dose of study drug at Visit 2 (Baseline).
[3] Change from baseline is the difference between the baseline assessment and the current visit’s assessment.

Programming Note: If sample was not collected, concatenate with reason. If assay is clinically significant, concatenate Reference Range Flag with “Yes”.
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Table 14.3.4.2
Subject Listing of Clinically Significant Abnormal Laboratory Values: Clinical Chemistry

Safety Population

Same as shell 14.3.4.1.
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Table 14.3.5.1
Hematology: Observed Results and Change from Baseline by Visit

Safety Population

Parameter (unit) PH94B Placebo Overall
    Study Visit [1] (N=XX) (N=XX) (N=XXX)
       Statistics Observed CFB Observed CFB Observed CFB

Parameter (unit)
    Visit 1 (Screening)
       n XX XX XXX
       Mean (SD) XXX.X (XX.XX) XXX.X (XX.XX) XXX.X (XX.XX)
       Median XXX.X XXX.X XXX.X
       Min, Max XXX, XXX XXX, XXX XXX, XXX

    Visit 2
       n XX XX XXX
       Mean (SD) XXX.X (XX.XX) XXX.X (XX.XX) XXX.X (XX.XX)
       Median XXX.X XXX.X XXX.X
       Min, Max XXX, XXX XXX, XXX XXX, XXX

    Baseline
       n XX XX XXX
       Mean (SD) XXX.X (XX.XX) XXX.X (XX.XX) XXX.X (XX.XX)
       Median XXX.X XXX.X XXX.X
       Min, Max XXX, XXX XXX, XXX XXX, XXX

   Visit 6 (End of Treatment/
   Early Termination)
       n XX XX XX XX XXX XX
       Mean (SD) XXX.X (XX.XX) XXX.X (XX.XX) XXX.X (XX.XX) XXX.X (XX.XX) XXX.X (XX.XX) XXX.X (XX.XX)
       Median XXX.X XXX.X XXX.X XXX.X XXX.X XXX.X
       Min, Max XXX, XXX XXX, XXX XXX, XXX XXX, XXX XXX, XXX XXX, XXX

Abbreviations: CFB = change from baseline, SD = standard deviation.
Note: Baseline is defined as the last non-missing assessment before receiving the first dose of study drug. Change from baseline is calculated as result – baseline result. 
[1] Visit 6 (End of Treatment/Early Termination) includes data from subjects who either completed Visit 6 (End of Treatment) or who discontinued from the study and completed an 
early termination visit.
Reference Listing: 16.2.8.1
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Table 14.3.6.2.1
12-Lead Electrocardiogram: Summary of Interpretation by Visit

Safety Population

Study Visit [1] PH94B Placebo Overall
   Category (N=XX) (N=XX) (N=XX)

Visit 1 (Screening)
   Normal XX (XX.X%) XX (XX.X%) XX (XX.X%)
   Abnormal – Not Clinically Significant XX (XX.X%) XX (XX.X%) XX (XX.X%)
   Abnormal – Clinically Significant XX (XX.X%) XX (XX.X%) XX (XX.X%)

Baseline [2]
   Normal XX (XX.X%) XX (XX.X%) XX (XX.X%)
   Abnormal – Not Clinically Significant XX (XX.X%) XX (XX.X%) XX (XX.X%)
   Abnormal – Clinically Significant XX (XX.X%) XX (XX.X%) XX (XX.X%)

Visit 6 (End of Treatment/Early Termination)
   Normal XX (XX.X%) XX (XX.X%) XX (XX.X%)
   Abnormal – Not Clinically Significant XX (XX.X%) XX (XX.X%) XX (XX.X%)
   Abnormal – Clinically Significant XX (XX.X%) XX (XX.X%) XX (XX.X%)

Note: Percentages are n/Number of subjects in the Safety population within treatment received and overall subjects * 100. 
[1] Visit 6 (End of Treatment/Early Termination) includes data from subjects who either completed Visit 6 (End of Treatment) or who discontinued 
from the study and completed an early termination visit.
[2] Baseline is defined as the last non-missing assessment before receiving the first dose of study drug.
Reference Listing: 16.2.9.2
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Table 14.3.6.4
Summary of Columbia Suicide Severity Rating Scale (C-SSRS) by Visit

Safety Population

Study Visit [1]
   C-SSRS Section PH94B Placebo Overall
      C-SSRS Item / Statistic (N=XX) (N=XX) (N=XX)

Visit 1 (Screening)
   Suicidal Ideation: Last 6 Months XX (XX.X%) XX (XX.X%) XX (XX.X%)
      Wish to be Dead XX (XX.X%) XX (XX.X%) XX (XX.X%)
      Non-Specific Active Suicidal Thoughts XX (XX.X%) XX (XX.X%) XX (XX.X%)
      Active Suicidal Ideation with Any Methods XX (XX.X%) XX (XX.X%) XX (XX.X%)
      Active Suicidal Ideation with Some Intent XX (XX.X%) XX (XX.X%) XX (XX.X%)
      Active Suicidal Ideation with Specific Plan XX (XX.X%) XX (XX.X%) XX (XX.X%)

   Suicidal Behavior: Lifetime XX (XX.X%) XX (XX.X%) XX (XX.X%)
      Actual Attempt XX (XX.X%) XX (XX.X%) XX (XX.X%)
      Interrupted Attempt XX (XX.X%) XX (XX.X%) XX (XX.X%)
      Aborted Attempt XX (XX.X%) XX (XX.X%) XX (XX.X%)
      Preparatory Acts or Behavior XX (XX.X%) XX (XX.X%) XX (XX.X%)

XX (XX.X%) XX (XX.X%) XX (XX.X%)
   Suicidal Ideation or Behavior
   Subject Engaged in Non-Suicidal Self-Injurious Behavior XX (XX.X%) XX (XX.X%) XX (XX.X%)

Abbreviation: C-SSRS = Columbia Suicide Severity Rating Scale.
Note: Percentages are n/Number of subjects in the Safety population within treatment received and overall subjects * 100. The number and percent of subjects who experience the event at least 
once during treatment are summarized. Subjects were counted once for each C-SSRS section and once for each C-SSRS item answered “Yes” during treatment period. “Baseline/Screening” 
version was used for Visit 1 (Screening) and “Since Last Visit” was used for all other visits.
[1] Visit 6 (End of Treatment/Early Termination) includes data from subjects who either completed Visit 6 (End of Treatment) or who discontinued from the study and completed an early 
termination visit.
[2] Subjects are considered to have treatment emergent suicidal ideation if their maximum suicidal ideation score increased from a previous visit to the next visit after treatment with study drug.
[3] Subjects are considered to have treatment emergent suicidal behavior if they did not have suicidal behavior prior to treatment with study drug but did have suicidal behavior at any visit after 
treatment with study drug. 
Reference Listings: 16.2.9.5

Programming Note: Display summaries for all visits, including Visit 1 (Screening), Visit 2 (Baseline), Visit 3, Visit 4, Visit 5, Visit 6 (End of Treatment/Early Termination), Visit 7 
(Follow-Up). Present treatment emergent counts and percentages as the last lines in the table after Visit 7 (Follow-Up).
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Table 14.3.6.5
Summary of Montgomery-Asberg Depression Rating Scale (MADRS) Total Score by Visit

Safety Population

PH94B Placebo Overall
Study Visit [1] (N=XX) (N=XX) (N=XX)
   Statistic Observed CFB Observed CFB Observed CFB

Visit 1 (Screening)
   n XX XX XX
   Mean (SD) XX.X (XX.XX) XX.X (XX.XX) XX.X (XX.XX)
   Median XX.X XX.X XX.X
   Min, Max (XX, XX) (XX, XX) (XX, XX)

Visit 2
   n XX XX XX
   Mean (SD) XX.X (XX.XX) XX.X (XX.XX) XX.X (XX.XX)
   Median XX.X XX.X XX.X
   Min, Max (XX, XX) (XX, XX) (XX, XX)

Baseline [1]
   n XX XX XX
   Mean (SD) XX.X (XX.XX) XX.X (XX.XX) XX.X (XX.XX)
   Median XX.X XX.X XX.X
   Min, Max (XX, XX) (XX, XX) (XX, XX)

Visit 6 (End of Treatment/Early Termination)
   n XX XX XX XX XX XX
   Mean (SD) XX.X (XX.XX) XX.X (XX.XX) XX.X (XX.XX) XX.X (XX.XX) XX.X (XX.XX) XX.X (XX.XX)
   Median XX.X XX.X XX.X XX.X XX.X XX.X
   Min, Max (XX, XX) (XX, XX) (XX, XX) (XX, XX) (XX, XX) (XX, XX)

Abbreviations: CFB = change from baseline; CI = confidence interval; MADRS = Montgomery-Asberg Depression Rating Scale; SD = standard deviation.
Note: Percentages are n/Number of subjects in the Safety population within treatment received and overall subjects * 100. The MADRS is a validated instrument used to measure the severity of 
depressive episodes. The MADRS includes 10 items and uses a 0 to 6 severity scale. The MADRS total score is calculated as the sum of the 10 items with higher scores indicating more severe 
depression. Change from baseline is calculated as result – baseline result.
[1] Visit 6 (End of Treatment/Early Termination) includes data from subjects who either completed Visit 6 (End of Treatment) or who discontinued from the study and completed an early 
termination visit.
[2] Baseline is defined as the last non-missing assessment before receiving the first dose of study drug.
Reference Listing: 16.2.9.6
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Table 14.3.6.6
Summary of Physician Withdrawal Checklist (PWC-20)

Safety Population

Variable PH94B Placebo Overall
   Statistic or Category (N=XX) (N=XX) (N=XX)

Presence of Symptom
   Loss of appetite XX (XX.X%) XX (XX.X%) XX (XX.X%)
   Nausea—Vomiting XX (XX.X%) XX (XX.X%) XX (XX.X%)
   Diarrhea XX (XX.X%) XX (XX.X%) XX (XX.X%)
   …

Proportion Subjects with at Least 1 Symptom XX (XX.X%) XX (XX.X%) XX (XX.X%)

PWC-20 Total Score
   n XX XX XX
   Mean (SD) XX.X (XX.XX) XX.X (XX.XX) XX.X (XX.XX)
   Median XX.X XX.X XX.X
   Min, Max (XX, XX) (XX, XX) (XX, XX)

PWC-20 Total Score Mean Difference from Placebo (SE) XX.X (X.XX)
   95% CI for Difference from Placebo (XX.X, XX.X)
   P value for Difference from Placebo [1] X.XXXX

      

Abbreviations: CI = confidence interval; PWC-20 = Physician Withdrawal Checklist; SD = standard deviation; SE = standard error.
Note: Percentages are n/Number of subjects in the Safety population within treatment received and overall subjects * 100. The PWC-20 is a 20-item instrument for 
assessing anxiolytic discontinuation symptoms. Subjects with any score >0 were categorized as having a withdrawal symptom. The proportion of subjects with 
withdrawal symptoms was calculated as the number of subjects with any score >0 divided by the total number of subjects in the population of interest.
[1] P value was obtained from a two-sample t-test comparing PWC-20 total score in PH94B and Placebo treated subjects.
Reference Listing: 16.2.9.8
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Figure 3: Planned Listing Shells
Listing 16.2.1.1

Subject Disposition
All Subjects

Actual Treatment: XXXXXXXXXXXXXXXX

Subject ID

Site ID/
   Analysis 
   Site ID Subject Status

Date of Completion
/Discontinuation
(Study Day)

Reason for 
Discontinuation

If Death, Date of 
Death (Study Day)/
   Cause of Death

If Lost to 
Follow-Up,
Date of Last Contact 
(Study Day)/
   Comment

Treatment Unblinded?/
   Date (Study Day)/
      Reason

XXXXX XXX/
   XXX

Discontinued DDMMMYYYY (XX)/
   DDMMMYYYY (XX)

Adverse Event: 
XXXXX

XXXXX XXX/
   XXX

Completed DDMMMYYYY (XX)/
   DDMMMYYYY (XX)

XXX/
   DDMMMYYYY (XX)/
      XXXXXXX

XXXXX XXX/
   XXX

XXXXXXX DDMMMYYYY (XX)/
   DDMMMYYYY (XX)

XXXXXXXXX DDMMMYYYY (XX)/
   XXXXXXXXXX

XXXXX XXX/
   XXX

XXXXXXX DDMMMYYYY (XX)/
   DDMMMYYYY (XX)

XXXXXXXXX DDMMMYYYY (XX)/  
   XXXXXXXXXXX

Note: Study day is calculated relative to the date of first dose of study drug.

Programming Note: If reason for discontinuation is AE, physician decision, protocol violation, or other, concatenate reason for discontinuation with specify text, e.g., “Adverse Event: 
XXXXXXX.” For Analysis Site ID, use the numeric pooled site ID and include leading zeroes so that it is 3 digits. If pooling was not necessary for the study (i.e., analysis site ID is 

missing), header should be displayed as only “Site ID” and analysis site ID should not be included in the listing.







Statistical Analysis Plan, 
Sponsor VistaGen Therapeutics, Inc.
Protocol Number PH94B-CL029

AD-ST-33.06 Effective date: 12-Nov-2020

Version Final 1.0    |   Date 14-Oct-2022      |    AD-PR-109.02 Effective date: 17-Aug-2020 Page 85 of 122

Listing 16.2.3.1
Analysis Populations

All Subjects

Planned Treatment: XXXXXXXX
Randomization Actual Analysis Populations

Subject ID Date (Study Day) Number Treatment Treatment Safety [1] ITT [2] Primary Reason(s) for Exclusion

XXXXXX DDMMMYYYY (XX) XXXX XXXXX XXXXX Yes No ITT: Subject was not randomized and/or did not 
administer at least one dose of IP at Visit 2 (Baseline).

XXXXXX DDMMMYYYY (XX) XXXX XXXXX XXXXX Yes Yes

XXXXXX DDMMMYYYY (XX) XXXX XXXXX XXXXX Yes Yes

XXXXXX DDMMMYYYY (XX) XXXX XXXXX XXXXX No No Safety: Subject did not administer at least one dose of 
IP.

Abbreviations: IP = investigational product; ITT = intent-to-treat.
Note: Study day is calculated relative to the date of first dose of study drug. Subjects were randomized 1:1 to receive 4 weeks of either PH94B or placebo 4 times 
daily.
[1] The Safety Population includes all subjects who were dispensed IP and reported administering at least 1 dose of IP.
[2] The ITT Population includes all subjects who were randomized and had 1 documented dose of IP at Visit 2 (Baseline).

Programming note: Concatenate reasons for exclusion with a semi-colon. Sort by planned treatment and subject ID. Add abbreviations as needed depending on what is displayed.
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Listing 16.2.4.3
Substance Use

All Subjects

Actual Treatment: XXXXXXXX

Subject ID Substance

Use?/
   Start Date (Study Day)/
      End Date (Study Day) Type or Route

Amount 
Consumed Frequency

XXXXX Nicotine Former/
   DDMMMYYYY (-XX)/
      DDMMMYYYY (XX)

Pipe XX Daily

Alcohol Current/
   --MMMYYYY/
      Ongoing

Spirits XX Weekly

Cannabis Never

XXXXX Nicotine Former/
   DDMMMYYYY (-XX)/
      DDMMMYYYY (-XX)

Cigar XX Monthly

Alcohol Never Spirits XX Weekly

Cannabis Former/
   --MMMYYYY/
      --MMMYYYY

Other: XXXXXX Daily

Note: Study day is calculated relative to the date of first dose of study drug.

Programming Note: If substance use is ongoing, denote with “Ongoing” rather than the end date. For cannabis use, if route is “Other”, concatenate with “Other route, specify” (e.g., 
Other: XXXXX).
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Listing 16.2.4.4
Mini-International Neuropsychiatric Interview (MINI)

All Subjects

Actual Treatment: XXXXXXXXXXXXXXX

Subject ID
Study 
Visit

MINI Completed?/
Reason Not 
Completed

Date of Interview
(Study Day) Assessment Result

XXXXX Visit 1 (Screening) No/
   XXXXXXX

XXXXX Visit 1 (Screening) Yes DDMMMYYYY (XX) Major Depressive Episode: Current (2 Weeks) XXX
Major Depressive Episode: Past XXX
Major Depressive Episode: Recurrent XXX
Major Depressive Disorder: Current (2 Weeks) XXX
Major Depressive Disorder: Past XXX
Major Depressive Disorder: Recurrent XXX
Suicidality XXX
Suicidality: Current (Past Month) XXX
Suicidality: Lifetime Attempt XXXXXXX
Suicide Behavior Disorder: Current XXX
Suicide Behavior Disorder: In Early Remission XXX
Manic Episode: Current XXX
Manic Episode: Past XXX
Hypomanic Episode: Current XXX
Hypomanic Episode: Past XXX
Bipolar I Disorder: Current XXX
Bipolar I Disorder: Past XXX
Bipolar II Disorder: Current XXX
Bipolar II Disorder : Past XXX
Other Specified Bipolar and Related Disorder: 
Current

XXX

Other Specified Bipolar and Related Disorder: 
Past

XXX

Abbreviations: DSM = Diagnostic and Statistical Manual of Mental Disorder; MINI = Mini International Neuropsychiatric Interview, SAD = Social Anxiety Disorder.
Note: Study day is calculated relative to the date of first dose of study drug.

Programming Note: If MINI was not conducted, concatenate reason. Continue for remaining assessments. Do not include rater initials.
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Listing 16.2.4.4 (cont.)
Mini-International Neuropsychiatric Interview (MINI)

All Subjects

Actual Treatment: XXXXXXXXXXXXXXX

Subject 
ID

Study 
Visit

MINI 
Completed?/

Reason 
Not 
Completed

Date of 
Interview
(Study Day) Assessment Result

XXXXX XXXX Yes DDMMMYYYY 
(XX)

Panic Disorder: Current (Past Month) XXX

Panic Disorder: Lifetime XXX
Agoraphobia: Current XXX
Social Anxiety Disorder (Social Phobia): Current (Past Month) XXX
Obsessive-Compulsive Disorder: Current (Past Month) XXX
Posttraumatic Stress Disorder: Current XXX
Alcohol Use Disorder: Past 12 Months XXX
Substance Use Disorder (Non-alcohol): Past 12 Months XXX
Any Psychotic Disorders: Current XXX
Any Psychotic Disorders: Lifetime XXX
Major Depressive Disorder with Psychotic Features: Current XXX
Major Depressive Disorder with Psychotic Features: Past XXX
Bipolar I Disorder with Psychotic Features: Current XXX
Bipolar I Disorder with Psychotic Features: Past XXX
Anorexia Nervosa: Current (Past 3 Months) XXX
Bulimia Nervosa: Current (Past 3 Months) XXX
Binge-Eating Disorder: Current (Past 3 Months) XXX
Generalized Anxiety Disorder: Current (Past 6 Months) XXX
Medical, Organic, Drug Cause Ruled Out XXX
Antisocial Personality Disorder: Lifetime XXX
Adjustment Disorder: Current XXX
Identify the Primary Diagnosis XXXXXXXXXXXXXXXXXXXXXXX

Abbreviations: DSM = Diagnostic and Statistical Manual of Mental Disorder; MINI = Mini International Neuropsychiatric Interview, SAD = Social Anxiety 
Disorder.
Note: Study day is calculated relative to the date of first dose of study drug. The MINI was only collected at Visit 1 (Screening).

Programming Note: If MINI was not conducted, concatenate reason. Continue for remaining assessments. Do not include rater initials.
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Listing 16.2.4.5
Liebowitz Social Anxiety Scale (LSAS)

All Subjects

Actual Treatment: XXXXXXX

Subject 
ID Study Visit

LSAS Completed/
   Reason Not 
   Completed

Date/Time of Assessment 
(Study Day) Score or Question Result

XXXXX Visit 1 (Screening) No/
   XXXXXX

XXXXX Visit 1 (Screening) Yes DDMMMYYYY:HHMM (XX) Total LSAS Score XXX
   Total Fear or Anxiety Subscore XXX
      Fear or Anxiety Total Performance Subscore XXX
      Fear or Anxiety Total Social Subscore XXX
   Total Avoidance Subscore XXX
      Avoidance Total Performance Subscore XXX
      Avoidance Total Social Subscore XXX
   Total Performance Subscore XXX
   Total Social Subscore XXX

1. Telephoning in public: Fear or Anxiety X = XXXXXXXXXXXXX
1. Telephoning in public: Avoidance X = XXXXXXXXXXXXX
2. Participating in small groups: Fear or Anxiety X = XXXXXXXXXXXXX
2. Participating in small groups: Avoidance X = XXXXXXXXXXXXX
3. Eating in public places: Fear or Anxiety X = XXXXXXXXXXXXX
3. Eating in public places: Avoidance X = XXXXXXXXXXXXX
4. Drinking with others in public places: Fear or Anxiety X = XXXXXXXXXXXXX
4. Drinking with others in public places: Avoidance X = XXXXXXXXXXXXX
5. Talking to people in authority: Fear or Anxiety X = XXXXXXXXXXXXX
5. Talking to people in authority: Avoidance X = XXXXXXXXXXXXX
6. Acting, performing or giving a talk in front of an audience: Fear or Anxiety X = XXXXXXXXXXXXX
6. Acting, performing or giving a talk in front of an audience: Avoidance X = XXXXXXXXXXXXX
7. Going to a party: Fear or Anxiety X = XXXXXXXXXXXXX
7. Going to a party: Avoidance X = XXXXXXXXXXXXX

Abbreviations: LSAS = Liebowitz Social Anxiety Scale.
Note: Study day is calculated relative to the date of first dose of study drug. 

Programming Note: If LSAS not completed, concatenate reason.
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Listing 16.2.4.5 (cont.)
Liebowitz Social Anxiety Scale (LSAS)

All Subjects

Actual Treatment: XXXXXXX

Subject 
ID

LSAS 
Completed/
   Reason Not 
   Completed

Date/Time of Assessment 
(Study Day) Score or Question Result

XXXXX Yes DDMMMYYYY:HHMM (XX) 20. Giving a report to a group: Fear or Anxiety X = XXXXXXXXXXXXX
20. Giving a report to a group: Avoidance X = XXXXXXXXXXXXX
21. Trying to pick up someone: Fear or Anxiety X = XXXXXXXXXXXXX
21. Trying to pick up someone: Avoidance X = XXXXXXXXXXXXX
22. Returning good to a store: Fear or Anxiety X = XXXXXXXXXXXXX
22. Returning good to a store: Avoidance X = XXXXXXXXXXXXX
23. Giving a party: Fear or Anxiety X = XXXXXXXXXXXXX
23. Giving a party: Avoidance X = XXXXXXXXXXXXX
24. Resisting a high pressure salesperson: Fear or Anxiety X = XXXXXXXXXXXXX
24. Resisting a high pressure salesperson: Avoidance X = XXXXXXXXXXXXX

Abbreviations: LSAS = Liebowitz Social Anxiety Scale.
Note: Study day is calculated relative to the date of first dose of study drug. The LSAS was only collected at Visit 1 (Screening).

Programming Note: If LSAS not completed, concatenate reason.
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Listing 16.2.5.1
Study Drug Dispensation

All Subjects

Actual Treatment: XXXXXXX
Dispensing Returning

Subject 
ID Study Visit [1] Date/Time (Study Day)

Dispensed?/
   Reason Not
   Dispensed

Vial 1 
Dispensed?/
   Kit Number/ 
      Weight (g)

Vial 2 
Dispensed?/
   Kit Number/
      Weight (g) Date/Time (Study Day)

Returned?/
   Reason Not 
   Returned

Vial 1 
Returned?/
   Kit Number/ 
      Weight (g)

Vial 2 
Returned?/
   Kit Number/
      Weight (g)

XXXXX XXXX DDMMMYYYY:HHMM (XX) XXX XXX/
   XXXXXXX/
      XX

XXX/
   XXXXXXX/
      XX

XXXX DDMMMYYYY:HHMM (XX) XX/
   XXXXXXXX

DDMMMYYYY:HHMM (XX) XXX XXX/
   XXXXXXX/
      XX

XXX/
   XXXXXXX/
      XX

XXXXX Visit 2 (Baseline) DDMMMYYYY:HHMM (XX) XXX XXX/
   XXXXXXX/
      XX

XX/
   XXXXXXX/
      XX

Visit 3 DDMMMYYYY:HHMM (XX) XXX XXX/
   XXXXXXX/
      XX

XXX/
   XXXXXXX/
      XX

DDMMMYYYY:HHMM (XX) XX/
   XXXXXXXX

XX XXX/
   XXXXXXX/
      XX

Visit 4 DDMMMYYYY:HHMM (XX) XXX XXX/
   XXXXXXX/
      XX

XXX/
   XXXXXXX/
      XX

DDMMMYYYY:HHMM (XX) XXX XXX/
   XXXXXXX/
      XX

XXX/
   XXXXXXX/
      XX

Visit 5 DDMMMYYYY:HHMM (XX) XXX XXX/
   XXXXXXX/
      XX

XXX/
   XXXXXXX/
      XX

DDMMMYYYY:HHMM (XX) XXX XXX/
   XXXXXXX/
      XX

XXX/
   XXXXXXX/
      XX

Visit 6 (End of 
Treatment/Early 
Termination)

DDMMMYYYY:HHMM (XX) XXX XXX/
   XXXXXXX/
      XX

XXX/
   XXXXXXX/
      XX

Note: Study day is calculated relative to the date of first dose of study drug.
[1] Visit 6 (End of Treatment/Early Termination) includes data from subjects who either completed Visit 6 (End of Treatment) or who discontinued from the study and completed an early termination visit.

Programming Note: If study drug was not dispensed, concatenate reason.
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Listing 16.2.5.2
Study Drug Administration

All Subjects

Actual Treatment: XXXXXXX
Subject 
ID

Subject 
Instructed?

Subject Self-Administer First Dose?/
   Reason Not Administered Date/Time (Study Day) of Administration

XXXXX XXX XXX DDMMMYYYY:HHMM (XX)

XXXXX XXX XX/
   XXXXXXXXXXX

DDMMMYYYY:HHMM (XX)

XXXXX XXX XXX DDMMMYYYY:HHMM (XX)

XXXXX XXX XXX DDMMMYYYY:HHMM (XX)

Note: Study day is calculated relative to the date of first dose of study drug.
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Listing 16.2.6.1
Hamilton Anxiety Scale (HAM-A)

All Subjects

Actual Treatment: XXXXXXX

Subject ID Study Visit [1]

HAM-A 
Completed?/
   Reason Not 
   Completed

Date/Time of Assessment 
(Study Day) Assessment Result

Baseline 
Flag [2]

XXXXX Visit 1 (Screening) XX/
   XXXXXXX

XXXXX Visit 2 (Baseline) XXX DDMMMYYYY/HH:MM (XX) Anxious mood X = XXXXXXXX
Tension X = XXXXXXXX
Fears X = XXXXXXXX
Insomnia X = XXXXXXXX
Intellectual X = XXXXXXXX
Depressed mood X = XXXXXXXX
Somatic (muscular) X = XXXXXXXX
Somatic (sensory) X = XXXXXXXX
Cardiovascular symptoms X = XXXXXXXX
Respiratory symptoms X = XXXXXXXX
Gastrointestinal symptoms X = XXXXXXXX
Genitourinary symptoms X = XXXXXXXX
Autonomic symptoms X = XXXXXXXX
Total Score XX Yes

Abbreviation: CFB = change from baseline; HAM-A = Hamilton Anxiety Scale.
Note: Study day is calculated relative to the date of first dose of study drug. The HAM-A total score is the sum of the individual item scores. CFB is calculated as the difference 
between the baseline score and the score at the current visit.
[1] Visit 6 (End of Treatment/Early Termination) includes data from subjects who either completed Visit 6 (End of Treatment) or who discontinued from the study and completed 
an early termination visit. 
[2] Baseline is defined as the last non-missing assessment before the first dose of study drug at Visit 2 (Baseline).

Programming Note: If HAM-A was not completed, concatenate reason. Baseline flag is only indicated for the Total Score row. CFB Total Score is only displayed for Visit 3 or later. 
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Listing 16.2.6.2
Adjustment Disorder New Module (ADNM)

All Subjects

Actual Treatment: XXXXXXX

Subject 
ID Study Visit [1]

ADNM
Completed?/
   Reason Not 
   Completed

Date of Assessment 
(Study Day) Assessment Result

XXXXX Visit 2 (Baseline) XX/
   XXXXXXX

XXXXX Visit 6 (End of Treatment/
Early Termination)

XXX DDMMMYYYY (XX) 1. Divorce / separation YES

2. Family conflicts YES
3. Conflicts in working life 
4. Conflicts with neighbors YES
5. Illness of a loved one
6. Death of a loved one YES
7. Adjustment due to retirement YES
8. Unemployment
9. Too much/too little work YES
10. Pressure to meet deadlines / time pressure YES
11. Moving to a new home YES
12. Financial problems
13. Own serious illness YES
14. Serious accident
15. Assault
16. Termination of an important leisure activity
17. Any other stressful event YES
Other stressful event, specify XXXXXXXXXX

Abbreviation: ADNM = Adjustment Disorder New Module; CFB = change from baseline.
Note: Study day is calculated relative to the date of first dose of study drug. Baseline is defined as the last non-missing assessment before the first dose of study drug at Visit 2 (Baseline). The ADNM 
total score was calculated as the sum of the 20 reaction frequency scores. The subscores were calculated as the sum of the reaction frequency scores as follows. Preoccupation subscore is the sum of 
items 2, 4, 13, and 15; Failure to Adapt subscore the sum of items 10, 17, 19, and 20; Avoidance subscore is the sum of items 3, 7, 11, and 14; Depressed Mood Subscore is the sum of items 1, 5, and 
18; Anxiety subscore is the sum of items 6 and 16; Impulse Disturbance subscore is the sum of items 8, 9, and 12. CFB is calculated as the difference between the baseline score and the Visit 6 (End of 
Treatment/Early Termination) score.
[1] Visit 6 (End of Treatment/Early Termination) includes data from subjects who either completed Visit 6 (End of Treatment) or who discontinued from the study and completed an early termination visit.

Programming Note: If ADNM was not completed, concatenate reason. Note that CFB scores are only displayed at Visit 6 (End of Treatment/Early Termination).
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Listing 16.2.6.3
International Adjustment Disorder Questionnaire (IADQ)

All Subjects

Actual Treatment: XXXXXXX

Subject ID Study Visit [1]

IADQ
Completed?/
   Reason Not 
   Completed

Date/Time of Assessment 
(Study Day) Assessment Result

XXXXX Visit 2 (Baseline) No/
   XXXXXXXXX

XXXXX Visit 6 (End of Treatment/
Early Termination)

XXX DDMMMYYYY:HHMM (XX) 1. Financial problems No

2. Work problems Yes
3. Educational problems Yes
4. Housing problems Yes
5. Relationship problems No
6. My own health problems Yes
7. A loved one’s health problems No
8. Caregiving problems Yes
9. Some other problem No
10. I worry a lot about stressful event(s) X = XXXXXXXX
11. I can’t stop thinking about stressful event(s) X = XXXXXXXX
12. I often feel afraid about what might happen in the future since the 
stressful event(s)

X = XXXXXXXX

13. I find it difficult to adapt to life since the stressful event(s) X = XXXXXXXX
14. I find it difficult to relax and feel calm since the stressful event(s) X = XXXXXXXX
15. I find it difficult to achieve a state of inner peace since the stressful 
event(s)

X = XXXXXXXX

Abbreviation: IADQ = International Adjustment Disorder Questionnaire.
Note: Study day is calculated relative to the date of first dose of study drug. Baseline is defined as the last non-missing assessment before the first dose of study drug at Visit 2 (Baseline). The 
IADQ total score was calculated as the sum items 10 through 15. The Preoccupation, Failure to Adapt, and Functional Impairment subscale scores were calculated as the sums of the individual 
scores for items 10, 11, and 12 (Preoccupation); 13, 14, and 15 (Failure to Adapt); and 17, 18, and 19 (Functional Impairment). CFB is calculated as the difference between the baseline score and 
the Visit 6 (End of Treatment/Early Termination) score.
[1] Visit 6 (End of Treatment/Early Termination) includes data from subjects who either completed Visit 6 (End of Treatment) or who discontinued from the study and completed an early termination 
visit.
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Listing 16.2.6.4
Clinical Global Impression - Improvement (CGI-I)

All Subjects

Actual Treatment: XXXXXXX

Subject ID Study Visit [1]
CGI-I Completed?/
   Reason Not Completed

Date/Time of Assessment
(Study Day) CGI-I Score

XXXXX Visit 3 XXX/
   XXXXXXXXXX

XXXXX Visit 3 XXX DDMMMYYYY/HH:MM (XX) X = XXXXXXXXXXXXXX
Visit 4 XXX DDMMMYYYY/HH:MM (XX) X = XXXXXXXXXXXXXX
Visit 5 XXX DDMMMYYYY/HH:MM (XX) X = XXXXXXXXXXXXXX
Visit 6 (End of Treatment/Early Termination) XXX DDMMMYYYY/HH:MM (XX) X = XXXXXXXXXXXXXX

XXXXX XXXXXXX XXX DDMMMYYYY/HH:MM (XX) X = XXXXXXXXXXXXXX

Abbreviation: CGI-I = Clinical Global Impression – Improvement.
Note: Study day is calculated relative to the date of first dose of study drug.
[1] Visit 6 (End of Treatment/Early Termination) includes data from subjects who either completed Visit 6 (End of Treatment) or who discontinued from the 
study and completed an early termination visit.

Programming Note: If CGI-I was not completed, concatenate reason.
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Listing 16.2.6.5
Patient Global Impression of Change (PGI-C)

All Subjects

Same shell as Listing 16.2.6.4 but replace any references to CGI-I with PGI-C; Programming Note: In the abbreviations list, remove CGI-I and replace with “PGI-C = Patient 
Global Impression of Change”.
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Listing 16.2.7.1
Adverse Events

All Subjects

Same as shell 14.3.3.1.
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Listing 16.2.9.4
Prior and Concomitant Medications

All Subjects

Actual Treatment: XXXXXXXXXXX

Subject ID
Prior or
Concomitant [1]

ATC Class (Level 2)/
  Preferred Term/
     Medication or
Therapy Indication

Start Date/Time (Study Day)/
   End Date/Time (Study Day) Dose (unit)

Route/
   Frequency

XXXXXX XXX XXXXX/
   XXXXXXXXX/
      XXXXXXXXXX

XXXXX DDMMMYYYY (XX)/
   DDMMMYYYY (XX)

XXX (XXX) XXXXXXXX/
   XXXXXXX

XXXXX/
   XXXXXXXXX/
      XXXXXXXXXX

XXXXX --MMMYYYY/
   Ongoing

XXX (XXX) XXXXXXXX/
   XXXXXXX

XXXXX/
   XXXXXXXXX/
      XXXXXXXXXX

XXXXX DDMMMYYYY (XX)/
   -----YYYY (XX)

XXX (XXX) XXXXXXXX/
   XXXXXXX

Abbreviations: ATC = Anatomical Therapeutic Chemical; WHO-DD = World Health Organization Drug Dictionary.
Note: Study day is calculated relative to the date of first dose of study drug. Medications were coded using WHO-DD Global B3 Version XX.
[1] All medications taken in the month prior to Visit 1 (Screening) or in the time interval between Visit 1 (Screening) and Visit 2 (Baseline) are 
considered prior medications, whether or not they were stopped before Visit 2 (Baseline). Any medications continuing or starting after Visit 2 
(Baseline) are considered concomitant. If a medication starts before Visit 2 (Baseline) and continues after Visit 2 (Baseline) it is considered 
both prior and concomitant.

Programming note: If Dose Unit, Route or Frequency is Other, display other specify text only (i.e., do not display “Other: XXXXXX” but just “XXXXXX “). Sort by subject, start date/, 
end date, ATC level 2 & PT. Replace “XX” in the footnote with the correct version of the WHO-DD used for coding. For dry run delivery, use WHO-DD Global B3  version Sep 2021.
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Listing 16.2.9.5
Columbia Suicide Severity Rating Scale (C-SSRS)

All Subjects

Actual Treatment: XXXXXXXXXX

Subject ID Study Visit [1]

C-SSRS 
Completed?/

Reason Not 
Completed Date (Study Day) Category Assessment Result

XXXXX XXXXXXX XX/
   XXXXX

XXXXX Visit 1 (Screening) XXX DDMMMYYYY (XX) Suicidal Ideation 1. Wish to be dead (lifetime) No
1. Wish to be dead (past 6 months) Yes
If yes, describe XXXXXX
2. Non-Specific Active Suicidal Thoughts (lifetime) XXX
2. Non-Specific Active Suicidal Thoughts (past 6 months) XXX
If yes, describe XXXXXX
3. Active Suicidal Ideation with Any Methods (Not Plan) 
without Intent to Act (lifetime)

XXX

3. Active Suicidal Ideation with Any Methods (Not Plan) 
without Intent to Act (past 6 months)

XXX

If yes, describe XXXXXX
4. Active Suicidal Ideation with Some Intent to Act, without 
Specific Plan (lifetime)

XXX

4. Active Suicidal Ideation with Some Intent to Act, without 
Specific Plan (past 6 months)

XXX

If yes, describe XXXXXX
5. Active Suicidal Ideation with Specific Plan and Intent 
(lifetime)

XXX

5. Active Suicidal Ideation with Specific Plan and Intent 
(past 6 months)

XXX

If yes, describe: XXXXXX

Abbreviation: C-SSRS = Columbia Suicide Severity Rating Scale
Note: Study day is calculated relative to the date of first dose of study drug.
[1] The C-SSRS has two versions: C-SSRS (Long Term/Recent) and C-SSRS (Since Last Visit). The C-SSRS (Long Term/Recent) version is used at Visit 1 (Screening), while the C-SSRS (Since 
Last Visit) version is used at all other study visits. Visit 6 (End of Treatment/Early Termination) includes data from subjects who either completed Visit 6 (End of Treatment) or who discontinued 
from the study and completed an early termination visit.

Programming Note: If C-SSRS was not conducted, concatenate reason.
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Listing 16.2.9.5 (cont.)
Columbia Suicide Severity Rating Scale (C-SSRS)

All Subjects

Actual Treatment: XXXXXXXXXX

Subject ID Study Visit [1]

C-SSRS 
Completed?/

Reason Not 
Completed Date (Study Day) Category Assessment Result

XXXXX Visit 1 (Screening) XXX DDMMMYYYY (XX) Intensity of Ideation Most Severe Ideation Type # (1-5) (lifetime) X
Description of Ideation (lifetime) XXXXXX
Most Severe Ideation Type # (1-5) (past 6 months) X
Description of Ideation (past 6 months) XXXXXX
Frequency (lifetime) X = XXXXX
Frequency (past 6 months) X = XXXXX
Duration (lifetime) X = XXXXX
Duration (past 6 months) X = XXXXX
Controllability (lifetime) X = XXXXX
Controllability (past 6 months) X = XXXXX
Deterrents (lifetime) X = XXXXX
Deterrents (past 6 months) X = XXXXX
Reasons for Ideation (lifetime) X = XXXXX
Reasons for Ideation (past 6 months) X = XXXXX

Suicidal Behavior Actual Attempt (lifetime) XXX
Total # of Attempts (lifetime) XXXX
Actual Attempt (past 2 years) XXX
Total # of Attempts (past 2 years) XXXX
If yes, describe: XXXXXXXXXXXX
Non-Suicidal Self-Injurious Behavior (lifetime) XXX
Non-Suicidal Self-Injurious Behavior (past 2 years) XXX
Interrupted Attempt (lifetime) XXX
Total # of interrupted (lifetime) XXXX
Interrupted Attempt (past 2 years) XXX
Total # of interrupted (past 2 years) XXXX

Abbreviation: C-SSRS = Columbia Suicide Severity Rating Scale
Note: Study day is calculated relative to the date of first dose of study drug.
[1] The C-SSRS has two versions: C-SSRS (Long Term/Recent) and C-SSRS (Since Last Visit). The C-SSRS (Long Term/Recent) version is used at Visit 1 (Screening), while the C-SSRS (Since 
Last Visit) version is used at all other study visits. Visit 6 (End of Treatment/Early Termination) includes data from subjects who either completed Visit 6 (End of Treatment) or who discontinued 
from the study and completed an early termination visit.

Programming Note: If C-SSRS was not conducted, concatenate reason.
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Listing 16.2.9.5 (cont.)
Columbia Suicide Severity Rating Scale (C-SSRS)

All Subjects

Actual Treatment: XXXXXXXXXX

Subject ID Study Visit [1]

C-SSRS 
Completed?/

Reason Not 
Completed Date (Study Day) Category Assessment Result

XXXXX Visit 2 (Baseline) XXX DDMMMYYYY (XX) Suicidal Ideation 1. Wish to be dead XXX
If yes, describe XXXXXX
2. Non-Specific Active Suicidal Thoughts XXX
If yes, describe XXXXXX
3. Active Suicidal Ideation with Any Methods (Not Plan) 
without Intent to Act

XXX

If yes, describe XXXXXX
4. Active Suicidal Ideation with Some Intent to Act, without 
Specific Plan

XXX

If yes, describe XXXXXX
5. Active Suicidal Ideation with Specific Plan and Intent XXX
If yes, describe: XXXXXX

Intensity of Ideation Most Severe Ideation Type # (1-5) X
Description of Ideation XXXXXX
Frequency X = XXXXX
Duration X = XXXXX
Controllability X = XXXXX
Deterrents X = XXXXX
Reasons for Ideation X = XXXXX

Abbreviation: C-SSRS = Columbia Suicide Severity Rating Scale
Note: Study day is calculated relative to the date of first dose of study drug.
[1] The C-SSRS has two versions: C-SSRS (Long Term/Recent) and C-SSRS (Since Last Visit). The C-SSRS (Long Term/Recent) version is used at Visit 1 (Screening), while the C-SSRS (Since 
Last Visit) version is used at all other study visits. Visit 6 (End of Treatment/Early Termination) includes data from subjects who either completed Visit 6 (End of Treatment) or who discontinued from 
the study and completed an early termination visit.

Programming Note: If C-SSRS was not conducted, concatenate reason.
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Listing 16.2.9.5 (cont.)
Columbia Suicide Severity Rating Scale (C-SSRS)

All Subjects

Actual Treatment: XXXXXXXXXX

Subject ID Study Visit [1]

C-SSRS 
Completed?/

Reason Not 
Completed Date (Study Day) Category Assessment Result

XXXXX Visit 2 (Baseline) XXX DDMMMYYYY (XX) Suicidal Behavior Actual Attempt XXX
Total # of Attempts XXXX
If yes, describe: XXXXXXXXXXXX
Non-Suicidal Self-Injurious Behavior XXX
Interrupted Attempt XXX
Total # of interrupted XXXX
If yes, describe: XXXXXXXXXXXX
Aborted Attempt XXX
Total # of aborted XXXX
If yes, describe XXXXXXXXXXXX
Preparatory Acts or Behavior XXX
If yes, describe: XXXXXXXXXXXX
Suicidal Behavior XXX
Suicide XXX
Most Recent Attempt Date DDMMMYYYY
Actual Lethality – Most Recent Attempt Code X = XXXXXXXXX
Potential Lethality – Most Recent Attempt Code X = XXXXXXXXX

Abbreviation: C-SSRS = Columbia Suicide Severity Rating Scale
Note: Study day is calculated relative to the date of first dose of study drug.
[1] The C-SSRS has two versions: C-SSRS (Long Term/Recent) and C-SSRS (Since Last Visit). The C-SSRS (Long Term/Recent) version is used at Visit 1 (Screening), while the C-SSRS (Since 
Last Visit) version is used at all other study visits. Visit 6 (End of Treatment/Early Termination) includes data from subjects who either completed Visit 6 (End of Treatment) or who discontinued from 
the study and completed an early termination visit.

Programming Note: If C-SSRS was not conducted, concatenate reason.
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Listing 16.2.6.7
Clinical Global Impression – Severity (CGI-S)

All Subjects

Same as shell 16.2.6.4 except replace all mentions of CGI-I with CGI-S; Programming Note: Update abbreviations to include “CGI-S = Clinical Global Impression – Severity” and 
remove the CGI-I abbreviation. If CGI-S was not completed, concatenate reason. Note that the CGI-S assessments will be displayed for Visit 1 (Screening) through Visit 6 (End of 

Treatment/Early Termination).
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Acknowledging your access and consent to receive materials electronically 
To confirm to us that you can access this information electronically, which will be similar to
other electronic notices and disclosures that we will provide to you, please verify that you
were able to read this electronic disclosure and that you also were able to print on paper or
electronically save this page for your future reference and access or that you were able to
e-mail this disclosure and consent to an address where you will be able to print on paper or
save it for your future reference and access. Further, if you consent to receiving notices and
disclosures exclusively in electronic format on the terms and conditions described above,
please let us know by clicking the 'I agree' button below. 
By checking the 'I Agree' box, I confirm that: 

• I can access and read this Electronic CONSENT TO ELECTRONIC RECEIPT OF
ELECTRONIC RECORD AND SIGNATURE DISCLOSURES document; and
 

• I can print on paper the disclosure or save or send the disclosure to a place where I can
print it, for future reference and access; and
 

• Until or unless I notify Premier Research International - Clinical Operations as
described above, I consent to receive from exclusively through electronic means all
notices, disclosures, authorizations, acknowledgements, and other documents that are
required to be provided or made available to me by  Premier Research International -
Clinical Operations during the course of my relationship with you.
 


