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4. Statistical Analysis and Reporting

4.1. Introduction

Data processing, tabulation of descriptive statistics, calculation of inferential statistics, and 
graphical representations will primarily use SAS (release 9.4 or higher). If the use of other 
software is warranted, the final 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, standard deviation (SD), minimum, and maximum.

Categorical (qualitative) variable summaries will include the frequency and percentage of 
subjects who are in the particular category or each possible value. In general, the denominator 
for the percentage calculation will be based upon the total number of subjects in the study 
population with non-missing values. 

The minimum and maximum will be reported with the same degree of precision (ie, 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.

Percentages <100% will be presented to 1 decimal place and percentages of 100% will be 
reported with no 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. The statistical tests will be descriptive with no adjustment 
for multiplicity.

This study is considered an exploratory study. Statistical tests will be interpreted in an 
exploratory sense only and will not be considered formal hypothesis tests.

4.2. Interim Analysis and Data Monitoring

No interim analyses are planned.

5. Analysis Populations

The following analysis populations are planned for this study:

Safety Population: All subjects who are dispensed IP during Visit 2 (Baseline) will be 
included in the Safety population. All subjects will receive PH94B in an open label 
fashion. Adverse events (AEs) will be grouped by associated length of exposure and level 
of PH94B use.









Statistical Analysis Plan, 
VistaGen Therapeutics
PH94B-CL030

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

Version 0.3    |   Date 17-Nov-2022      |    AD-PR-109.02 Effective date: 17-Aug-2020 Page 21 of 99

which case the month after the first dose is used; and if both month and day are missing then the 
month assigned is the month of the first dose and the day assigned is either the first day of the 
month or the first dose date, whichever is later.

If partial times occur, the convention is as follows: if the missing time occurs on the day of the 
first dose and both the hour and minute are missing then the time assigned is the time of the first 
dose, otherwise if both the hour and minute are missing and the date is not the date of first dose 
the time assigned is 12:00; if the date is the same as the date of the first dose and only hour is 
missing the hour assigned is 12 or the hour of first dose, whichever is later, and if the date is the 
same as the date of first dose and only the minute is missing the minute assigned is 30 or the 
minute of first dose, whichever is later. Otherwise the hour assigned is 12 if the hour is missing 
and the date is not the same as the date of first dose and the minute assigned is 30 is the the date 
is not the same as the date of first dose.

These conventions will be applied only to AE and medication onset dates and times with the 
following precaution: if the missing date and time reflect the date and time of onset of an AE, the 
modified date and time will be constructed to match the first documented date/time post drug 
administration while preserving the order in which the AE/medication was reported in the eCRF.

7. Study Subjects and Demographics

7.1. Disposition of Subjects and Withdrawals

The numbers of subjects enrolled, completing, and withdrawing, along with reasons for 
withdrawal, will be tabulated by duration of time in the study. Data will also be presented in a 
by-subject listing.

7.2. Protocol Violations and Deviations

Protocol deviations will be identified via the eCRFs and classified as important or non-important. 
Data will also be presented in a by-subject listing.

7.3. Demographics and Other Baseline Characteristics

Demographic variables will include race, ethnicity, age, age categories (18-35 years, 36-55 
years, 56-65 years), sex, height, weight, and body mass index (BMI). Age will be calculated as 
an integer in years as the difference between the subject’s date of informed consent and the date 
of birth. Demographic and baseline characteristic data will be summarized. Data will also be 
presented in a by-subject listing.

Prior medications will be summarized, by the number and percentage of subjects taking each 
medication and classified by ATC class and preferred term. This analysis will be conducted for 
the Safety population. Data will also be presented in a by-subject listing, which will include ATC 
Level 2 classification, preferred name, and verbatim name.
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All safety analysis reporting will be based on the Safety Population (as defined in Section Error! 
Reference source not found.). No formal statistical testing will be conducted for the safety 
analyses. Descriptive statistics will be used to evaluate safety data. Summaries will present data 
by overall subjects. Listings will list safety data by subject. 

8.1. Adverse Events

Treatment emergent AEs (TEAEs) are defined as:

AEs with onset at the time of or following the start of treatment with IP through final 
Visit or follow-up phone call.
AEs starting prior to the start of treatment with IP but increasing in severity or 
relationship at the time of, or following, the start of treatment with IP through Visit 14 
(End of Treatment/Follow-Up).
AEs that occur between Visit 14 and Visit 15.

Any medical condition that is present at the time that the subject is screened will be considered 
as baseline and not reported as an AE. However, if the study subject’s condition deteriorates at 
any time during the study, it will be recorded as an AE.

The Investigator will record all reportable events with start dates occurring any time after 
informed consent is obtained until 7 days after the last day of study participation. Events will be 
followed for outcome information until resolution or stabilization. Missing and partially missing 
start dates will be imputed for the purpose of analysis as described in Section Error! Reference 
source not found..

All AEs, TEAEs, and serious AEs (SAEs) will be coded using the MedDRA dictionary, as 
discussed in Section Error! Reference source not found..

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; this will present number and percent of subjects 
who reported at least 1 of the following: TEAE (including any TEAE, TEAEs by maximum 
severity, and related TEAEs), TEAE leading to discontinuation of the study drug, TEAE leading 
to discontinuation from the study, serious TEAEs, and SAEs leading to death. TEAEs will be 
summarized by two time periods (TEAEs which occur prior to Visit 14 and those that occur 
during or after Visit 14).

In addition to the overall summary, summaries of the number and percentage of subjects with 
TEAEs will be displayed by overall by SOC and preferred term by time period. Summaries of 
TEAEs by severity (Severe > Moderate > Mild) and relationship to IP (Related > Not Related) 
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will also be provided. Serious TEAEs and TEAEs resulting in discontinuation of IP will be 
summarized separately in a similar manner. 

Subject listings of AEs, SAEs, and AEs causing discontinuation of IP will be produced. Adverse 
events that are treatment emergent will be flagged.

The AE summary tables will include counts of subjects. Therefore, if a subject experiences more 
than 1 episode of a particular AE, the subject will be counted only once for that event. If a 
subject has more than 1 AE that is coded to the same preferred term, the subject will be counted 
only once for that preferred term. Similarly, if a subject has more than 1 AE within a SOC, the 
subject will be counted only once in that SOC. This will be handled separately for each time 
period (post-Visit 2 through Visit 15 [End of Treatment/Follow-up]).

8.1.1. Adverse Events Leading to Withdrawal

A summary of incidence rates (frequencies and percentages) of TEAEs leading to 
discontinuation of study drug will be summarized by period (Visit 2 [Baseline] and Visit 14 [End 
of Treatment/Follow-Up]), and by SOC and preferred term for the Safety population. No 
inferential statistical tests will be performed.

A data listing of AEs leading to discontinuation of study drug will also be provided, displaying 
details of the event(s) captured on the eCRF.

8.1.2. Deaths and Serious Adverse Events

Any deaths that occur during the study will be listed.

Serious AEs will be listed. Serious TEAEs and serious TEAEs related to IP will be tabulated by 
SOC and preferred term and presented by period (post-consent and prior to IP administration at 
Visit 2 [Baseline] and post-Visit 2 through Visit 15 [End of Treatment/Follow-up).

8.2. Clinical Laboratory Evaluations

Descriptive summaries of observed values and change values will be presented for continuous 
hematology, chemistry, and urinalysis results for overall subjects at each study Visit. Ninety-five 
percent CIs for the change and percent change will be included. Categorical urinalysis results 
will be summarized using frequencies by overall subjects and by study Visit.

The number of subjects with clinical laboratory values categorized as below, within, or above 
normal ranges will be tabulated showing change from baseline (shift tables) for each clinical 
laboratory analyte by overall subjects and by study Visit.

Laboratory values that are outside the normal range will also be flagged in the data listings and 
presented with the corresponding normal ranges. Any out-of-range values that are identified by 
the investigator as being clinically significant will also be shown in a data listing.

For women only, pregnancy status will be determined by evaluation of urine pregnancy test. 
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Medications will be coded using WHO-DD, as described in Section Error! Reference source 
not found..

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

The C-SSRS is a semi-structured interview that captures the occurrence, severity, and frequency 
of suicide-related thoughts and behaviors during the assessment period. The interview includes 
definitions and suggested questions to solicit the type of information needed to determine if a 
suicide-related thought or behavior has occurred. The C-SSRS has a “baseline” version, which 
will be completed at Visit 1 (Screening), and a “since last Visit” version that will be completed at 
all subsequent Visits. 

There are a maximum of 19 items to be completed: 7 that are required, 10 potential additional 
items if there is a positive response to a required item, and 2 items for suicide/suicide behavior 
present during the interview. The C-SSRS uses dichotomous scales (i.e., yes or no), Likert 
scales, and text or narrative to further describe the thoughts or behaviors. 
The number and percentage of subjects reporting “Yes” for any of the 5 suicidal ideation 
questions (Categories 1 to 5) or any of the 5 suicidal behavior questions (Categories 6 to 10) will 
be displayed for overall subjects, along with the number and percentage reporting suicidal 
ideation OR behavior (Categories 1 to 10). Treatment-emergent suicidal ideation and behavior
(an increase in maximum score during treatment) will also be presented.

8.7. Penn Physician Withdrawal Checklist

The PWC-20 consists of 20 questions related to withdrawal from benzodiazepines or other anti-
anxiety compounds. The symptoms measured are based on those that are potentially related to 
anxiolytic withdrawal: gastrointestinal, mood, sleep, motor, somatic, perception, and cognition. 
The questions will cover any symptoms that might occur during the week following 
discontinuation of PH94B.

Summaries of PWC-20 total scores and frequency and percentage of subjects with withdrawal 
symptoms will be presented overall for only those subjects who completed both Visit 14 and
Visit 15. Descriptive statistics for total scores and frequencies of withdrawal symptoms will be 
presented by Visit 1 and Visit 15.

8.8. Hamilton Depression Scale (HAM-D)

Total scores and change from baseline will be summarized for the Safety population.

8.9. Coronavirus 2019 (COVID-19) Impact

The SARS-CoV-2 virus and variants may still be a threat and safety precautions may still be in 
place during study enrollment. To assess the impact of the COVID-19 pandemic on study 
















