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1. Overview

This statistical analysis plan (SAP) describes the planned analysis and reporting for KemPharm, 
Inc. protocol number KP415.S01 (A Multicenter, Dose-Optimized, Open-Label Safety Study 
with KP415 in Children with Attention-Deficit/Hyperactivity Disorder), dated 26-Apr-2018,
Amendment #2. Reference materials for this statistical plan include the protocol and the 
accompanying sample data collection documents. Operational aspects related to collection and 
timing of planned clinical assessments are not repeated in this SAP unless relevant to the planned 
analysis.

The structure and content of this SAP provides 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 
Trials1. All work planned and reported for this SAP will follow internationally accepted 
guidelines, published by the American Statistical Association2and the Royal Statistical Society3,
for statistical practice.

The planned analyses identified in this 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 submitted to file prior to any 
unblinded inferential or descriptive analysis of data pertaining to KemPharm, Inc.’s study 
KP415.S01.

2. Study Objectives and Endpoints

2.1. Study Objectives

2.1.1. Primary Objective

The primary objective is to determine the safety and tolerability of KP415 in treating children 
with attention-deficit hyperactivity disorder (ADHD).

2.1.2. Secondary Objectives

The secondary objectives are to determine the efficacy and changes in sleep behavior during 
KP415 treatment in children with ADHD.

2.2. Study Endpoints

This study is primarily an open-label safety study in the target patient population after 
approximately 12 months of daily oral doses of KP415 capsules, or after a shorter duration if the 
study is stopped at an interim analysis. Therefore, the primary endpoint is safety.
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2.2.1. Safety Endpoints

The safety endpoints of this study include the following for all subjects:

The occurrence of treatment-emergent adverse events (TEAEs) will be assessed starting 
following the first dose of study drug, and ending with the Follow-Up Visit or Early 
Termination Visit. 

Physical examinations will be performed at the first visit (at Screening, before the first 
dose of study drug), after approximately 6 months of treatment (Visit 11), and at the end 
of the Treatment Phase (Visit 17, End of Treatment [EOT]) or at Early Termination. 

Clinical laboratory tests will be performed at the first visit (at Screening, before the first 
dose of study drug), after approximately 6 months of treatment (Visit 11), and at the end 
of the Treatment Phase (Visit 17, EOT) or at Early Termination.

Electrocardiogram (ECG) parameters will be collected at the first visit (at Screening, 
before the first dose of study drug), after approximately 6 months of treatment (Visit 11), 
and at the end of the Treatment Phase (Visit 17, EOT) or at Early Termination. 

Vital signs, height, weight, and body mass index (BMI) will be collected at each study 
visit. 

The Columbia-Suicide Severity Rating Scale (C-SSRS) will be performed at each study 
visit. 

2.2.2. Efficacy Endpoints

The efficacy endpoints of this study include the following:

During the Dose Optimization Phase (new subjects only): 

o Clinical Global Impressions–Severity (CGI-S) will be assessed at each visit 
(Screening to Visit 5). Attention-Deficit Hyperactivity Disorder Rating Scale 5
(ADHD-RS-5) will be administered at Visits 2 through Visit 5. Clinical Global 
Impressions–Improvement (CGI-I) will be assessed at Visits 3, 4, and 5 (since 
CGI-I is an ADHD improvement assessment, it will not be assessed at Screening 
and at Visit 2).

During the Treatment Phase (all subjects): 

o ADHD-RS-5 and CGI-S will be assessed at each visit (Visit 5 to Visit 17, EOT).

2.2.3. Other Endpoint

The modified, abbreviated Children’s Sleep Habits Questionnaire (CSHQ) will be used to assess 
the sleep behavior in the Dose Optimization Phase for new subjects (Visit 2) and in the 
Treatment Phase for all subjects (Visit 5 to Visit 17). The baseline will be measured before the 
first dose of study drug, at Visit 2 for new subjects and at Visit 5 for roll-over subjects.
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3. Overall Study Design and Plan

3.1. Overall Design

3.2. Sample Size and Power

No formal sample size calculations were conducted. It was determined that approximately 200 
subjects are adequate to satisfy the primary objective of the study, which is to determine the 
safety and tolerability of KP415 in treating children with ADHD for at least 6 months. Assuming 
a maximum dropout rate of 20% over 6 months, approximately 250 subjects will be enrolled.
Subjects will be rolled over from Study KP415.E01 and to reach the targeted number of subjects, 
new subjects will be enrolled as well. Subjects who fail Screening and new subjects who 
terminate early during the Dose Optimization Phase may be replaced. Subjects who terminate 
early in the Treatment Phase will not be replaced.

3.3. Study Population

The study population includes subjects rolled over from Study KP415.E01 (aged 6 to 13) or new 
subjects (aged 6 to 12) with ADHD who meet the inclusion/exclusion criteria listed in the 
protocol.

3.4. Treatments Administered

All subjects will be administered 1 unblinded KP415 capsule once daily in the Treatment Phase. 
The dose of KP415 will be determined by the optimal dose of KP415 identified at the end of the 
Dose Optimization Phase, either 20, 30, or 40 mg/day KP415.

3.5. Method of Assigning Subjects to Treatment Groups

Dose Optimization Phase (new subjects only): All eligible subjects will start on a dose of 
30 mg/day open-label KP415 and the KP415 dose will be titrated to either 20, 30 or 40 mg/day 
based on tolerability and best individual dose-response in the opinion of the Investigator.

Treatment Phase (all subjects): Roll-over subjects from Study KP415.E01, and new subjects 
who completed the Dose Optimization Phase (and passed the eligibility criteria for the Treatment 
Phase will be enrolled at Visit 5 (start of the Treatment Phase) for treatment with the optimized 
dose of KP415 capsules. During the Treatment Phase, based on individual tolerability and dose 
response, the daily dose of KP415 may be changed to any of the allowed dose levels (20, 30, or 
40 mg/day) at the Investigator’s discretion.

3.6. Blinding and Unblinding

This is an open-label study. Study treatments will not be blinded.

3.7. Schedule of Events

A detailed schedule of events for the study is provided in Table 1 (Screening [all subjects] and 
Dose Optimization Phase [new subjects only]), Table 2 (Treatment Phase, first 6 months [all 
subjects]), and Table 3 (Treatment Phase, second 6 months; Early Termination; and Follow-up
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Visits [all subjects]).
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Table 1: Schedule of Events (Screening [all subjects] and Dose Optimization Phase [new 
subjects only])

ASSESSMENTS N
E

W

S
C

R
E

E
N

IN
G

 
P

H
A

S
E

 22

R
O

L
L

O
V

E
R OPEN-LABEL

DOSE OPTIMIZATION PHASE 21, 22

(NEW SUBJECTS ONLY)

Study Day
-30 to 

-1
-30 to 

-1
0

1-6
(±3 

Days)

7
(±3 

Days)

8-13
(±3 

Days)

14
(±3 

Days)

15-20
(±3 

Days)
Visit Number 1A 1B24 2 3 4
Parental Permission/Written or Verbal 
Assent 

X X

ADHD Diagnosis and Confirmation 1 X
Capsule Swallowing Test 2 X
Inclusion/Exclusion X X X X X
Demographics X X
Medical History 3 X X X
Physical Examination X X
Body Weight, Height, BMI 4 X X
Vital Signs 5 X X X X X
12-Lead ECG 6 X X
Chemistry/Hematology/Urinalysis 
(under fasting conditions)

X X

Urine Alcohol/Drugs of Abuse Screen 7 X X
Urine MPH Screen 8 X X
Pregnancy Test 9 X X X
C-SSRS 10 X X X X X
Washout ADHD Meds 11 X
Open-Label KP415 Dosing 12 X X X X X
Drug Accountability & Compliance 
Assessment 13 X X

ADHD-RS-5 14 X X X
MINI-KID 15 X
CGI-S 16 X X X X
CGI-I 17 X X
CSHQ 18 X
Adverse Events 19 X X X X X
Concomitant Medications 20 X X X X

BMI = Body Mass Index; ECG = Electrocardiogram; MPH = methylphenidate; see footnotes for other 
abbreviations.

1. ADHD Diagnosis based on the Statistical Manual of Mental Disorders - Fifth Edition (DSM-5) criteria for a 
primary diagnosis of ADHD (combined, inattentive, or hyperactive/impulsive presentation) and confirmed by 
the Mini International Neuropsychiatric Interview for Children and Adolescents (MINI-KID). 

2. Capsule Swallowing Test: Subjects must be able to comply with one of the following: 
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a) Subjects will take a size 3 capsule with up to 240 mL of water at Screening. The capsule may not contain 
any active drug substance. Subjects must be able to easily swallow the size 3 capsule to be eligible for 
further study participation. This is not required for subjects who have previously participated in the 
KP415.E01 study. 

b) If subjects are unable to demonstrate that they can swallow size 3 capsules, they must agree to take the 
capsule contents sprinkled over a small amount of applesauce or added to a small amount of water during 
the study. 

Any of the methods of administration may be used on any day of the study, but if subjects plan to take study 
drug as the whole capsule, subjects will need to have demonstrated that they are able to swallow size 3 capsules 
at Screening or any time during the study (or have been previously participated in Study KP415.E01). 

3. Medical History: A complete medical history including chronic conditions, relevant surgical procedures (with 
start date), history of drug and alcohol use. As part of Medical History for Visit 1B (and with more details 
captured in the database), record treatment with study drug in Study KP415.E01 with regards to dose, duration, 
date of last dose (Visit 6 in Study KP415.E01), last visit in Study KP415.E01 (Visit 7 in Study KP415.E01), etc. 

4. Height will be recorded in centimeters (cm) with the subject’s shoes removed. Body weight will be measured in 
kilograms (kg); subjects will remain in their normal clothing with shoes and jacket (and/or outer clothing) 
removed. 

5. Vital sign measurements will be obtained after the subject has been seated for at least 3 minutes. Vital signs will 
include sitting blood pressure (systolic and diastolic measurements), pulse rate (beats per minute), respiratory 
rate (breaths per minute), and oral temperature. Vital signs will be collected once at each visit. 

6. Electrocardiogram (ECG): A 12-lead ECG will be obtained after the subject has been in the supine position for 
at least 3 minutes. Abnormal ECGs may be repeated for confirmation in which case only the repeated ECG will 
be recorded. The QT interval corrected for heart rate will be calculated with Fridericia’s formula (QTcF). For 
roll-over subjects, if the Screening Visit (Visit 1B) occurs on the same day as the Follow-Up Visit (Visit 7) of 
Study KP415.E01, one ECG will be obtained to be used in both studies. If Visit 1B occurs later, after Visit 7 in 
E01, a new ECG will be obtained at Visit 1B as baseline for the current study. 

7. Urine Screen for Alcohol and Drugs of Abuse: Urine samples will be tested for alcohol, and drugs of abuse 
(amphetamines, methamphetamines, benzodiazepines, barbiturates, cannabinoids, cocaine, opioids including 
oxycodone) at Screening (Visit 1A or 1B). If the urine test is positive for any of the analytes at Screening, the 
subject will be excluded from study participation, with the exception of the following: Depending on a subject's 
current ADHD medication at Screening, the urine screen at Screening may test positive for ADHD medications 
such as amphetamines and methamphetamines. All ADHD medications must be washed out by Visit 2 for new 
subjects and Visit 5 for roll-over subjects. 

8. Urine Screen for Methylphenidate (MPH): For new subjects, urine samples will be tested for MPH at Screening 
(Visit 1A) and Visit 2. A urine dipstick (eg, NarcoCheck®) will be used to screen for the presence of MPH in 
the urine. If a subject's current ADHD medication at Screening contains MPH, the urine screen at Screening 
(Visit 1A, new subjects) may test positive for MPH. All ADHD medications must be washed out by Visit 2 for 
new subjects and Visit 5 for roll-over subjects (MPH urine screen must test negative). 

9. -hCG pregnancy test will be
performed at Screening. A urine pregnancy test will be performed at Visit 2. A positive pregnancy test at 
Screening or before the last dose of study drug will exclude a subject from further participation in the study. 

10. Columbia-Suicide Severity Rating Scale (C-SSRS): The “Children’s Baseline/Screening” version will be 
assessed at Screening, and the “Children’s Since Last Visit” version will be assessed at all other visits. Subjects 
who have, in the opinion of the Investigator, clinically significant suicidal ideation/behavior, based on history of 
attempted suicide and the C-SSRS assessment at Screening or at any time before the last dose of study drug, 
will be excluded from further participation in the study. 

11. All Subjects must wash out ADHD medications prior to Visit 2. Stimulant ADHD medications (with the 
exception of study drug), including herbal medications, are prohibited from 5 days prior to Visit 2 for new 
subjects and prior to Visit 5 for roll-over subjects to the end of the Follow-Up Visit or Early Termination Visit. 
Before or on the day during the screening period that subjects will need to start the washout of their ADHD 
medications (for example, 5 days before Visit 2 for stimulants), study site staff will contact the subject’s 
parent/guardian by phone to remind them of the washout (“washout phone call”). Non-Stimulant ADHD 
medications are prohibited from 14 days prior to the start of the Dose Optimization Phase (Visit 2) to the end of 
the Follow-Up Visit or Early Termination Visit. Other prohibited medications with their associated time 
windows when they are prohibited are listed in the protocol. 
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12. KP415 Dose Optimization: Subjects will begin taking open-label KP415 at home the morning following Visit 2. 
The starting dose of KP415 (Days 1-7 ±3 days) will be 30 mg/day. KP415 dose adjustments, if needed, will be 
performed at approximately weekly intervals between visits (at Visits 3 and 4). Actual visit dates may deviate 
from exactly being spaced 7 days apart such that the total duration of the Dose Optimization Phase is 3 weeks 
(21 days) ±3 days. The daily doses of KP415 used in the Dose Optimization Phase will be 20, 30, and 40 mg 

4, based on the CGI scores, interview with the 
parent/guardian/caregiver, and safety data, the Investigator will evaluate the subject’s therapeutic responses and 
tolerability to treatment and decide whether the current KP415 dose should be increased, decreased, or remain 
the same for the next week of dosing. If subjects experience symptoms of intolerance during the at-home 
treatment, they must contact the clinical site, and, at the discretion of the Investigator, their KP415 dose may be 
adjusted before the next scheduled visit. Unscheduled visits between Visits 2, 3, and 4 are allowed as needed, at 
the discretion of the Investigator. 

13. Drug Accountability & Compliance Assessment: All study drug will be recorded by each site’s pharmacy staff 
member or Investigator-delegated employee. A record of the study drug accountability will be prepared and 
kept by the clinical site. 

14. ADHD-Rating Scale-5 (ADHD-RS-5) assessment: 1 assessment at the indicated visits. 
15. Mini International Neuropsychiatric Interview for Children and Adolescents (MINI-KID): For confirmation of 

ADHD diagnosis at Screening. 
16. Clinical Global Impressions–Severity (CGI-S) scale assessment: 1 assessment at the indicated visits. 
17. Clinical Global Impressions–Improvement (CGI-I) scale assessment: 1 assessment at the indicated visits. 
18. Children’s Sleep Habits Questionnaire (CSHQ) assessment: 1 assessment at Visit 2. 
19. Adverse Events: To be assessed and recorded in the eCRF following the first dose of open-label drug (KP415), 

on Day 1, through either Follow-Up or Early Termination. Subject’s parent/guardian will be instructed to 
contact the study site for the reporting of AEs during the dosing periods at home. 

20. Concomitant Medications: new and/or changed medications and dose, medical treatments and/or therapies will 
be recorded at Screening through either Follow-Up or Early Termination. 

21. Actual visit dates in the Dose Optimization Phase may deviate from exactly being spaced 7 days apart such that 
the total duration of the Dose Optimization Phase ranges between 18 and 24 days (21 ±3 days). Any allowed 
deviation (up to 3 days in total) of the targeted 21-day Dose Optimization Phase will be carried over into the 
actual days for the subsequent visits. 

22. Subjects who meet withdrawal criteria post-dose during the Dose Optimization Phase (after at least one dose of 
study drug is administered) will complete Early Termination procedures as listed in the Schedule of Events in 
Table 3. This includes subjects who do not meet the eligibility criteria to continue in the Treatment Phase. At 
the discretion of the Investigator, ensuring the safety of the subjects, any Early Termination procedures that 
were already performed on the same day as part of the procedures of the Dose Optimization Phase, do not need 
to be repeated. Subjects who withdraw early from the study and complete the ET procedures will not return for 
a Follow-Up Visit. Therefore, the ET Visit is the End-of-Study (EOS) for these subjects. 

23. The procedures at Screening are different between subjects rolled over from Study KP415.E01 and new 
subjects. Therefore, the Screening Visit for roll-over subjects is designated as Visit 1B, and for new subjects is 
designated Visit 1A. Visits 2, 3 and 4 are not needed for subjects rolled over from Study KP415.E01 because 
their optimum dose was determined in the Dose Optimization Phase of Study KP415.E01. Therefore, roll-over 
subjects from Study KP415.E01 will start with Visit 1B as the first visit of the current study, followed by Visit 5 
as the next visit (roll-over subjects will not have Visits 2, 3 and 4). 

24. The Screening Visit for roll-over subjects (Visit 1B) may occur on the same day as the EOS (Visit 7, 
Follow-Up) in Study KP415.E01 or later, and must occur within 30 days before Visit 5 in the current study. For 
roll-over subjects, the Investigator has the option to use the clinical laboratory (clinical chemistry, hematology 
and urinalysis) results from the Follow-Up Visit in Study KP415.E01 (Visit 7) in lieu of collecting new blood 
samples at Screening (Visit 1B) in the current study, as long as the clinical laboratory samples from the E01 
study were collected within 30 days prior to Screening (Visit 1B) in the current study. For all roll-over subjects 
who are children of childbearing potential, a blood sample for the measurement of a serum pregnancy test is 
needed at Visit 1B. For other assessments required at Visit 1B (C-SSRS, for example), the Visit 7 assessments 
from the E01 study (if collected) can be used as long as Visit 1B is conducted on the same day as Visit 7 in the 
E01 study. Visit 7 clinical laboratory samples collected during KP415.E01 (also used as the Visit 1B results) are 
not required to be collected under fasting conditions. During Visit 1B of the current study, the study site will 
document whether these samples were collected under fasting/non-fasting conditions, and this will be recorded 
in the database. 
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4. Statistical Analysis and Reporting

The analyses contained in this Statistical Analysis Plan will assess the safety and efficacy 
of KP415 and will be included in the CSR. The final analysis will be performed after 
database lock when all subjects have been followed through Visit 18 (Days 343-383 ±2
days), unless the study is stopped early (see Section 4.2 for stopping rules).

The protocol will include an interim analysis after approximately all subjects remaining 
in the study have completed 180 days (approximately 6 months) of treatment (Visit 11). 
The focus of the interim analysis will be the safety assessments during the first 6 months 
of treatment in the Treatment Phase. The table, figure, and listing (TLF) shells that will 
be used for both the interim and final analyses are contained in this SAP. See Section 4.2
for more details.

4.1. Introduction

Data processing, tabulation of descriptive statistics, calculation of inferential statistics, 
and graphical representations will be performed primarily using 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), coefficient of variation (CV%), 
median, 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, as well as 95% 
confidence intervals (CIs). In general, the denominator for the percentage calculation will 
be based upon the total number of subjects in the study population for the treatment,
unless otherwise specified. The denominator for by-visit displays will be the number of 
subjects in the relevant study population and treatment with non-missing data at each 
visit.

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 will be presented to 1 decimal place, unless otherwise specified.

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% CIs will be 
presented for statistical tests.

A P value of 0.10 but > 0.05 will be considered evidence of a trend. All formal 
statistical comparisons for continuous variables will be based on the t-test with unequal 
variances if data is normally distributed. If data is not normally distributed, the non-
parametric Wilcoxon/Mann-Whitney rank-sum test will be used. All formal statistical 
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comparisons for categorical or binary variables will be based on the Chi-square test or 
Fisher’s exact test. Wilson confidence intervals for binomial proportions and differences 
in binomial proportions will be computed.

Summaries of disposition and efficacy will be presented overall, by any dose of KP415. 
For safety summaries presented by treatment, the dose received at the beginning of the 
Treatment Phase, or the last dose received if the subject discontinued from the study 
during the Treatment Phase, is presented. For the dose optimization phase tables, the 
optimized dose is presented. If a subject receives a lower dose than planned due to 
tolerability, this will be mentioned in a footnote.

4.2. Interim Analysis and Data Monitoring

An interim analysis of the safety data will be conducted after approximately all subjects 
remaining in the study have completed 180 days (approximately 6 months) of treatment 
(Visit 11). The focus of the interim analysis will be the safety assessments (primary 
endpoints) during the first 6 months of treatment in the Treatment Phase. The safety data will 
be analyzed using the same statistical methods as planned for the main analysis after 
completion of the study. The results from the interim safety analysis will be used to 
determine whether or not the study can be stopped. All other endpoints (including the 
secondary endpoints) and assessments will also be analyzed as part of the interim analysis.
Tables that will be presented in the interim analysis will be flagged in the table of contents.

The study may be stopped for any of the following reasons, whichever comes first: 

1. After the completion of the interim analysis, based on the acceptance of the clinical 
and nonclinical safety database from the current study and other studies, the Sponsor 
may stop the study. Treatment in the current study will continue as planned while the 
interim analysis is conducted. If the decision is made to stop the study, all subjects 
remaining in the study will undergo the EOT Visit (with safety evaluations including 
fasting safety labs and ECGs) and a Follow-Up Visit. 

2. After approximately 100 subjects have completed 360 days (approximately 1 year) 
of treatment. Other subjects remaining in the study (treated at that time for less than 
360 days) will undergo the EOT Visit (with safety evaluations including fasting 
safety labs and ECGs) and a Follow-Up Visit. 

5. Analysis Populations

The following analysis populations are planned for this study:

Treatment-phase Safety Population: The Treatment-phase Safety Population 
will include all enrolled subjects who received at least 1 dose of study medication 
in the Treatment Phase and had at least 1 post-dose safety assessment in the 
Treatment Phase. All baseline and safety data (the latter during the Treatment 
Phase) will be analyzed using this population.

Efficacy Population: The Efficacy Population will include all enrolled subjects who 
received at least 30 days of study medication in the Treatment Phase, who had 
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adequate data to assess the change from baseline of the efficacy parameters, and who 
had no protocol deviations that could affect the efficacy parameters. All efficacy 
analyses and sleep behavior results (via CSHQ) across the Treatment Phase will be 
analyzed using this population.

Dose-optimization Safety Population: The Dose-optimization Safety Population 
will include all enrolled subjects in the Dose Optimization Phase (“New 
Subjects”) who received at least one dose of study medication in the Dose 
Optimization Phase and had at least one post-dose safety assessment in the Dose 
Optimization Phase. All data from the Dose Optimization Phase will be analyzed 
using this population.

6. General Issues for Statistical Analysis

6.1. Statistical Definitions and Algorithms

6.1.1. Baseline

The baseline for the safety parameters (physical examinations, vital signs, height, weight, 
BMI, ECG parameters, clinical laboratory tests, and C-SSRS scores) will be the last 
observation recorded prior to the first dose of study drug. This is measured at either Visit 1A
or Visit 2 for new subjects and Visit 1B for roll-over subjects.

The baseline for ADHD-RS-5, CGI-S, and CSHQ will be measured at Visit 5 for roll-over 
subjects and at Visit 2 for new subjects.

6.1.2. Adjustments for Covariates

Where statistical modelling is performed, the baseline value of that assessment will be 
used as a covariate.

6.1.3. Multiple Comparisons

No adjustments will be made for multiple comparisons; all analyses will be conducted at 

6.1.4. Handling of Dropouts or Missing Data

Subjects who withdraw from the study during the Treatment Phase will not be replaced. 
Subjects who withdraw from the study during the Dose Optimization Phase may be replaced.
Missing data will not be imputed for safety analyses.

For the analysis of efficacy, a sensitivity analysis will be performed in which missing 
ADHD-RS-5, CGI-S, CGI-I, and CSHQ scores during the Dose Optimization Phase and 
Treatment Phase will be imputed using Last Observation Carried Forward (LOCF).
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6.1.5. Analysis Visit Windows

For all analyses, unscheduled and/or repeated measurements will only be included if a 
scheduled measurement is not available and the unscheduled/repeated measurement falls 
within the analysis visit windows as described in Table 1, Table 2, and Table 3.
Otherwise, visits will be analyzed as scheduled.

6.1.6. Pooling of Sites

Safety and efficacy data will be pooled across all sites. Additionally, subgroup analyses 
will be performed in which safety, efficacy, and CSHQ endpoints are analyzed by site. See 
Section 8 and Section 9 for more details.

6.1.7. Derived Variables

ADHD-RS-5 Inattention Subscale Score = summed severity and frequency ratings 
of the 9 item inattentiveness ADHD rating sub scale. Each item is scored from a
range of 0 (reflecting no symptoms or a frequency of never or rarely) to 3 (reflecting 
severe symptoms or a frequency of very often), so that the subscale score ranges
from 0 to 27.

ADHD-RS-5 Hyperactivity/Impulsivity Subscale Score = summed severity and 
frequency ratings of the 9 item hyperactivity/impulsivity ADHD rating subscale. 
Each item is scored from a range of 0 (reflecting no symptoms or a frequency of 
never or rarely) to 3 (reflecting severe symptoms or a frequency of very often), so 
that the subscale score ranges from 0 to 27.

ADHD-RS-5 Total Score = summed severity and frequency ratings of the 18 item 
ADHD rating scale based on Diagnostic and Statistical Manual of Mental
Disorders, 5th edition (DSM-5) 4 criteria. Each item/symptom is scored from a range 
of 0 (reflecting no symptoms or a frequency of never or rarely) to 3 (reflecting 
severe symptoms or a frequency of very often), so that the total ADHD-RS-5 scores 
range from 0 to 54.

Total Sleep Disturbance Score = summed frequency ratings of the 33-item 
modified, abbreviated CSHQ used to assess examine sleep behavior in small 
children5, 6. Items are rated on a 3-point scale of “Usually,” “Sometimes,” and “Rarely” 
for occurrences in the following sleep domains: bedtime resistance, sleep onset delay, 
sleep duration, sleep anxiety, night wakings, parasomnias, sleep disordered breathing,
and daytime sleepiness.

Change from baseline = value at current time point – value at baseline

Percent change from baseline = (change from baseline / baseline) * 100. If both 
baseline and change from baseline are 0 then percent change from baseline will be 
set to 0.
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TEAE = any adverse event (AE) with an onset date/time between the initiation of 
study drug and 5 days after the last dose of study drug. This will include any AE 
with onset prior to initiation of study drug and increased severity after the treatment 
administration.

Treatment duration (days) = LASTDAY – FIRSTDAY + 1 day

where

LASTDAY is the date of last dose, and

FIRSTDAY is the date of first dose.

Mean daily dose = sum of all doses taken (in mg) / total number of days from day 
after previous visit to current visit

BMI = weight (kg) / [(height (cm)/100) * (height (cm)/100)]

Body surface area (BSA) = [height(cm) weight(kg)]/3600)

Treatment compliance = Number of pills taken/Total number of days on the study

Acceptable Compliance is defined as 80-100% (inclusive) of the total pills to be taken 
on study (eg, 288-360 pills if the subject completes the study).

Fridericia’s correction (QTcF) will be derived as follows: =

where

Relative rate: RR = 60 / HR 

HR = Heart rate obtained from the ECG.

6.1.8. Data Adjustments/Handling/Conventions

All collected data will be presented in listings. Data not subject to analysis according to 
this plan will not appear in any tables or graphs but will be included only in the data listings.

All P values will be displayed in 4 decimals and rounded using standard scientific notation
(eg, 0.XXXX). If a P value less than 0.0001 occurs it will be shown in tables as <0.0001.

All AEs and medical histories will be coded using the Medical Dictionary for Regulatory 
Activities (MedDRA) version 20.1 thesaurus or higher. Prior and concomitant 
medications will be coded using the World Health Organization-Drug Dictionary 
Enhanced (WHO-DDE) version September 2017 or higher.

A treatment related AE is any AE with a relationship to the study drug of possibly, 
probably, or definitely related.
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If partial AE or medication dates occur, the convention for replacing missing dates for the 
purpose of statistical analysis is as follows: 

For partial AE and medication start dates:

If the year is unknown, then do not impute the date but assign a missing value.

If the year is known, but the month or month and day is unknown, then:

o If the year matches the year of first dose date and the end date (if present) 
is after first dose date, then impute as the month and day of the first dose 
date.

o Otherwise, assign 01 January.

If the year and month are known, but the day is unknown, then:

o If the month and year match the month and year of the first dose date, then 
impute as the day of the first dose date.

o Otherwise, assign 01.

For partial AE and medication end dates:

If the year is unknown, then do not impute the date but assign as missing value.

If the year is known, but the month or month and day is unknown, then:

o If the year matches the year of the last date of the study (date of last 
contact if subject lost to follow-up; date of completion or early termination 
otherwise), then impute as the month and day of the last date of the study.

o Otherwise, assign 31 December.

If the year and month are known, but the day is unknown, then:

o If the month and year match the month and year of the last date of the 
study, then impute as the day of the last date of the study.

o Otherwise, assign the last day of the month.

7. Study Subjects and Demographics

7.1. Disposition of Subjects and Withdrawals

Disposition will include an accounting of the number of subjects enrolled into each 
treatment, the number of roll-over subjects who participated in KP415.E01, the number 
of subjects who received treatment, reasons for discontinuation from the study, and 
number of subjects in each analysis population. For each main reason for early 
discontinuation, an assessment will be made to determine when in the course of treatment 
most subjects discontinued early. The last dose received prior to discontinuation will be 
listed.
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The number of subjects remaining in the study by visit will also be presented by 
treatment.

Percentages will be based on the number of subjects in the Dose-Optimization Safety 
Population for Visits 2-4 and in the Treatment-Phase Safety Population for Visits 5-18.

Listings of subject disposition and inclusion and exclusion criteria not met will be 
provided.

7.2. Protocol Violations and Deviations

All protocol deviations will be listed.

7.3. Demographics and Other Baseline Characteristics

Summary statistics for age, gender, child-bearing potential, ethnicity, race, height, 
weight, BSA, and BMI will be presented.

For the continuous variables, the number of non-missing values and the mean, standard 
deviation, median, minimum and maximum will be tabulated. 

For the categorical variables, the counts and percentages of each value will be tabulated.   

Baseline variables and dose of study drug will also be presented by study status. Study 
status will be categorized as “Completed Study” or “Discontinued Early.” 

The number and percent of subjects reporting various medical histories and prior 
medications, grouped by MedDRA system organ class and preferred term, will be 
tabulated. 

These analyses will be conducted for the Treatment-Phase Safety Population.

Individual subject listings will be presented for ADHD diagnosis and confirmation as 
well as the Mini International Neuropsychiatric Interview for Children and Adolescents 
(MINI-KID).

7.4. Exposure and Compliance

At Visit 5, subjects will be dispensed an unblinded bottle with 35 capsules of the 
optimized dose of KP415 (either 20 mg, 30 mg or 40 mg capsules). For roll-over subjects 
from Study KP415.E01, the optimized dose as determined in Study KP415.E01 will be 
used. For new subjects, the optimized dose will be determined at the end of the Dose 
Optimization Phase in the current study. 

Subjects will return to the research clinic at Visits 6-16 with unused study drug, and will 
be dispensed a new bottle with 35 capsules of either 20 mg, 30 mg, or 40 mg KP415 
product. Since the Investigator may increase or decrease the dose of KP415 during the 
Treatment Phase, based on individual tolerability and dose response, the capsule 
strengths dispensed at Visit 6 to Visit 16 may be different from the previous visit. 

The number of capsules dispensed and returned will be accounted for by site staff. 
Acceptable compliance is defined as 80-100% (inclusive). The number and percentage of 
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subjects compliant with study treatment will be tabulated.  The total number of doses 
received as well as the mean, standard deviation, minimum, median and maximum doses 
received will be tabulated overall and by visit, beginning with Visit 6, the first visit in 
which study drug is returned.

The mean daily dose of KP415 (mg), the mean daily dose of KP415 by body weight 
(mg/kg), and the mean daily dose of KP415 by body surface area (mg/m2) will be 
calculated by visit, and will be compared over time (percent change from starting dose in 
the Treatment Phase) to show dose changes over the course of the study. The number and 
percent 

also be reported.

Results from the capsule swallowing test will be listed.

8. Efficacy Analysis

8.1. Secondary Efficacy Analysis

The secondary efficacy endpoints include changes in ADHD-RS-5, CGI-S, CGI-I, and 
CSHQ.

During the Dose Optimization Phase (new subjects only): 
• CGI-S will be assessed at each visit (Screening to Visit 5). ADHD-RS-5 will be 

administered at Visits 2 through Visit 5. CGI-I will be assessed at Visits 3, 4, and 
5 (since CGI-I is an ADHD improvement assessment, it will not be assessed at 
Screening or at Visit 2). 

During the Treatment Phase (all subjects): 
• ADHD-RS-5, CSHQ, and CGI-S will be assessed at each visit (Visit 5 to Visit 

17, EOT). 

Changes in ADHD-RS-5, CGI-S, and CSHQ will be analyzed in the Efficacy Population. 
Changes in CGI-I will be analyzed in the Efficacy Population during the Dose
Optimization Phase. Change in mean scores between baseline and subsequent study visits 
will be analyzed using a 2-sided paired t-test at a significance level of 0.05. Summary 
statistics and the 95% confidence interval of the mean will be presented as will the 
change from baseline and percent change from baseline. Normality assumptions will be 
tested separately on all evaluable ADHD-RS-5 and CSHQ data across all dose groups 
using the Shapiro-Wilk and Anderson-Darling methods. If both P values for the 
normality tests are >0.01, the data for that particular outcome will be considered normally 
distributed. Otherwise, if one or both P 01, the data for that particular 
outcome will be considered non-normal and then the null hypothesis that the median 
change from baseline is 0 will be tested with the Wilcoxon signed rank test. 

Change from baseline and percent change from baseline will be summarized by overall 
subjects. The analyses will be repeated in the Dose-Optimization Safety population for 
new subjects. No statistical inference will be performed for this analysis population.

Categorical CGI-S and CGI-I results will be summarized by study visit.
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Section 6.1.7 describes the derivations of the above variables and their baseline values.

Subgroup analyses will be performed for the Treatment Phase by gender, age, duration of 
treatment, race, study site, previous stimulant exposure and treatment. Mean and SD 
change from baseline ADHD-RS-5 /CSHQ score for each subgroup will be displayed for 
each visit. Duration of treatment and age will be broken up into quartiles. If the 
distribution of duration of treatment or age is such that the use of quartiles does not lead 
to distinct intervals of values, other cut points will be examined (e.g. tertiles, 
above/below median). CGI-S results will also be presented for the above subgroups.

9. Safety and Tolerability Analysis

Safety will be evaluated from reported AEs, physical exam results, and changes in the 
following: clinical laboratory values, vital signs, height, weight, BMI, ECG, and C-SSRS 
scores.

Descriptive statistics will be calculated for quantitative safety data and frequency counts
and percentages will be compiled for classification of qualitative safety data. Individual 
subject listings will be prepared for all safety data.

The primary safety analyses will be performed on the Treatment-Phase Safety Population.
Data from the Dose-Optimization Safety Population will be summarized descriptively. All 
safety data will be presented in the listings.

9.1. Adverse Events

Adverse events with new onset during the study between the initiation of study drug and 5 
days after the last dose of study drug will be considered as TEAEs. This will include any 
AE with onset prior to initiation of study drug and increased severity after the treatment 
initiation. For AEs occurring on the date of the first dose of study drug, if the time of onset 
is missing, the AE will be assumed to be treatment emergent.

All AEs, TEAEs, and SAEs will be coded using MedDRA version 20.1 or higher.

The causal relationship of the AE to the study drug is determined by the investigator as 
Unrelated, Possibly Related, Probably Related, and Definitely Related. These can be 
mapped to Unrelated (Unrelated) and Related (Possibly Related, Probably Related, and 
Definitely Related). 

Adverse event severity grades are reported on a 5-point scale of Grade 1 (Mild), Grade 2 
(Moderate), Grade 3 (Severe), Grade 4 (Life-threatening consequences), or Grade 5 
(Death related to AE). 

The number and percentage of subjects who experience a TEAE along with the 95% 
Wilson confidence interval (CI) will be presented. 

Summaries of incidence rates (frequencies and percentages) of individual TEAEs will be 
summarized by MedDRA system organ class (SOC) and preferred term (PT) for overall 
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subjects and by average dose. This will include overall incidence rates (regardless of 
severity and relationship to study drug). Such summaries will also be displayed for 
TEAEs by maximum severity and relationship to study drug. If a particular event is 
missing the severity and/or relationship, then the severity or relationship will be 
presented as missing.

Each subject will be counted only once within each SOC and PT. If a subject experiences 
more than 1 TEAE within a particular SOC and PT, the TEAE with the strongest 
relationship or the maximum severity, as appropriate, will be included in the summaries 
of relationship and severity.

Incidences will be presented by descending frequency of SOC and PT within SOC, and 
then alphabetically within PT where the incidence is the same; this is based on overall 
subjects.

Missing and partially missing AE start and/or stop dates will be imputed, for the purpose 
of statistical analysis, according to the specifications described in Section 6.1.8.

In the AE data listings, all AEs will be displayed. Any AEs that are treatment emergent 
will be flagged.

Subgroup analyses of safety will be performed by gender, age, duration of treatment, 
race, study site, previous stimulant exposure, and treatment. Duration of treatment and 
age will be broken up into quartiles. If the distribution of duration of treatment or age is 
such that the use of quartiles does not lead to distinct intervals of values, other cut points 
will be examined (e.g. tertiles, above/below median). Subgroup analyses will be 
performed on the Treatment-Phase Safety Population.

9.1.1. Adverse Events Leading to Withdrawal

A summary of incidence rates (frequencies and percentages) of TEAEs leading to 
discontinuation of study drug, by average dose, SOC, and PT will be prepared for the 
Treatment-Phase Safety Population. No inferential statistical tests will be performed.

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

9.1.2. Deaths and Serious Adverse Events

Any deaths that occured during the study will be listed.

Serious adverse events will be listed and also tabulated by SOC and PT and presented by 
treatment.

9.1.3. Other Significant Adverse Events

In accordance with the 2017 FDA Guidance for Industry7, Assessment of Abuse Potential 
of Drugs8, abuse-related AEs will be analyzed in the Treatment Phase using the following 
MedDRA Preferred Terms:
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Euphoria-related terms: Euphoric mood; Elevated mood; Feeling abnormal; 
Feeling drunk; Feeling of relaxation; Dizziness; Thinking abnormal; 
Hallucination; Inappropriate affect
Terms of altered attention, cognition and mood: Somnolence; Mood disorders 
and disturbances
Dissociative/psychotic terms: psychosis; aggression; confusion and disorientation
Related terms not captured elsewhere: drug tolerance; habituation; drug 
withdrawal syndrome; substance-related disorders.

The number and percentage of subjects with at least 1 abuse-related AE will be 
presented. Abuse-related AEs will be categorized by SOC and PT and tabulated by 
treatment, age, and gender. Age will be broken up into quartiles. If the distribution of age
is such that the use of quartiles does not lead to distinct intervals of values, other cut 
points will be examined (e.g. tertiles, above/below median).

Abuse-related AEs will be flagged in the individual subject listings to show the incident 
that led to the AEs, the time at which AEs appear following drug administration, the 
duration of the AEs, and which AEs overlap temporally.

9.2. Clinical Laboratory Evaluations

Safety clinical hematology laboratory evaluations will include measures of red blood cell 
count, white blood cell count with differential (neutrophils, lymphocytes, monocytes, 
eosinophils, basophils), hemoglobin, hematocrit and platelets, Prothrombin Time (PT) 
and Partial Thromboplastin Time (PTT). 

Serum chemistry laboratory evaluations will include measures of aspartate 
aminotransferase (AST), alanine aminotransferase (ALT), albumin, alkaline phosphatase, 
bicarbonate, total bilirubin, blood urea nitrogen, phosphorus (inorganic) calcium, 
chloride, creatinine phosphokinase, creatinine, gamma glutamyl transferase, glucose, 
lactate dehydrogenase, potassium, sodium, total protein, thyroid stimulating hormone 
(TSH), and uric acid. TSH will be measured at Screening only, for new subjects only who 
did not previously participate in Study KP415.E01.

Urinalysis will include microanalysis for specific gravity, pH, protein, glucose, ketones, 
blood, nitrites, and leukocytes. 

Safety laboratory tests will be summarized as observed values and by post-treatment 
change from baseline for each of the parameters using descriptive statistics overall at each 
visit. Categorical urinalysis results will be summarized using frequencies by visit. Shifts 
from baseline for clinical laboratory values below, within, or above the normal range will 
be provided for hematology, chemistry, and urinalysis results by visit and treatment. See 
Section 6.1.1 for the definition of baseline.

Subjects with significant laboratory abnormalities will be identified in data listings. If any 
laboratory tests are collected at an unscheduled visit post-baseline, the results will be 
included in listings.

Pregnancy test results and urine screens for alcohol and drugs of abuse will be listed.



Statistical Analysis Plan, 
Sponsor KemPharm, Inc.
Protocol Number KP415.S01
PCN Number KEMP7419

AD-ST-33.05 Effective date: 22-Jan-2018
Version 0.1    | 07-Jun-2018    |    AD-PR-109.01  Effective date: 26-Jun-2017 Page 28 of 123

9.3. Vital Signs

Descriptive summaries of observed values and change from baseline will be calculated 
for systolic blood pressure, diastolic blood pressure, pulse rate, respiratory rate, and oral
temperature by visit and average dose.

Weight, height, BMI, and BSA will be summarized by observed values and by post-
treatment change from baseline by visit and treatment. 

9.4. Electrocardiograms

A 12-lead ECG will be obtained after the subject has been in a supine position for a 
minimum of 3 minutes. Abnormal ECGs may be repeated for confirmation in which case 
only the repeated ECG will be recorded. The QT interval corrected for heart rate will be 
calculated with Fridericia’s formula (QTcF). ECGs will be obtained at Screening, after 
approximately 6 months of treatment (Visit 11), after the last dose of study drug (Visit 
17, EOT), and at Early Termination (if possible). ECG recordings will be evaluated by 
skilled readers operating from a centralized ECG laboratory.

The number and percentage of subjects with normal, abnormal clinically significant, and 
abnormal not clinical significant ECG results will be summarized for the Treatment-
Phase Safety Population by visit.

9.5. Further Safety Evaluations

Suicidal ideation will be assessed by the C-SSRS, Pediatric Version9. The “Children’s 
Baseline/Screening” version will be assessed at Screening, and the “Children’s Since Last 
Visit” version will be assessed at all visits of the Dose Optimization Phase (new subjects 
only), at all of the Treatment Phase visits, and at Follow-Up or Early Termination. For 
the continuous suicidal ideation, intensity of ideation, and suicidal behavior variables, the 
number of non-missing values and the mean, standard deviation, minimum, median and 
maximum will be tabulated by dose and visit. For the categorical variables, the counts 
and percentages of each value will be tabulated by dose and visit.

A complete physical examination will be completed at Screening, after approximately 6 
months of treatment (Visit 11), after the last dose of study drug (Visit 17, EOT), and at 
Early Termination (if possible). The following body systems will be assessed: general 
appearance, skin, head, neck, eyes, ears, nose, mouth, and throat (HEENT), lymph nodes, 
thyroid, musculoskeletal/extremities, cardiovascular system, lungs, abdomen and a brief 
examination of the neurological system. Physical examination findings will be presented 
in individual subject listings.

9.6. Concomitant Medication

Summaries of medications that were started prior to dosing and continuing at the time of 
dosing as well as medications that were starting during dosing or during follow up will be 
presented using counts and percentages by WHO Drug Anatomical Therapeutic Chemical 
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(ATC) codes level 4 and level 5 (PT) and treatment for subjects in the Treatment-Phase 
Safety population.

Individual subject listings will be presented for all concomitant medications, lifetime 
history of ADHD treatment, and ADHD medication washout.

10. Changes from Planned Analysis

Not Applicable

11. Other Planned Analysis

Not Applicable
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13. Tables, Listings, and Figures

All listings, tables, and graphs will have a header showing the sponsor company name 
and protocol and a footer showing the version of SAS, the file name and path, and the 
source of the data (CRF page or listing number).

13.1. Planned Table Descriptions

The following are planned summary tables for protocol number KP415.S01. The table 
numbers and page numbers are place holders only and will be determined when the tables 
are produced.
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Table 4: Demographic Data Summary Tables and Figures

Number Population Title

Table 14.1.1 All Subjects Summary of Subject Disposition by Treatment 

Table 14.1.2 All Subjects Summary of Subject Attrition by Treatment

Table 14.1.3.1 Treatment-
Phase Safety

Summary of Demographics and Baseline Characteristics by 
Treatment 

Table 14.1.3.2 Treatment-
Phase Safety

Summary of Demographics and Baseline Characteristics by 
Treatment and Study Status

Table 14.1.4 Treatment-
Phase Safety

Incidence of Medical Histories by SOC, PT, and Treatment

Table 14.1.5.1 Treatment-
Phase Safety

Summary of Prior Medications by ATC Class Level 4, PT, and 
Treatment

Table 14.1.6.1 Treatment-
Phase Safety

Summary of Study Drug Compliance by Treatment and Visit

Table 14.1.6.2 Treatment-
Phase Safety

Summary of Mean Daily Doses by Visit 

Table 14.1.6.3 Treatment-
Phase Safety

Summary of Missed Doses by Treatment

13.2. Efficacy Data 

Table 5: Efficacy Data

Number Population Title

Table 14.2.1.1.1 Efficacy Summary of ADHD-RS-5 Scores by Study Visit

Table 14.2.1.1.2 Efficacy Summary of ADHD-RS-5 Scores by Study Visit Using Imputation

Table 14.2.1.1.3 Efficacy Summary of ADHD-RS-5 Scores by Study Visit and Gender

Table 14.2.1.1.4 Efficacy Summary of ADHD-RS-5 Scores by Study Visit and Age

Table 14.2.1.1.5 Efficacy Summary of ADHD-RS-5 Scores by Study Visit and Duration of 
Treatment

Table 14.2.1.1.6 Efficacy Summary of ADHD-RS-5 Scores by Study Visit and Race

Table 14.2.1.1.7 Efficacy Summary of ADHD-RS-5 Scores by Study Visit and Site

Table 14.2.1.1.8 Efficacy Summary of ADHD-RS-5 Scores by Study Visit and Previous Stimulant 
Exposure

Table 14.2.1.1.9 Efficacy Summary of ADHD-RS-5 Scores by Study Visit and Treatment

Table 14.2.1.2.1 Efficacy Summary of CGI-S by Study Visit

Table 14.2.1.2.2 Efficacy Summary of CGI-S by Study Visit and Gender

Table 14.2.1.2.3 Efficacy Summary of CGI-S by Study Visit and Age
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Number Population Title

Table 14.2.1.2.4 Efficacy Summary of CGI-S by Study Visit and Duration of Treatment

Table 14.2.1.2.5 Efficacy Summary of CGI-S by Study Visit and Race

Table 14.2.1.2.6 Efficacy Summary of CGI-S by Study Visit and Site

Table 14.2.1.2.7 Efficacy Summary of CGI-S by Study Visit and Previous Stimulant Exposure

Table 14.2.1.2.8 Efficacy Summary of CGI-S by Study Visit and Treatment

Table 14.2.1.3.1 Efficacy Summary of CGI-I by Study Visit

Table 14.2.1.4.1 Efficacy Summary of CSHQ Total Sleep Disturbance Score by Study Visit

Table 14.2.1.4.2 Efficacy Summary of CSHQ Total Sleep Disturbance Score by Study Visit Using 
Imputation

Table 14.2.1.4.3 Efficacy Summary of CSHQ Total Sleep Disturbance Score by Study Visit and 
Gender

Table 14.2.1.4.4 Efficacy Summary of CSHQ Total Sleep Disturbance Score by Study Visit and 
Age

Table 14.2.1.4.5 Efficacy Summary of CSHQ Total Sleep Disturbance Score by Study Visit and 
Duration of Treatment

Table 14.2.1.4.6 Efficacy Summary of CSHQ Total Sleep Disturbance Score by Study Visit and 
Race

Table 14.2.1.4.7 Efficacy Summary of CSHQ Total Sleep Disturbance Score by Study Visit and 
Site

Table 14.2.1.4.8 Efficacy Summary of CSHQ Total Sleep Disturbance Score by Study Visit and 
Previous Stimulant Exposure

Table 14.2.1.4.9 Efficacy Summary of CSHQ Total Sleep Disturbance Score by Study Visit and 
Treatment
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13.3. Safety Data

Table 6: Safety Data

Number Population Title

14.3.1 Displays of Adverse Events

Table 14.3.1.1.1 Treatment-Phase 
Safety

Summary of Treatment Emergent Adverse Events by Treatment 

Table 14.3.1.1.2 Dose-
Optimization 
Safety

Summary of Treatment Emergent Adverse Events by Treatment 

Table 14.3.1.2.1 Treatment-Phase 
Safety

Incidence of Treatment Emergent Adverse Events by SOC, PT, and 
Treatment

Table 14.3.1.2.2 Dose-
Optimization 
Safety

Incidence of Treatment Emergent Adverse Events by SOC, PT, and 
Treatment

Table 14.3.1.3.1 Treatment-Phase 
Safety

Incidence of Treatment Emergent Adverse Events by Maximum 
Severity, SOC, PT, and Treatment

Table 14.3.1.3.2 Dose-
Optimization 
Safety

Incidence of Treatment Emergent Adverse Events by Maximum 
Severity, SOC, PT, and Treatment

Table 14.3.1.3.3 Treatment-Phase 
Safety

Incidence of Treatment Emergent Adverse Events by Maximum 
Severity, SOC, PT, and Gender

Table 14.3.1.3.4 Treatment-Phase 
Safety

Incidence of Treatment Emergent Adverse Events by Maximum 
Severity, SOC, PT, and Age

Table 14.3.1.3.5 Treatment-Phase 
Safety

Incidence of Treatment Emergent Adverse Events by Maximum 
Severity, SOC, PT, and Duration of Treatment

Table 14.3.1.3.6 Treatment-Phase 
Safety

Incidence of Treatment Emergent Adverse Events by Maximum 
Severity, SOC, PT, and Race

Table 14.3.1.3.7 Treatment-Phase 
Safety

Incidence of Treatment Emergent Adverse Events by Maximum 
Severity, SOC, PT, and Site

Table 14.3.1.3.8 Treatment-Phase 
Safety

Incidence of Treatment Emergent Adverse Events by Maximum 
Severity, SOC, PT, and Previous Stimulant Exposure

Table 14.3.1.4.1 Treatment-Phase 
Safety

Incidence of Treatment Related Treatment Emergent Adverse Events by 
SOC, PT, and Treatment

Table 14.3.1.4.2 Dose-
Opimization 
Safety

Incidence of Treatment Related Treatment Emergent Adverse Events by 
SOC, PT, and Treatment

Table 14.3.1.5.1 Treatment-Phase 
Safety

Incidence of Treatment Emergent Adverse Events Leading to Study 
Drug Discontinuation by SOC, PT, and Treatment
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Number Population Title

Table 14.3.1.5.2 Dose-
Optimization 
Safety

Incidence of Treatment Emergent Adverse Events Leading to Study 
Drug Discontinuation by SOC, PT, and Treatment

14.3.2 Summary of Deaths, Other Serious and Significant Adverse Events

Table 14.3.2.1 Treatment-Phase 
Safety

Incidence of Serious Adverse Events by SOC, PT, and Treatment, 

Table 14.3.2.2 Dose-
Optimization 
Safety

Incidence of Serious Adverse Events by SOC, PT, and Treatment

14.3.3 Narratives of Deaths, Other Serious and Certain Other Significant Adverse Events

Table 14.3.3.1.1 Treatment-Phase 
Safety

Listing of Adverse Events Leading to Study Drug Discontinuation

Table 14.3.3.1.2 Dose-
Optimization 
Safety

Listing of Adverse Events Leading to Study Drug Discontinuation

Table 14.3.3.2.1 Treatment-Phase 
Safety

Listing of Serious Adverse Events

Table 14.3.3.2.2 Dose-
Optimization 
Safety

Listing of Serious Adverse Events

Table 14.3.3.3.1 Treatment-Phase 
Safety

Listing of Deaths

Table 14.3.3.3.2 Dose-
Optimization 
Safety

Listing of Deaths

Table 14.3.3.4.1 Treatment-Phase 
Safety

Incidence of Abuse Related Adverse Events by SOC, PT, and Treatment

Table 14.3.3.4.2 Treatment-Phase 
Safety

Incidence of Abuse Related Adverse Events by SOC, PT, and Age

Table 14.3.3.4.3 Treatment-Phase 
Safety

Incidence of Abuse Related Adverse Events by SOC, PT, and Gender

Table 14.3.3.4.4 Dose-
Optimization 
Safety

Incidence of Abuse Related Adverse Events by SOC, PT, and Treatment

14.3.4 Abnormal Laboratory Value 

NA

14.3.5 Laboratory Data Summary Tables

Table 14.3.5.1.1 Treatment-Phase 
Safety

Summary of Hematology Laboratory Results by Study Visit and
Treatment
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Number Population Title

Table 14.3.5.1.2 Treatment-Phase 
Safety

Shift from Baseline in Hematology Laboratory Results by Study Visit
and Treatment

Table 14.3.5.2.1 Treatment-Phase 
Safety

Summary of Serum Chemistry Laboratory Results by Study Visit and 
Treatment

Table 14.3.5.2.2 Treatment-Phase 
Safety

Shift from Baseline in Serum Chemistry Laboratory Results by Study 
Visit and Treatment

Table 14.3.5.3.1 Treatment-Phase 
Safety

Shift from Baseline in Quantitative Urinalysis Laboratory Results by 
Study Visit and Treatment

Table 14.3.5.3.2 Treatment-Phase 
Safety

Shift from Baseline in Quantitative Urinalysis Laboratory Results by 
Study Visit and Treatment

Table 14.3.5.3.3 Treatment-Phase 
Safety

Summary of Qualitative Urinalysis Laboratory Results by Study Visit
and Treatment

14.3.6 Other Safety Data Summary Tables

Table 14.3.6.1 Treatment-Phase 
Safety

Summary of Vital Signs by Study Visit, and Treatment

Table 14.3.6.2.1 Treatment-Phase 
Safety

Summary of 12-Lead Electrocardiogram by Study Visit and Treatment

Table 14.3.6.2.2 Treatment-Phase 
Safety

Summary of 12-Lead Electrocardiogram Interpretation by Study Visit
and Treatment

Table 14.3.6.3 Treatment-Phase 
Safety

Summary of Columbia-Suicide Severity Rating Scale (C-SSRS)

Table 14.3.6.4 Treatment-Phase 
Safety

Summary of Concomitant Medications by ATC Class Level 4, PT, and 
Treatment
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13.4. Other Data Summary Tables

13.5. Planned Listing Descriptions

The following are planned data and patient/subject data listings for protocol number
KP415.S01.

In general, one listing will be produced per CRF domain. All listings will be sorted by 
treatment, site, and subject number. All calculated variables will be included in the 
listings.

In all listings a blank line will be placed between each subject. Within a data listing, if an 
item appears line after line (eg, repetition of subject number), then only the first 
occurrence will be displayed.

In data listings, the information for one subject will be kept on one page if at all possible, 
rather than splitting a subject’s information across pages.

Table 7: Planned Listings

Number Population Title / Summary

16.2.1 Subject Discontinuations/Completions

Listing 16.2.1 All Subjects Subject Disposition

16.2.2 Protocol Deviations

Listing 16.2.2.1 All Subjects Inclusion and Exclusion Criteria Not Met

Listing 16.2.2.2 All Subjects Protocol Deviations

16.2.3 Subjects Excluded from the Efficacy Analyses

Listing 16.2.3 All Subjects Analysis Populations

16.2.4 Demographic Data and Other Baseline Characteristics

Listing 16.2.4.1 All Subjects Demographics and Baseline Information

Listing 16.2.4.2 All Subjects Medical History

Listing 16.2.4.3 All Subjects ADHD Diagnosis and Confirmation

Listing 16.2.4.4 All Subjects Mini International Neuropsychiatric Interview for Children and 
Adolescents (MINI-KID)

16.2.5 Compliance and/or Drug Concentration Data

Listing 16.2.5.1 All Subjects Capsule Swallowing Test

Listing 16.2.5.2 All Subjects Study Drug Dispensation and Return

16.2.6 Individual Efficacy Response Data

Listing 16.2.6.1 All Subjects ADHD-Rating Scale-5

Listing 16.2.6.2 All Subjects Clinical Global Impression (CGI) – Severity

Listing 16.2.6.3 All Subjects Clinical Global Impression (CGI) – Improvement
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Number Population Title / Summary

Listing 16.2.6.4 All Subjects Children’s Sleep Habits Questionnaire

16.2.7 Adverse Event Listings (by Subject)

Listing 16.2.7.1 All Subjects Adverse Events

16.2.8 Laboratory Values and Other Clinical Observations and Measurements (by Subject)

Listing 16.2.8.1.1 All Subjects Clinical Laboratory Data: Hematology

Listing 16.2.8.1.2 All Subjects Clinical Laboratory Data: Serum Chemistry

Listing 16.2.8.1.3 All Subjects Clinical Laboratory Data: Urinalysis

Listing 16.2.8.1.4 All Subjects Clinical Laboratory Data: Urine Drug Screen and Pregnancy Tests

Listing 16.2.8.2 All Subjects Vitals Signs

Listing 16.2.8.3 All Subjects 12-Lead Electrocardiogram (ECG)

Listing 16.2.8.4 All Subjects Columbia-Suicide Severity Rating Scale (C-SSRS)

Listing 16.2.8.5 All Subjects Physical Examination

Listing 16.2.8.6 All Subjects Prior and Concomitant Medications

Listing 16.2.8.7 All Subjects Lifetime History of ADHD Treatment

Listing 16.2.8.8 All Subjects ADHD Medication Washout
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p
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D
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e
d 
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re
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iv
e

d.
 T

h
e 

do
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ec

ei
ve

d
 a

t 
th

e 
be

g
in

n
in

g 
o

f t
h
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a
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en
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o
r 

th
e

 la
st

 d
os

e
 r
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ei

ve
d
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 t

he
 s
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 d
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co

nt
in

ue
d 
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 t
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d
y 

du
rin

g
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h
e 

T
re
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m

en
tP

h
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e
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s 
p

re
se

n
te

d
.*

su
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t 

w
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 d
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n
-t

itr
at

ed
 d

u
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 to
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bi
lit

y 
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P
ro

g
ra

m
m

in
g

 N
o

te
:

If 
re

as
on

 fo
r 

e
ar

ly
 t

er
m

in
at

io
n 

is
 O

th
er

, 
co

nc
at

en
a

te
 t

h
e 

sp
ec

ify
 te

xt
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s 
fo

llo
w

s:
 “
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th

er
: X

X
X

X
X

X
X

X
X
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 If

 r
ea

so
n 

fo
r 

ea
rly

 te
rm

in
at

io
n

 is
 lo

st
 t

o 
fo

llo
w

-u
p,

 
co

n
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te
na

te
 w

ith
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at
e 
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st
 c

on
ta

ct
 a

s 
fo

llo
w
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L
os

t 
to

 f
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lo
w

-u
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 d
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te
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f l
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t 
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nt
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D
M

M
M

Y
Y

Y
Y
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in
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 t
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at
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en
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gr
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nt
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se
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 d
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n
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a
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P
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ct
u

al
 d
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 n
ee

d 
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 b
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d
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e
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ed

 f
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m
 t

he
 d

at
a.
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 s
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ct
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e
iv

e
s 
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 d
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e
 th
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n 
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n
ne
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 d
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:
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e
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ed
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]
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D
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D
D
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D
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)
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D
D
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)
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D
D
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D
D
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 d
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b
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re
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 d
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 d
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 d
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 d
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t m
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 b
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 m
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t m
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 o
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M
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p
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a

gn
os
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at
io

n
) 

p
er

 
cl

in
ic

al
 e

va
lu

at
io

n 
a

nd
 c

o
nf

irm
e

d 
by

 t
he

 M
in

i I
nt

er
na

tio
na

l N
e

ur
op

sy
ch

ia
tr

ic
 I

nt
e

rv
ie

w
 f
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M
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K
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h
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M
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K
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s 
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w
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 it

 d
o
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b
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 p
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 t
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 c
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t c
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 c
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 d
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R
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X
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X
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X
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X
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X
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X
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O
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X
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R
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X
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X
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X
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X
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X
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X
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R
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en
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b
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e
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tr
e
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en
t 

re
ce

iv
e

d.
 T

h
e 

do
se
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ec

ei
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d
 a

t 
th

e 
be

g
in

n
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o

f t
h
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tP
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o
r 

th
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 d
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e
 r
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d

 if
 t
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su
b
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ct

 d
is

co
n

tin
ue

d
 fr
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 th

e 
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ud
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du
rin

g
 t
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at

m
en

tP
h
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e

, i
s 

pr
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en
te

d.
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=
 s

ub
je

ct
 w
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 d

ow
n

-t
itr

at
ed

 d
ue

 t
o 

to
le

ra
b

ili
ty
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su

e
s.

P
ro

g
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m
m

in
g

 n
o
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T
h

e 
st

ru
ct

ur
e 

of
 t

hi
s 
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tin

g 
m

ay
 c

ha
ng

e
 d

e
pe

nd
in

g
 o

n
 t

he
 in

fo
rm

at
io

n
 in

 t
he

 p
ro
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co

l d
ev

ia
tio

ns
 fi

le
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in
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 t
re

a
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en
t 

gr
o

up
s 

pr
es

e
nt

ed
 a

re
 b

a
se

d 
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 th
e

 d
os

e 
(m

g
) 

re
ce

iv
e

d 
at

 t
he

 b
eg

in
ni

ng
 o

f t
h

e 
T

re
at

m
en

t
P

ha
se

, a
ct

u
al

 d
os

es
 n

ee
d 

to
 b

e
 d

e
te

rm
in

e
d 

fr
om

 t
he

 d
a

ta
. I

f 
a 

su
bj

ec
t 

re
ce

iv
es

 a
 lo

w
e

r 
do

se
 t

ha
n 

pl
an

n
ed

 d
u

e 
to

 t
ol

er
ab

ili
ty

, p
la

ce
 a

n
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te

ris
k 

n
ex

t 
to

 t
re

at
m

en
t 

in
 t

h
e 

tr
ea

tm
e

nt
 c

ol
u

m
n.
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 P
op

u
la

tio
ns

A
ll 

S
u

bj
ec

ts

S
u

bj
ec

t I
D

T
re

at
m

en
t [

1]

T
re

at
m

en
t-

P
h

as
e 

S
a

fe
ty

[2
]

E
ff

ic
ac

y
[3

]

D
os

e-
O

pt
im

iz
a

tio
n

 
S

a
fe

ty
[4

]
R

e
as

on
(s

) 
fo

r 
E

xc
lu

si
on

X
X

X
X

X
X

X
X

X
X

X
X

Y
e

s
Y

es
N

o
D

os
e-

O
pt

im
iz

at
io

n 
S

af
et

y 
P

op
ul

at
io

n:
 

S
u

bj
e

ct
 d

id
 n

o
t 

h
av

e
 a

t 
le

as
t 

1 
p

os
t-

do
se

 
sa

fe
ty

 a
ss

es
sm

e
nt

 in
 t

h
e 

D
os

e 
O

pt
im

iz
a

tio
n

 P
h

as
e

.

X
X

X
X

X
X

X
X

X
X

X
X

X
Y

e
s

Y
e

s
Y

e
s

X
X

X
X

X
X

X
X

X
X

X
X

N
o

N
o

N
o

T
re

at
m

en
t-

P
h

as
e

 S
a

fe
ty

: S
u

bj
e

ct
 d

id
 n

o
t 

re
ce

iv
e 

at
 le

a
st

 1
 d

os
e 

of
 s

tu
dy

 d
ru

g
.

[1
] T

re
at

m
en

t 
is

b
as

e
d 

o
n 

tr
e

at
m

en
t 

re
ce

iv
e

d.
 T

h
e 

do
se

 r
ec

ei
ve

d
 a

t 
th

e 
be

g
in

n
in

g 
o

f t
h

e 
tr

e
at

m
en

t-
ph

a
se

, o
r 

th
e 

la
st

 
do

se
 r

ec
e

iv
e

d 
if 

th
e

 s
ub

je
ct

 d
is

co
nt

in
ue

d 
fr

om
 t

he
 s

tu
dy

 d
ur

in
g 

th
e 

tr
ea

tm
en

t-
p

ha
se

, 
is

 p
re

se
n

te
d

.
[2

] T
h

e 
T

re
at

m
en

t-
P

h
as

e
 S

af
et

y 
P

o
pu

la
tio

n
 in

cl
ud

e
s 

a
ll 

su
bj

ec
ts

 w
h

o 
ar

e 
e

nr
ol

le
d 

in
 th

e 
T

re
at

m
en

t P
h

as
e

 a
n

d
re

ce
iv

e
d 

a
t l

e
as

t 
1

do
se

 o
f s

tu
d

y 
m

e
di

ca
tio

n 
in

 t
h

e 
T

re
at

m
en

t 
P

ha
se

 a
nd

 h
a

d 
a

t l
e

as
t 

1 
po

st
-d

o
se

 s
af

e
ty

 a
ss

e
ss

m
e

nt
 

in
 t

he
 T

re
at

m
e

nt
 P

ha
se

.*
 =

 s
ub

je
ct

 w
a

s 
do

w
n-

tit
ra

te
d

 d
u

e
to

 t
ol

e
ra

bi
lit

y 
is

su
es

.
[3

] T
h

e 
E

ff
ic

ac
y

P
op

ul
at

io
n 

in
cl

u
de

s 
al

l e
n

ro
lle

d
 s

u
bj

e
ct

s 
w

ho
 r

e
ce

iv
ed

 a
t 

le
as

t 
30

 d
ay

s 
of

 s
tu

d
y 

m
ed

ic
at

io
n 

in
 t

h
e 

T
re

at
m

en
t P

h
as

e
 a

n
d 

h
ad

 a
de

q
ua

te
 d

at
a 

to
 a

ss
es

s 
th

e 
ch

an
g

e 
fr

om
 b

a
se

lin
e 

of
 t

he
 e

ffi
ca

cy
 p

a
ra

m
et

er
s 

a
nd

 w
ho

 
ha

d 
n

o 
p

ro
to

co
l d

ev
ia

tio
ns

 th
at

 c
ou

ld
 a

ff
ec

t 
th

e 
ef

fic
ac

y 
pa

ra
m

et
er

s.
[4

]T
h

e 
D

o
se

-O
pt

im
iz

at
io

n
S

af
et

y 
P

op
ul

at
io

n 
in

cl
u

de
s 

al
l s

ub
je

ct
s 

w
ho

 a
re

 e
nr

o
lle

d 
in

 t
he

 D
os

e
O

pt
im

iz
a

tio
n 

P
ha

se
 

an
d 

re
ce

iv
ed

 a
t l

ea
st

 1
do

se
 o

f s
tu

d
y 

m
ed

ic
at

io
n 

in
 t

he
 D

os
e

O
pt

im
iz

at
io

n 
P

ha
se

 a
n

d 
ha

d
 a

t l
e

as
t 

1 
p

os
t-

do
se

 s
af

e
ty

 
as

se
ss

m
en

t 
in

 th
e

 D
os

e
O

pt
im

iz
at

io
n 

P
ha

se
.

P
ro

g
ra

m
m

in
g

 n
o

te
: 

C
on

ca
te

na
te

 a
ll 

re
as

on
s 

fo
r 

ex
cl

u
si

on
 w

ith
 a

 s
em

i-c
ol

on
.

S
in

ce
 t

re
a

tm
e

nt
 g

ro
up

s 
p

re
se

nt
ed

 a
re

 b
as

ed
 o

n 
th

e
 d

o
se

 (
m

g
) 

re
ce

iv
ed

 a
t 

th
e 

b
eg

in
ni

ng
 o

f 
th

e 
T

re
at

m
en

t
P

h
as

e
, a

ct
ua

l d
os

es
 n

ee
d 

to
 b

e 
de

te
rm

in
ed

 f
ro

m
 t

he
 d

at
a

. I
f 

a 
su

bj
ec

t r
ec

ei
ve

s 
a 

lo
w

e
r 

do
se

 t
ha

n
 p

la
n

ne
d

 d
u

e 
to

 t
ol

er
ab

ili
ty

, p
la

ce
 a

n
 a

st
e

ris
k 

ne
xt

 t
o 

th
e 

tr
e

at
m

en
t 

in
 th

e 
tr

e
at

m
en

t 
co

lu
m

n.
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D
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o
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el

in
e 

C
h

ar
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te
ris

tic
s

A
ll 

S
u

bj
ec

ts

C
hi

ld
-B

e
ar

in
g

D
at

e 
o

f
A

g
e

W
ei

g
ht

H
ei

gh
t

B
M

I
B

S
A

S
u

bj
ec

t I
D

T
re

at
m

en
t [

1]
S

e
x

P
ot

en
tia

l?
B

ir
th

(y
ea

rs
)

E
th

ni
ci

ty
R

a
ce

(k
g)

(c
m

)
(k

g
/m

2 )
(m

2 )
[2

]

X
X

X
X

X
X

X
X

X
X

X
X

X
X

D
D

M
M

M
Y

Y
Y

X
X

X
X

X
X

X
X

X
X

X
X

X
X

X
X

X
X

.X
X

X
.X

X
X

.X
X

X
X

.X
X

X
X

X
X

X
X

X
X

X
X

X
X

X
X

X
X

X
X

N
o

D
D

M
M

M
Y

Y
Y

X
X

X
X

X
X

X
X

X
X

X
X

X
X

X
X

X
.X

X
X

.X
X

X
.X

X
X

X
.X

X

X
X

X
X

X
X

X
X

X
X

X
X

X
X

X
X

X
X

Y
e

s
D

D
M

M
M

Y
Y

Y
X

X
X

X
X

X
X

X
X

X
X

X
X

X
X

X
X

.X
X

X
.X

X
X

.X
X

X
X

.X
X

X
X

X
X

X
X

X
X

X
X

X
X

X
X

D
D

M
M

M
Y

Y
Y

X
X

X
X

X
X

X
X

X
X

X
X

X
X

X
X

.X
X

X
.X

X
X

.X
X

X
X

.X
X

X
X

X
X

X
X

X
X

X
X

X
X

X
X

X
X

X
X

N
o

D
D

M
M

M
Y

Y
Y

X
X

X
X

X
X

X
X

X
X

X
X

X
X

X
X

X
.X

X
X

.X
X

X
.X

X
X

X
.X

X

X
X

X
X

X
X

X
X

X
X

X
X

X
D

D
M

M
M

Y
Y

Y
X

X
X

X
X

X
X

X
X

X
X

X
X

X
X

X
.X

X
X

.X
X

X
.X

X
X

X
.X

X

A
b

br
ev

ia
tio

n
: B

M
I 

=
 B

od
y 

M
as

s 
In

d
ex

; 
B

S
A

 =
 b

od
y 

su
rf

ac
e 

a
re

a.
N

ot
e:

 H
e

ig
ht

, 
w

ei
gh

t,
 B

M
I, 

a
nd

 B
S

A
 a

re
 th

e
 v

a
lu

e
s 

at
 S

cr
ee

n
in

g
.

[1
] T

re
at

m
en

t 
is

b
as

e
d 

o
n 

tr
e

at
m

en
t 

re
ce

iv
e

d.
 T

h
e 

do
se

 r
ec

ei
ve

d
 a

t 
th

e 
be

g
in

n
in

g 
o

f t
h

e 
T

re
a

tm
en

tP
ha

se
, 

o
r 

th
e

 la
st

 d
os

e
 r

ec
ei

ve
d

 if
 t

he
 s

ub
je

ct
 d

is
co

nt
in

ue
d 

fr
om

 t
he

 s
tu

d
y 

du
rin

g
 t

h
e 

T
re

at
m

en
tP

h
as

e
, i

s 
p

re
se

n
te

d
.*

 =
 s

ub
je

ct
 w

as
 d

ow
n

-t
itr

at
ed

 d
ue

 t
o 

to
le

ra
b

ili
ty

 is
su

es
.

[2
] B

S
A

 =
[h
ei
gh

t(
cm

)
w
ei
gh

t(
k
g)
]/
3
6
0
0

P
ro

g
ra

m
m

in
g

 N
o

te
: 

If 
ra

ce
 is

 o
th

er
, 

co
nc

at
e

na
te

 “
O

th
e

r:
” 

w
ith

 s
pe

ci
fy

 t
ex

t. 
If 

su
bj

ec
t 

ha
s 

m
u

lti
pl

e 
ra

ce
s,

 c
on

ca
te

na
te

 t
he

m
.S

in
ce

 tr
ea

tm
e

nt
 g

ro
u

ps
 p

re
se

n
te

d
 a

re
 b

as
e

d 
on

 t
h

e 
d

os
e

 
(m

g
) 

re
ce

iv
e

d 
at

 t
he

 b
eg

in
ni

ng
 o

f t
h

e 
T

re
at

m
en

t
P

ha
se

, a
ct

u
al

 d
os

es
 n

ee
d 

to
 b

e
 d

e
te

rm
in

e
d 

fr
om

 t
he

 d
a

ta
. I

f 
a 

su
bj

ec
t 

re
ce

iv
es

 a
 lo

w
e

r 
do

se
 t

ha
n 

pl
an

n
ed

 d
u

e 
to

 t
ol

er
ab

ili
ty

, p
la

ce
 a

n
 

as
te

ris
k 

n
ex

t 
to

 t
he

 t
re

a
tm

e
nt

 in
 t

he
 t

re
at

m
en

t 
co

lu
m

n.
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ff
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P
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st

in
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16
.2

.4
.2

M
e

di
ca

l H
is

to
ry

A
ll 

S
u

bj
ec

ts

S
ys

te
m

 O
rg

an
 C

la
ss

/
P

re
fe

rr
ed

 T
e

rm
/

S
ta

rt
 D

at
e 

(S
tu

dy
 D

ay
)/

S
u

bj
ec

t I
D

T
re

a
tm

en
t 

[1
]

V
e

rb
at

im
 T

er
m

E
nd

 D
at

e 
(S

tu
d

y 
D

ay
)/

X
X

X
X

X
X

X
X

X
X

X
X

X
X

X
X

X
X

X
X

X
X

X
X

X
X

X
X

X
X

X
X

/
D

D
M

M
M

Y
Y

Y
Y

 (
X

)/
X

X
X

X
X

X
X

X
X

X
X

X
X

X
/

D
D

M
M

M
Y

Y
Y

Y
 (

X
)

X
X

X
X

X
X

X
X

X
X

X
X

X

X
X

X
X

X
X

X
X

X
/

M
M

M
Y

Y
Y

Y
 (

X
)/

X
X

X
X

X
X

X
X

X
X

X
X

X
X

X
/

O
ng

o
in

g
X

X
X

X
X

X
X

X
X

X
X

X
X

X
X

X
X

X
X

X
/

M
M

M
Y

Y
Y

Y
 (

X
)/

X
X

X
X

X
X

X
X

X
X

X
X

X
X

X
/

O
ng

o
in

g
X

X
X

X
X

X
X

X
X

X
X

X
X

X
X

X
X

X
X

X
X

X
X

X
X

X
X

X
X

X
X

X
X

X
X

X
/

D
D

M
M

M
Y

Y
Y

Y
 (

X
)/

X
X

X
X

X
X

X
X

X
X

X
X

X
X

/
D

D
M

M
M

Y
Y

Y
Y

 (
X

)
X

X
X

X
X

X
X

X
X

X
X

X
X

X
X

X
X

X
X

X
X

X

N
ot

e:
 S

tu
d

y 
d

ay
is

 c
a

lc
u

la
te

d 
re

la
tiv

e 
to

 t
h

e 
da

te
 o

f f
ir

st
 d

os
e 

of
 s

tu
d

y 
dr

u
g.

 M
ed

ic
al

 h
is

to
ry

 w
a

s 
co

de
d 

u
si

ng
 M

e
dD

R
A

 v
er

si
on

 2
0.

1.
 

O
nl

y 
su

b
je

ct
s 

w
ith

 m
e

di
ca

l h
is

to
ry

 r
ec

or
de

d 
ar

e 
lis

te
d

.
[1

] T
re

at
m

en
t 

is
b

as
e

d 
o

n 
tr

e
at

m
en

t 
re

ce
iv

e
d.

 T
h

e 
do

se
 r

ec
ei

ve
d

 a
t 

th
e 

be
g

in
n

in
g 

o
f t

h
e 

T
re

a
tm

en
tP

ha
se

, 
o

r 
th

e
 la

st
 d

os
e

 r
ec

ei
ve

d
 if

 
th

e 
su

bj
ec

t 
d

is
co

nt
in

ue
d

 fr
om

 th
e 

st
ud

y 
du

ri
ng

 t
he

 T
re

at
m

en
tP

h
as

e
, i

s 
p

re
se

nt
ed

.
* 

=
 s

ub
je

ct
 w

as
 d

ow
n-

tit
ra

te
d

 d
ue

 t
o

 to
le

ra
b

ili
ty

 
is

su
es

.

P
ro

g
ra

m
m

in
g

 n
o

te
:

S
O

C
 &

 P
T

 t
ex

t s
ho

u
ld

 b
e 

in
 p

ro
pe

r 
ca

se
 in

 t
ab

le
, 

as
 s

h
ow

n 
in

 th
e 

sh
e

ll.
S

in
ce

 t
re

at
m

en
t 

gr
o

up
s 

p
re

se
nt

e
d 

ar
e 

b
as

ed
 o

n
 t

he
 d

o
se

 (
m

g
) 

re
ce

iv
e

d 
at

 th
e 

be
g

in
n

in
g

 
of

 t
he

 T
re

at
m

en
t

P
ha

se
, 

ac
tu

al
 d

os
e

s 
n

ee
d

 t
o 

be
 d

et
er

m
in

ed
 f

ro
m

 th
e 

da
ta

. 
If 

a
 s

u
bj

ec
t 

re
ce

iv
es

 a
 lo

w
er

 d
os

e 
th

an
 p

la
nn

ed
 d

ue
 to

 t
ol

e
ra

bi
lit

y,
 p

la
ce

 a
n 

as
te

ris
k 

ne
xt

 to
 th

e
 t

re
a

tm
e

nt
 in

 
th

e 
tr

ea
tm

en
t c

ol
um

n
.
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 d
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 p
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P
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T
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e

T
ot

a
l T

im
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R
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p
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 r
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ev

ia
tio

n
s:

 M
IN

I-
K

ID
=

 M
in

i I
nt

er
na

tio
na

l N
e

ur
op

sy
ch

ia
tr
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 d
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in
g 

th
e 

T
re

at
m

en
tP

h
as

e
, i

s 
pr

e
se

nt
ed

.
[2

] A
cc

ep
ta

b
le

 c
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ra
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] T

re
at

m
en

t 
is

b
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e
d 

o
n 

tr
e

at
m

en
t 

re
ce

iv
e

d.
 T

h
e 

do
se

 r
ec

ei
ve

d
 a

t 
th

e 
be

g
in

n
in

g 
o

f t
h

e 
T

re
a

tm
en

tP
ha

se
, 

o
r 

th
e

 la
st

 d
os

e
 r

ec
ei

ve
d

 if
 t

he
 s

ub
je

ct
 d

is
co

nt
in

ue
d 

fr
om

 t
he

 s
tu

dy
 

du
rin

g
 t

h
e 

T
re

at
m

en
t-

P
h

as
e

, i
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p
re

se
n

te
d

.*
 =

 s
ub

je
ct

 w
as

 d
ow

n
-t

itr
at

ed
 d

ue
 t

o 
to

le
ra

b
ili

ty
 is

su
es

.
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] 
C

h
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g
e 

fr
om

 b
as

el
in

e 
is

 c
al

cu
la

te
d 

as
 N

um
er

ic
 R

es
ul

t 
–

B
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e
lin

e.
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g
ra

m
m

in
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te
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tin
ue
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ot

he
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te
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en
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 b
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 d

os
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 r
e

ce
iv

ed
 a

t t
he

 b
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th
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T
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a
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P
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e
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be

 d
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te
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e
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fr

om
 t
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at
a.
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 s
u

bj
ec

t r
e

ce
iv
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 lo
w
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 d
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th
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nn
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 d
u
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y,

 p
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ce
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ne
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th

e
 tr

ea
tm

en
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 t

he
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R
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is
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P
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ul
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R

es
ul
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X
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X
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X
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Y
Y
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X
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X

X
X

X
X

X
X

D
D

M
M

M
Y

Y
Y

Y
 (

X
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X
X

X
X

X
X

X
X

A
b

br
ev

ia
tio

n
: 

C
G

I-
S

 =
 C

lin
ic

al
 G

lo
b

al
 I

m
pr

es
si

on
 -

S
e

ve
ri

ty
.

N
ot

e:
 S

tu
d
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d

ay
 is

 c
a

lc
u

la
te

d 
re

la
tiv

e 
to

 t
h

e 
da

te
 o

f f
ir

st
 d

os
e 

of
 s

tu
d

y 
dr

ug
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T
he

 C
G

I-
S

 s
co

re
 is

 b
as

ed
 o

n 
th

e
 fo

llo
w

in
g 

qu
es

tio
n 
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ga

rd
in

g 
se

ve
rit

y 
of

 il
ln

es
s:

 C
on

si
de

rin
g 

yo
u

r 
to

ta
l c

lin
ic

al
 e

xp
e

rie
n

ce
 w

ith
 t

h
is

 p
a

rt
ic

ul
a

r 
po

pu
la

tio
n,

 h
o

w
 m

en
ta

lly
 il

l 
is

 t
he

 p
at

ie
nt

 a
t t

hi
s 

tim
e

?
[1
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at
m

en
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is
b

as
e

d 
o

n 
tr

e
at

m
en

t 
re

ce
iv

e
d.

 T
h

e 
do

se
 r

ec
ei

ve
d

 a
t 

th
e 

be
g

in
n

in
g 

o
f t

h
e 

T
re

a
tm

en
tP

ha
se

, 
o

r 
th

e
 la

st
 d

os
e

 
re

ce
iv

ed
 if

 t
h

e 
su

bj
ec

t d
is

co
nt

in
u

ed
 f

ro
m

 t
h
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st

ud
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du
ri

ng
 t

h
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T
re

at
m

en
t

P
h

as
e

, i
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p
re

se
nt

e
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 s
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je
ct

 w
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 d
ow

n
-t

itr
at

ed
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lit
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su
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 p
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 b
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g
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 th
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en
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ua
l d
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in
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 t
h

e 
fo

llo
w

in
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 f
o
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ev

ia
tio

n
: 

C
G

I-
I =

 C
lin

ic
al

 G
lo

ba
l I

m
pr

es
si

on
 –

Im
p

ro
ve

m
e

nt
.

N
ot

e:
 S

tu
d

y 
d

ay
 is

 c
a

lc
u

la
te

d 
re

la
tiv

e 
to

 t
h

e 
da

te
 o

f f
ir

st
 d

os
e 

of
 s

tu
d

y 
dr

ug
. 

T
he

 C
G

I-
I 

sc
or

e 
is

 b
as

ed
 o

n 
th

e
 fo

llo
w

in
g 

q
ue

st
io

n 
re

ga
rd

in
g 

g
lo

b
al

im
pr

o
ve

m
en

t: 
R

a
te

 t
ot

al
 im

pr
o

ve
m

en
t 

w
h

et
h

er
 o

r 
no

t,
 in

 y
o

ur
 ju

dg
m

en
t, 

it 
is

 d
ue

 e
nt

ir
el

y 
to

 d
ru

g
 t

re
at

m
en

t.
 C

o
m

pa
re

d 
to

 h
is

/h
er

 c
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 C
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sl
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ft
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g

 t
o 

b
ed

X
X

X
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X
X

X
X

X
X
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h
ild

 f
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 C
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r 

si
bl

in
g'

s 
be

d
X

X
X

X
X

X
X

X
5)

 C
h

ild
 n

ee
d

s 
p

ar
en

t 
in

 t
he

 r
oo

m
 t

o 
fa

ll 
as

le
e

p
X

X
X

X
X

X
X

X
X

X
6)

 C
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h
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X
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h
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X
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 C

h
ild

 s
le

e
ps

 to
o 

lit
tle

X
X

X
X

X
X

X
X

X
X

X
…

…
S

u
bs

ca
le

 a
nd

 T
ot

al
 

S
co

re
s

S
u

bc
al

e 
1:

 B
ed

tim
e

 R
es

is
ta

nc
e

X
X

S
u

bs
ca

le
 2

: S
le

ep
 O

ns
e

t D
el

ay
X

X
… S

u
bs

ca
le

 8
: 

D
ay

tim
e 

S
le

ep
in

es
s

X
X

T
o

ta
l S

le
ep

 D
is

tu
rb

a
nc

e
 S

co
re

X
X

N
ot

e:
 S

tu
d

y 
d

ay
 is

 c
a

lc
u

la
te

d 
re

la
tiv

e 
to

 t
h

e 
da

te
 o

f f
ir

st
 d

os
e 

of
 s

tu
d

y 
dr

u
g.

 A
ss

es
sm

en
ts

 t
ha

t 
ar

e 
m

ar
ke

d 
a

s 
N

ot
 D

o
ne

 a
re

 n
ot

 in
cl

u
de

d 
in

 t
he

 li
st

in
g.

[1
] T

re
at

m
en

t 
is

 b
as

e
d 

o
n 

tr
e

at
m

en
t 

re
ce

iv
e

d.
 T

h
e

do
se

 r
ec

ei
ve

d
 a

t 
th

e 
be

g
in

n
in

g 
o

f t
h

e 
T

re
a

tm
en

t P
ha

se
, 

o
r 

th
e

 la
st

 d
os

e
 r

ec
ei

ve
d

 if
 t

he
 s

ub
je

ct
 d

is
co

nt
in

ue
d 

fr
om

 t
he

 s
tu

d
y 

du
rin

g
 t

h
e 

T
re

at
m

en
t P

h
as

e
, i

s 
p

re
se

n
te

d
.*

 =
 s

ub
je

ct
 w

as
 d

ow
n

-t
itr

at
ed

 d
ue

 t
o 

to
le

ra
b

ili
ty

 is
su

es
.

P
ro

g
ra

m
m

in
g

 N
o

te
: 

C
on

tin
ue

d 
fo

r 
ot

he
r 

ca
te

g
or

ie
s 

a
nd

 a
ss

es
sm

en
ts

.
S

in
ce

 t
re

at
m

en
t 

g
ro

up
s 

p
re

se
nt

e
d 

a
re

 b
as

ed
 o

n 
th

e
 d

os
e 

(m
g)

 r
e

ce
iv

ed
 a

t t
he

 b
eg

in
n

in
g

 o
f 

th
e 

T
re

a
tm

en
t

P
h
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 d
e
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in
e
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he
 d

at
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 a

 s
u
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ec

t r
e

ce
iv

es
 a

 lo
w

er
 d

os
e 

th
an

 p
la

nn
ed

 d
u

e 
to

 to
le

ra
bi

lit
y,

 p
la

ce
 a

n 
as

te
ris

k 
ne

xt
 t

o 
th

e
 tr

ea
tm

en
t 
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 t

he
 tr

ea
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e
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S
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an
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ss

/
O

u
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e/

P
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fe
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ed
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e
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/
S

ta
rt

 D
at

e
(S

tu
d

y 
D

a
y)

/
S

e
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ri
ty

/
S

tu
dy

 D
ru

g 
A

ct
io

n 
T

ak
e

n/
S

e
rio

u
s?

/
A

b
us

e 
S

u
bj

ec
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D
T
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at

m
en

t 
[1

]
T

E
A

E
?

V
e

rb
at

im
 T

er
m

E
n

d 
D

at
e

(S
tu

d
y 

D
a

y)
R

el
at

io
ns

h
ip

O
th

er
 A

ct
io

n 
T

ak
en

C
rit

er
ia

 M
et

R
el

at
e

d?
[2
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X
X

X
-X

X
X

X
X

X
X

X
X

X
X

X
X

X
X

X
X

X
X

X
X

X
X

X
X

X
X

X
/

D
D

M
M

M
Y

Y
Y

Y
/
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X
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X
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X
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X

X
/
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/
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/
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X
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X
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X
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X
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/
D
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X
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X
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X
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X
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X
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X
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X
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/
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g
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X
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X
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X

X
X
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/
D
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X
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X

X
X

X
X

X
X

X
X

/
D

D
M

M
M

Y
Y

Y
Y

X
X

X
X

X
X

X
X

X
X

X
X

X
X

X
X
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X
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X

X
X
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A
b

br
ev

ia
tio

n
: T

E
A

E
 =

 T
re

at
m

en
t e

m
er

g
en

t 
ad

ve
rs

e 
e

ve
n

t.
N

ot
e:

 S
tu

d
y 

d
ay

 is
 c

a
lc

u
la

te
d 

re
la

tiv
e 

to
 t

h
e 

da
te

 o
f f

ir
st

 d
os

e 
of

 s
tu

d
y 

dr
u

g.
 A

E
s 

w
er

e 
co

de
d 

us
in

g 
M

ed
D

R
A

 v
er

si
on

 1
9.

1
.A

 T
E

A
E

 is
 a

ny
 a

dv
er

se
 e

ve
nt

 w
ith

 a
n 

on
se

t 
da

te
/ti

m
e

 b
e

tw
e

en
 

th
e 

in
iti

at
io

n 
of

 s
tu

dy
 d

ru
g

 a
n

d 
5

 d
ay

s 
af

te
r 

th
e 

la
st

 d
os

e 
of

 s
tu

dy
 d

ru
g.

 T
hi

s 
w

ill
 in

cl
u

de
 a

ny
 A

E
 w

ith
 o

ns
et

 p
rio

r 
to

 in
iti

at
io

n 
of

 s
tu

dy
 d

ru
g 

an
d 

in
cr

ea
se

d 
se

ve
rit

y 
af

te
r 

th
e 

tr
ea

tm
en

t 
ad

m
in

is
tr

a
tio

n.
[1

] T
re

at
m

en
t 

is
b

as
e

d 
o

n 
tr

e
at

m
en

t 
re

ce
iv

e
d.

 T
h

e 
do

se
 r

ec
ei

ve
d

 a
t 

th
e 

be
g

in
n

in
g 

o
f t

h
e 

tr
e

at
m

en
t-

ph
a

se
, o

r 
th

e 
la

st
 d

os
e 

re
ce

iv
ed

 if
 t

h
e 

su
bj

e
ct

 d
is

co
nt

in
ue

d 
fr

om
 t

he
 s

tu
dy

 d
ur

in
g 

th
e

 
tr

e
at

m
en

t-
ph

as
e

, i
s 

p
re

se
nt

ed
.

* 
=

 s
ub

je
ct

 w
as

 d
ow

n-
tit

ra
te

d 
du

e
 t

o 
to

le
ra

bi
lit

y 
is

su
es

.
[2

] A
b

us
e-

re
la

te
d 

A
E

s 
in

cl
u

de
 t

he
 f

ol
lo

w
in

g
 M

e
dD

R
A

 P
re

fe
rr

e
d 

T
er

m
s:

 E
up

h
or

ic
 m

oo
d;

 E
le

va
te

d 
m

oo
d;

 F
ee

lin
g

 a
bn

o
rm

a
l; 

F
ee

lin
g 

dr
un

k;
 F

ee
lin

g
 o

f 
re

la
xa

tio
n;

 D
iz

zi
ne

ss
; 

T
hi

nk
in

g 
ab

no
rm

a
l; 

H
a

llu
ci

na
tio

n;
 In

a
pp

ro
pr

ia
te

 a
ffe

ct
; 

S
om

no
le

nc
e;

 M
oo

d 
di

so
rd

er
s 

a
nd

 d
is

tu
rb

an
ce

s;
 p

sy
ch

o
si

s;
 a

gg
re

ss
io

n
; c

on
fu

si
on

 a
n

d 
di

so
rie

nt
at

io
n

; d
ru

g
 t

ol
er

an
ce

; h
ab

itu
a

tio
n;

 d
ru

g 
w

ith
d

ra
w

al
 s

yn
dr

om
e

; s
ub

st
a

nc
e

-r
e

la
te

d 
di

so
rd

er
s.

P
ro

g
ra

m
m

in
g

 n
o

te
: 

“O
th

e
r 

A
ct

io
n 

T
ak

en
” 

w
ill

 b
e 

ei
th

er
 N

on
e

, M
ed

ic
at

io
n 

R
eq

u
ire

d
, 

R
el

ev
an

t 
P

ro
ce

du
re

, 
o

r 
O

th
er

; 
if 

sp
ec

ify
 t

ex
t 

is
 n

ee
de

d,
 c

on
ca

te
na

te
 “

R
el

e
va

nt
P

ro
ce

d
ur

e:
” 

or
 

“O
th

e
r:

” 
w

ith
 t

he
 t

ex
t.

 If
 S

er
io

us
? 

is
 Y

es
, c

on
ca

te
na

te
 a

ll 
se

ri
ou

s 
cr

ite
ria

 m
a

rk
e

d 
as

 Y
es

 w
ith

 a
 s

em
ic

ol
on

. 
If 

n
o 

ev
en

ts
 m

ee
t 

th
e 

cr
ite

ria
 fo

r 
di

sp
la

y,
 p

re
se

nt
 “

N
o 

ev
en

ts
 a

re
 r

ep
o

rt
ed

.”
 

S
O

C
 &

 P
T

 te
xt

 s
ho

u
ld

 b
e 

in
 p

ro
p

er
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e 

in
 t

ab
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, 
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 s
h

ow
n 

in
 th

e 
sh

el
l.

E
n

su
re

 c
or

re
ct

 M
ed

D
R

A
 v

er
si

on
 is

 p
rin

te
d 

in
 f

oo
tn

ot
e.

S
in

ce
 t

re
at

m
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t 
gr

ou
p

s 
pr

e
se

nt
e

d 
ar

e
 b

a
se

d 
on

 t
he

 
do

se
 (

m
g

) 
re

ce
iv

e
d 

a
t t

h
e 

b
eg

in
ni

n
g 

o
f t

he
 t

re
at

m
en

t-
ph

a
se

, 
ac

tu
al

 d
os

es
 n

e
ed

 t
o 

b
e 

d
et

e
rm

in
ed

 f
ro

m
 t

h
e 

d
at

a.
If 

a
 s

ub
je

ct
 r

ec
ei

ve
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a 
lo

w
e

r 
do

se
 t

ha
n 

pl
an

n
ed

 d
ue

 to
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e
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lit
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pl

ac
e 

an
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st
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 t
o 

th
e

 tr
ea
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 t
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m
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t c

ol
um
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a
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en
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[1

]
P

ar
am

et
er

 (
u

ni
t)

S
tu

dy
 V

is
it

D
at

e
o

f A
ss

es
sm

en
t 

(S
tu

dy
 D

ay
)

S
ta

nd
ar

d 
R

es
ul

ts

C
ha

n
ge

 
fr

om
 

B
a

se
lin

e 
[2

]
R

ef
er

en
ce

 
R

an
g

e 
[3

]
R

ef
er

en
ce

 
R

an
g

e 
F

la
g

A
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e
ss

io
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N
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b
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C
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o
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N
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 D
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X
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X
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X
X

X
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X
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X
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R
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X
D

D
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M
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X
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D
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M
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Y
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)
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X
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D
D
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)
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X
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D
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)
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X
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D
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X
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D
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M
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X
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X
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X
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X
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D
X
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X
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X
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X
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X
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X
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D
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A
b

br
ev

ia
tio

n
s:

 A
 =

 a
bn

o
rm

al
; C

S
 =

 c
lin

ic
al

ly
 s

ig
ni

fic
an

t; 
H

 =
 h

ig
h;

 L
 =

 lo
w

; 
N

D
 =

 n
ot

 d
on

e.
N

ot
e:

 S
tu

d
y 

d
ay

 is
 c

a
lc

u
la

te
d 

re
la

tiv
e 

to
 t

h
e 

da
te

 o
f f

ir
st

 d
os

e 
of

 s
tu

d
y 

dr
ug

. 
[1

] T
re

at
m

en
t 

is
b

as
e

d 
o

n 
tr

e
at

m
en

t 
re

ce
iv

e
d.

 T
h

e 
do

se
 r

ec
ei

ve
d

 a
t 

th
e 

be
g

in
n

in
g 

o
f t

h
e 

T
re

a
tm

en
t-

P
ha

se
, 

or
 t

h
e 

la
st

 d
os

e 
re

ce
iv

e
d 

if 
th

e
 s

ub
je

ct
 d

is
co

n
tin

u
ed

 f
ro

m
 t

h
e 

st
u

dy
 d

ur
in

g 
th

e 
T

re
at

m
en

t
P

h
as

e,
 is

 p
re

se
nt

ed
.

* 
=

 s
ub

je
ct

 w
a

s 
do

w
n-

tit
ra

te
d

 d
u

e 
to

 to
le

ra
b

ili
ty

 is
su

es
.

[2
] B

a
se

lin
e 

is
 th

e 
S

cr
ee

ni
n

g 
V

is
it 

0
1A

 f
or

 n
ew

 s
u

bj
e

ct
s 

a
nd

 e
ith

e
r 

th
e 

S
cr

ee
ni

n
g 

V
is

it 
0

1B
 o

r 
th

e 
la

st
 K

P
4

15
.E

01
 S

tu
dy

 V
is

it 
fo

r 
ro

ll-
ov

e
r 

su
bj

ec
ts

[3
] 

R
ef

er
en

ce
 r

an
ge

 is
 u

se
d 

to
 id

en
tif

y 
p

ot
en

tia
lly

 c
lin

ic
al

ly
 s

ig
ni

fic
an

t l
a

bo
ra

to
ry

 v
a

lu
e

s.

P
ro

g
ra

m
m

in
g

 n
o

te
:

up
da

te
 a

bb
re

vi
a

tio
ns

 to
 r

ef
le

ct
 a

ct
ua

l d
a

ta
.

If 
te

st
 w

as
 n

ot
 d

on
e,

 s
et

 r
es

u
lts

 t
o

 N
D

; 
m

ak
e

 s
u

re
 la

st
 c

ol
um

n
 is

 p
op

u
la

te
d 

ac
co

rd
in

gl
y.

 S
in

ce
 tr

ea
tm

e
nt

 g
ro

up
s 

pr
e

se
nt

e
d 

ar
e 

b
as

e
d 

on
 t

he
 d

os
e 

(m
g)

 r
ec

ei
ve

d 
at

 t
h

e 
be

gi
n

ni
ng

 o
f t

h
e 

T
re

at
m

en
t

P
ha

se
, a

ct
u

al
 d

os
es

 n
ee

d
 t

o 
be

 d
et

er
m

in
ed

 f
ro

m
 t

he
 d

a
ta

. 
If 

a
 s

ub
je

ct
 r

ec
ei

ve
s 

a 
lo

w
e

r 
do

se
 t

ha
n 

pl
an

n
ed

 d
ue

 t
o 

to
le
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lit
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ce
 a

n
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st
er
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k 

n
ex
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 t
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 t
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at
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e
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m
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co

lu
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a
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e

 s
h

el
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s 
L

is
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n
g

 1
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Appendix 1: Premier Research Library of Abbreviations

Abbreviation Definition

aCRF annotated case report form

AD associated documents

ADHD attention-deficit hyperactivity disorder

ADHD-RS-5 Attention-Deficit Hyperactivity Disorder Rating Scale 5

ADR adverse drug reactions

AE adverse event

AESI adverse events special interest

AIC Akaike information criterion

ALT alanine aminotransferase

ANCOVA analysis of covariance

AR(1) Autoregressive

AST aspartate aminotransferase

ATC anatomical therapeutic chemical

BLQ beneath limit of quantification

BMI body mass index

BSA body surface area

CCGs CRF completion guidelines

CD compact disc

CDISC clinical data interchange standards consortium
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Abbreviation Definition

CEC central ethics committee

CFR code of federal regulations

CGI-I Clinical Global Impressions–Improvement

CGI-S Clinical Global Impressions–Severity

CI confidence intervals

CIOMS council for international organizations of medical sciences

CIP clinical investigational plan

CM clinical manager or centimeter

CMP clinical monitoring plan

COV close out visit

CRA clinical research associate

CRF case report form

CRO contract research organization

CS clinically significant or compound symmetry

CSHQ Children’s Sleep Habits Questionnaire

CSM clinical supply manager

CSR clinical study report

C-SSRS Columbia-Suicide Severity Rating Scale

CTA clinical trial administrator

CTM clinical trial manager

CTMS clinical trial management system
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Abbreviation Definition

DB database

DBL database lock

DBP diastolic blood pressure

DCRF data change request form

DDE drug dispensing error form

DEA drug enforcement administration

DIA drug information association

DIS data integration specification

DLT dose limiting toxicity

DM data management

DMB data monitoring board

DMC data monitoring committee

DML data management lead

DMP data management plan

DNA deoxyribonucleic acid

DOB date of birth

DS document specialist

DSG drug safety group

DSM drug supply management (drug distributor)

DSMB data safety monitoring board

DSP data safety plan
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Abbreviation Definition

DSUR development safety update report

DTS data transfer specification

DVD digital video disk

EC ethics committee

ECD edit check and derivation specifications

ECG electrocardiogram

eCRF electronic case report form

EDC electronic data capture

EMA European medicines agency

EOS end of study

EOT end of treatment

ET early termination

eTMF electronic trial master file

EU European Union

FA full analysis

FDA food and drug administration

FMP file management plan

FPFV first patient first visit

FPI first patient in

GCP good clinical practice

GMP good manufacturing practices
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Abbreviation Definition

GPV global pharmacovigilance

HEENT Head, neck, eyes, ears, nose, mouth, and thoat

HR heart rate

IB investigator’s brochure

IC or ICF informed consent or informed consent form

ICH international council for harmonization 

ID identification

IDM independent drug monitoring

IEC independent ethics committee

IM investigator meeting

IMV interim monitoring visit

IND investigational new drug

INDSR investigational new drug safety reports

IP investigational product

IRB institutional review board

IRF inventory release file

IRR infusion related reactions

IRT interactive response technology

ISF investigator site file

ITT intent-to-treat

IVRS interactive voice response system
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Abbreviation Definition

IWRS interactive web response system

IxRS interactive voice/web response system

kg kilogram

KPI key performance indicator

LAN local area network

LDM lead data manager

LMS learning management system

LLOQ lower limit of quantification

LOCF last observation carried forward

LPI last patient in

LPLV last patient last visit

LPO last patient out

LS least squares

MAAP medical affairs and pharmacovigilance teams

MAH marketing authorization holder

MedDRA medical dictionary for regulatory activities

mg milligram

MHRA medicines and healthcare products regulatory agency

MINI-KID
Mini International Neuropsychiatric Interview for Children and 
Adolescents

mL milliliter
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Abbreviation Definition

MM medical monitor

MMP medical monitoring plan

MMRM mixed effect model repeat measurement

MPH methylphenidate

MTD maximum tolerated dose

MVR monitoring visit report

N number

NA not applicable

NCS non-clinically significant

NF non-functional

PD protocol deviation

PDGP protocol deviation guidance plan

PE physical examination

pH hotential hydrogen

PI principal investigator

PIN personal identification number

PK pharmacokinetic

PKAP pharmacokinetic analysis plan

PM project manager

PMP project management plan

PP per-protocol
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Abbreviation Definition

PRIMS Premier Research information management system

PS project specialist

PT preferred term or Prothrombin Time

PTT Prothrombin Thromboplastin Time

PV pharmacovigilance

PVG pharmacovigilance group

QA quality assurance

QARC quality assurance, risk and compliance

QC quality control

QOL quality of life

QTcF
Time between the start of the Q wave and the end of the T wave (QT 
interval) in the heart's electrical cycle, corrected for heart rate with 
Fridericia’s formula

ROT record of training

RR respiratory rate or relative rate

RSM regional site monitor

SAE serious adverse event

SAP statistical analysis plan

SAS® a software system used for data analysis

SBP systolic blood pressure

SC study coordinator

SCR software change request 
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Abbreviation Definition

SD standard deviation

SDS study design specifications

SDTM study data tabulation model 

SDV source data verification

SECC self-evident correction conventions 

SECP self-evident correction plan

SF screen failure

SFT or SFTP secure file transfer or secure file transfer plan

SIV site initiation visit

SLA service level agreement

SMP safety management plan

SOC system organ class

SOP standard operating procedure

SOW statement of work

SQV site qualification visit

SUA start-up associate

SUSAR suspected, unexpected, serious adverse (drug) reaction

TA trial assistant

TEAE treatment-emergent adverse event

TMF trial master file

TOM task ownership matrix
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Abbreviation Definition

TSH thyroid stimulating hormone

UAT user acceptance testing

USA United States of America

UTC universal coordinated time

VC variance components

WAN wide area network

WAR work at risk

WG working guideline

WHO world health organization

WHO-DD world health organization drug dictionary

WHO-DDE world health organization drug dictionary enhanced


