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AutoPilot Toolkit

The AutoPilot Toolkit for Phoenix allows users to automatically create PK output such as graphs,
tables, and text documents, from study data and NCA results. It provides the same functionality of the
original AutoPilot Toolkit and it is integrated into the Phoenix framework. It is only available when run-
ning the 32 bit version of Phoenix.

The AutoPilot Toolkit consists of four main parts: the Administrator panel, the AP Automation object,
the AP Comparison object, and Automation File Explorer. The AP Automation and the AP Compari-
son objects automate PK analyses and compare output from automation runs. They allow users to

specify selections for input study data, analysis execution, and output on a run-by-run basis.

The Administrator panel allows users to select PK parameters, variables, and output types. Adminis-
trator selections are stored in XML (Extensible Markup Language) files and are applied to AutoPilot
Toolkit runs.

Automation File Explorer helps users prepare reports that use AutoPilot Toolkit graph and worksheet
output. Automation File Explorer loads the JPG, EMF, or WMF graphs and XLS worksheet from an
AutoPilot Toolkit’s project output files and exports them into Microsoft Word documents and Power-
Point presentations.

Information on the following topics is available:

Getting Started with AutoPilot Toolkit
Study Preparation

PK Automation

Analyte Comparison

Accumulation and Other Comparisons
Output File Naming Conventions
Output

AutoPilot File Explorer

PK Parameters

Summary Statistics

Automation Output Examples
Comparison Output Examples
Administration Module
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Getting Started with AutoPilot Toolkit

Getting Started with AutoPilot Toolkit
This section contains the following topics:

Workflows and AutoPilot Toolkit objects
Language settings for non-unicode programs
Configuration settings

Third-party application requirements
Installation test

Example comparison project

Note: AutoPilot Toolkit users should run Phoenix32 as opposed to Phoenix when running on 64-bit

operating systems. The Phoenix desktop icon should be replace with one that references the
Phoenix32 executable as well.

Note: This application is not intended to provide the technical controls required for a 21 CFR Part 11
compliant implementation.

Workflows and AutoPilot Toolkit objects

An AutoPilot Toolkit object can be incorporated into Phoenix workflows as with other Phoenix objects.
However, when a Workflow object is selected and [ is clicked, all operational objects in that work-
flow, except AutoPilot Toolkit objects, are run. This is done to avoid very long run times.

Users can change this default behavior through a preferences option available in the Phoenix Prefer-
ences dialog (Edit > Preferences, select AutoPilot in the list).

Execution
BExecute as Part of Worddlow
Waming
By selecting this option all Automation and Comparison objects will execute as part of an executing
wordlow. Selecting this option could result is veny long runtimes.

* Check the Execute as Part of Workflow checkbox to include AutoPilot Toolkit objects in work-
flow execution.

Note: This checkbox does not control an AutoPilot Toolkit object that is in a nested sub-workflow.

In the special situation where a custom XML settings file is used and saved with an AutoPilot Toolkit
object as part of a template in a workflow, it is recommended that the AutoPilot object be discon-
nected, the custom settings file selected again, and the input reconnected. Save the project, close it,
and load it again. This ensures that the template settings will refresh and the columns in the input
source will be accessible through the template.

Language settings for non-unicode programs

In Chinese and Kanji (Japanese) versions of Windows, the language setting for non-Unicode pro-
grams must be set to English (United States). If English is not selected for non-Unicode programs,
then the PK_Stats.xls and Summary_PK Text.doc files are not created.
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Configuration settings

AutoPilot Toolkit comes pre-configured and ready to use “out-of-the-box” with default settings. Desig-
nated AutoPilot Toolkit administrators (authenticated by user name and password) can modify these
settings and adjust them to meet a company's or working group's SOPs. The administrator-defined
settings, or configuration settings, define the default options available to users for automation and
comparison projects.

The settings are stored in an XML file that can easily be transferred from one computer to another, or
made part of an internal distribution for consistent implementation across an organization. The file
content is altered using the Administrator Module. This file can be selected in AutoPilot Toolkit's Gen-
eral tab.

When a non-administrator user starts AutoPilot Toolkit for an Automation or Comparison run, the
available settings are governed by the configuration settings and the default settings. Configuration
settings take priority over the default settings. For many AutoPilot Toolkit features, the user can make
selections for a specific run that override the administrator-defined configuration settings, allowing
flexibility and control over specific analyses and output.

Conversely, there are also several cases in which the settings defined in the Administration Module
cannot be modified in the User Module, where formats and business rules are considered to be part
of SOPs. See “Administration Module” for a description of features that are user- or administrator-
configurable.

Third-party application requirements

The following options must be set before using AutoPilot Toolkit.

SigmaPlot

The AutoPilot Toolkit supports SigmaPlot versions 11.1, 12.2, and 12.5. However, for the AutoPilot
Toolkit to work properly, the SigmaPlot spw . ini file must be modified prior to running the application
for the first time.

« Change the MaxNumberAutoLegends value in the spw. ini file to 600.

By default, SigmaPlot installs this file in C:\Users\<user name>\My Documents\Sig-
maP lot\SPW<version>

* In SigmaPlot, select Options in the Tools menu and select the Page tab.

» Clear the Graph objects resize with graph checkbox.

Excel numerical values stored as text

The appearance of small green triangles in the cells of an AutoPilot Toolkit generated Excel spread-
sheet indicates that numbers are stored as text in the spreadsheet. These triangles are only dis-
played on the screen and not when printed.

To disable the display of the small green triangles:
* Click Office and select Excel Options.
+ Select the Formulas panel.

* In the Error check rules section, clear the Numbers formatted as text or preceded by an apos-
trophe checkbox and click OK.

If the SigmaPlot plug-in for Microsoft Excel is installed for Excel 2010, 2013 or 2016, then the follow-
ing error may be encountered when opening an Excel worksheet created by AutoPilot Toolkit:
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The file you are trying to open “excelint.exe’ is in a different
format than specified by the system.

If this error message is displayed, users can either re-install SigmaPlot without Microsoft Excel inte-
gration or close Excel and move the integrated files to a new subfolder in the XLSTART folder.

+ If Excel 2010 is installed. then go to C:\Program Files\Microsoft
Office\OTfTiceld\XLSTART.

- If Excel 2013 is installed. then go to C:\Program Files\Microsoft
OfFice\OFFicel5\XLSTART.

« If Excel 2016 is installed, then go to C:\Program Files\Microsoft
Office\Officel6\XLSTART.

The XLSTART folder contains three files: excel int.exe, sigmaplot.xla, and spRe-
move . xla.

Word and appendix generation requests

When using Microsoft Word, the installed copy of Word needs to be personalized for AutoPilot Toolkit
to correctly finish the creation of Word documents. Otherwise, when requesting the generation of
Appendix documents, an error stating “Not all texts created” may appear at the end of the run.

To personalize the copy of Word:

» Click on Office in the upper left corner of the Word window and click Word Options at the bottom
of the dialog.

* In the Word Options dialog, enter a User name and Initials to personalize the copy of Word and
click OK.

Installation test

To test that the AutoPilot Toolkit installation has been successful, users can create table, graph, and
appendix output using sample AutoPilot Toolkit project files.

Note: This is not a full validation of the AutoPilot Toolkit.

« Start Phoenix by double-clicking the desktop icon ﬁ or selecting Phoenix 32 from your com-
puter’s Application list.

+ Load the project ..\Examples\AutoPi lot\AutoPilot Crossover Demo.phxproj.

Dbject Browser ¥ | AutoPiot Crossover Dema »> Workf
S @

-:j AutoPilot Crossover Demo Setup | Results | Verification | R
7{ Data - P ._.;
..{T Code =~ Tables
o[ Tables 0 (f i Demographics View
(3] BQLRues  (§ i Actual Times
"] Documents ~ (§ | Actual Times Der
7] Shotewts (1 Concentration
- Woidlow |}~ Cumulative ALC

A} AutoPilot Crossover Demo|ff | Lambda £
o 1:;_. ----- PK Parameter A
D[] w1 i

+ Select AutoPilot Crossover Demo _ Carterolol in the Object Browser to review the NCA model.

5
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The NCA model is a default plasma model with twelve subjects and oral drug administration.
Select AP Automation in the Object Browser to review the automation project.

Select individual tables and graphs, such as Demographics, PK Parameter A, Time Concentra-
tion, or Continuous Demographic in the Tables and Graphs nodes to view the selected variables
and statistics.

The General, Stratification/Normalization, Display, and Ordering tabs are used to choose study
design, configuration settings, variable stratification, and output display options.

Because an AutoPilot Toolkit run can take a long time, only two output types are going to be cre-
ated.

In the Setup tab, clear the Tables checkbox to remove all table selections.
Check only the box for Intext PK Parameter I.

Clear the Graphs checkbox to remove all graph selections.

Check only the box for Categorical Standard.

Clear the Appendix checkbox to remove all appendices.

Click [ to run the automation project.

AutoPilot Toolkit output is listed in the Results tab.

Example comparison project

Start the 32 bit version of Phoenix

Load the project .. \Examples\AutoPilot\AutoPilot Comparison Demo -
Stacked Data.phxproj.

Object Browser ® ¥ | AutoPilst Comparison Demo _ Stacked Data 33 ol
& o e &
Elm AutoPilot Comparson Demo _ Stacke: Results | Verification | Reporiing
[#-{E2| Data d
-{T]] Code L. Reference
..... [ Tables E--+| Tables
-{%] BQLRules  |§ i i Comparison Concentration Ratios
{7 Documents |} B Comparison PK Parameter A Ratios Analyte
{7 Shotewts  |[f b Comparison PK Parameter B Ratios Analyte
Bt Worddlow ([l i e Comparison Intext PK Parameter | Anahyte
jm: AUTOPILOT CROSSOVER DIR | Fo [] Comparison Intest PK Parameter || Analyte
R 7 oo Comoorcon S| IERVCTE
R | [, Time Concentration
----- Comparison Categorical Standard
----- Comparison Categorical Box & Whisher
----- Comparison Cortinuous Demographic
=k Appendic
o Comparizon Individual Time Conc

Figure 3-1. Comparison example project loaded into Phoenix

Select AUTOPILOT CROSSOVER DEMO _ CARTEROLOL Stacked in the object browser to

review the NCA model.

The NCA model is a default plasma model with twelve subjects and oral drug administration. The
input data contains two treatments and two analytes for use in the comparison.
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+ Select AP Analyte Comparison in the Object Browser to review the comparison project.

« Select individual tables and graphs, such as Comparison Concentration Ratios, Comparison PK
Parameter A Ratios Analyte, Time Concentration, or Comparison Continuous Demographic in the
Tables and Graphs nodes to view the selected variables and statistics.

The General, Stratification, Display, and Ordering tabs are used to choose study design, configu-
ration settings, variable stratification, and output display options.

» Execute the comparison project.

AutoPilot Toolkit output is listed in the Results tab.
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Study Preparation

Study Preparation

AutoPilot Toolkit PK Automation projects require an NCA model, which is created in Phoenix before
running AutoPilot Toolkit. The model requirements vary depending on the study design selected in the
AP Automation object and the NCA model used. Model requirements fall into the following categories:
* Model Variables: Sort, X (time), Y (concentration), and Carry. Any variables that are to be
used for stratification or normalization must be mapped to the Carry context in the NCA
model's Main Mappings panel.
+ Dosing Regimen
* Regression or Lambda Z
+ Partial Areas

* Model Options

The NCA model omits a column from the output worksheet if the column has all missing values. For
example, if the Lambda Z value was not calculable for any profile in the project, there will be no
Lambda Z column in the NCA output. Consequently, AutoPilot Toolkit output will not include any
Lambda Z data.

Note: AutoPilot Toolkit cannot use input data that is derived from a sparse dataset.

Study data must be prepared according to the standards defined by Certara as part of the AutoPilot
Toolkit description. AutoPilot Toolkit does not modify the original data worksheets.

The topics in this section include:

Study data variables
Required data variables by study type
Support of data stacked by analyte

Study data variables

AutoPilot Toolkit analyses require that study data include specific variables for automation input. Once
the study data variables are defined, the user must create a model that defines model settings and
parameters for an AutoPilot Toolkit automation project. Specific model requirements are given in the
previous section.

The variables fall into the following categories:

Subject

Dosing

Sample Collection Point (SCP)
Data Collection Point (DCP)
Demographic

The following tables list the default variables for an AutoPilot Toolkit-ready study, including required
variables and additional variables that are often useful. See “Required data variables by study type”
for a listing of required and optional variables for each study type.

Phoenix name: Required column name in Phoenix
Display name: Default column name used in final AutoPilot Toolkit output.

Note: AutoPilot Toolkit requires that the case of column names match the case in the user’s data. Other-
wise, it can create differences in the output. For example, mapping the variable Gender to the
user’s data column GENDER may place male data before female data in graphs stratified by gen-
der.
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Default subject and dosing variables

Phoenix Display Units | Preci| Restrictions | Comments

Name Name sion

Subject Subject NA No Alphanumeric | Patient (subject) identifier

Dose Dose Yes | dec/O| Numeric Dose administered

Default Sample Collection Point (SCP) variables

Phoenix Display Units | Preci| Restrictions | Comments

Name Name sion

Rela- Nominal Time | Yes | dec/2| Numeric Protocol/nominal time of sampling

tive_Nomi- since last dose. Used for Time,

nal_Time Time-Conc, and Cumul AUC output
and possibly X-var in model.

Relative_Actu-| Actual Time Yes | dec/2| Numeric Actual time of sampling since last

al_Time dose. Used for Time, Time-Conc
output. Often used for the X-var in
model.

Rela- Nominal End | Yes | dec/2| Numeric Two purposes: Observation sheet is

tive_Nomi- Time nominal interval end time from last

nal_End_Time dose of sampling for urine (Upper
Time in model) and Dosing sheet is
nominal end time for infusion.

Relative_Actu-| Actual End Yes | dec/2| Numeric Two purposes: Observation sheet is

al_End_Time | Time actual interval end time from last
dose of sampling for urine (Upper
Time in model) and Dosing sheet is
actual end time for infusion.

[Matrix]_[Ana- | [Matrix] (Ana- | Yes | sig/3 | Numeric or Concentration of sample collected.

lytelD]_[Route | lytelD) Con- identified as Every column name using this tem-

1@ centration? Missing plate is identified as a concentration

B column, e.g., [Matrix]_(Ana-
lytelD)_RawCONC.

Volume Volume Yes | dec/0| Numeric Sample collection volume
(Required for Urine Models 210-
212 only)

Midpoint Midpoint Time | Yes | dec/2| Numeric Calculated time point that is equi-
distant between the Lower and
Upper collection times of a given
urine collection interval.

Rate Rate Yes | sig/3 | Numeric Excretion rate for each interval
(amount eliminated per unit of time)
= (Concentration*Volume) / (End-
ing time — Starting time).

Amount_Urine | Amount Urine | Yes | sig/3 | Volume Concentration*Volume.




Study Preparation

a. [Matrix] is replaced with the matrix value from the study data. (AnalyteID) is replaced with the An-
alyte ID from the study data. An administrator can configure the concentration columns regarding
name, use, and order of Matrix and AnalytelD.

When running stacked data, Analyte is not to be included in the concentration template.

Default demographic variables

Phoenix Display Units| Preci| Restrictions | Comments

Name Name sion

Discrete Demographic

Sequence? Sequence NA | NA | Discrete, Sequence of treatments received
alphanumeric | (randomized crossover studies

only)

Gender Gender NA NA Discrete, val- | Subject sex
ues: male,
female

Race Race NA NA Discrete, Subject ethnicity
alpha. e.g.,
“Caucasian”

Smoke Smoke NA NA Discrete, val- | Subject smoking status
ues: yes/no

Genotype Genotype NA NA Discrete, Subject Baseline genotype status
alphanu-
meric, e.g.,
“CYP2D6
Extensive”

Child_Pugh Child Pugh NA NA Discrete vari- | Subject Child Pugh classification
able

Alcohol Alcohol NA NA Discrete, val- | Subject status: consumes alcohol
ues: yes/no or not

Continuous Demographic

Age Age year | dec/0| Continuous, Subject age
numeric

Wagt Weight kg dec/1| Continuous, Subject body weight at screening
numeric

Height Height cm dec/0 | Continuous, Subject height
numeric

BMI BMI kg/ dec/1| Continuous, Subject Body Mass Index

m2 numeric

LBW LBW kg dec/1 | Continuous, Subject Lean Body Weight
numeric

BSA BSA m2 dec/2 | Continuous, Subject Body Surface Area
numeric

CrCL CrCL mL/ | sig/3 | Continuous, Subject Baseline Creatinine Clear-

min numeric ance
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a. Required for randomized crossover study designs to conduct inferential statistics.

An Administrator can add variables by providing the name, category, and data restrictions and map
them to the AutoPilot Toolkit system variables. Associated units from these added variables is taken

directly from the column headers in the study data.

Required data variables by study type

The following table identifies the required versus optional data variables, by study type and matrix

(plasma or urine).

Req: Required

Opt: Optional

Variable Study Design

*RCT *NRCT Replicated Parallel Trough (All)
Analyte @ Req Req Req Req Req
Subject Req Req Req Req Req
Treatment_De-| Req Req Req Req Req
scription
Period Req Opt Req Opt Req for repli-

cated, else Opt

Day Req Req Req Req Req
RAT Opt Opt Opt Opt Opt
RNT Req Req Req Req Req
RAET Opt Opt Opt Opt Opt
RNET Opt (Plasma) | Opt (Plasma) | Opt (Plasma) | Opt (Plasma) | Opt (Plasma)

Req (Urine) Req (Urine) Req (Urine) Req (Urine) Req (Urine)
XX_Dose Req Req Req Req Req
Concentration | Req Req Req Req Req
variable®
Volume Req Req Req Req Req
Sequence Req Opt Opt Opt Opt
Demogs (Cat- | Opt Opt Opt Opt Opt
egorical)
Demogs (Con- | Opt Opt Opt Opt Opt
tinuous)
Midpoint_Time | Opt Opt Opt Opt Opt

a. Analyte required for stacked data only.
b. Either XX RawCONC or XX PKCONC is required. What exactly is required depends on the base

of the concentration template.

* RCT: Randomized Crossover Trial

** NRCT: Non-randomized Crossover Trial




Study Preparation

Support of data stacked by analyte

Stacked data theory
Other requirements and supported options

Stacked data theory

The simplest datasets include data from a single concentration assayed from a single source, or
matrix, and resulting from the drug being administered by a single route. Such data might have only
time and concentration fields.

When clinical drug studies are run, researchers often gather a multitude of data from analyzing both
blood and urine samples. The drug is often given in pill form during one part of the study, and it is
given intravenously in another. The study may only analyze blood and urine samples for concentra-
tion amounts of the drug itself. Typically, however, concentrations of other chemical entities that exist
in the body must be analyzed as well. Therefore, instead of a simple concentration being examined
from one matrix as a result of a single route of administration, the data can consist of concentrations
from a variety of analytes, found in multiple matrices, and resulting from a variety of administration
routes.

The layout of such data varies. The data layout can be described as stacked, unstacked, or partially
stacked. The levels of data stacking are listed under “Variable assignments”. In AutoPilot Toolkit, there
are three fields that determine how a dataset is stacked.

» Matrix: plasma or urine
« Analyte: drug given or other chemical entities
* Route: pill or intravenous

Using stacked data in AutoPilot Toolkit

In AutoPilot Toolkit, all of the analytes can be processed during a single run if the data is in a format
such that all analyte concentration data is found in a single column. A new column, called Analyte,
must contain the text names of the analytes themselves. These text values are similar to previous
individual column headers in an unstacked dataset.

Refer to “Concentration Variable Template Selection tab” for additional details on how to setup the
Administrator Tool to support stacked analyte data.

Variable assignments

The tables below detail the NCA model requirements for plasma and urine matrices, respectively, for
different PK Automation study designs. The Sort Variables in the model must be ordered as they are
presented in the table below. For example, Subject then Treatment_Description.

Note: Trough analyses do not require an NCA model.

NCA requirements for plasma data (Models 200-202) and
urine data models (210-212) automation study design

Variable Crossover Crossover Crossover Parallel
RCT Non-RCT Replicated

Sort Variables

Analyte?

Subject

13
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NCA requirements for plasma data (Models 200-202) and
urine data models (210-212) automation study design
Variable Crossover Crossover Crossover Parallel
RCT Non-RCT Replicated
Treatment_De- X X
scription
Period®
Day® X X

Lower Times

Relative_Actual_- X X X X
Time or Rela-
tive_Nominal_Tim
e

Upper Times

Relative_Actu- X X X X
al_End_Time or
Relative_Nomi-
nal_End_Time

Volume

Volume X X X X

Concentration

Concentration X X X X
variable

Carry-Alongs

Sequence® X

PeriodP

Treatment_De- X X
scription

a. Required for stacked data only.

b. The variable Period is required as a Sort Variable for a Crossover-Replicated study design or as a Car-
ry-Along variable for a Crossover-Randomized study that includes inferential statistics. Failure to in-
clude Period as a variable in your study data will result in the use of a parallel model for the
calculation of the inferential statistics in the case of these Crossover-Randomized studies.

c. The variable Day is needed as a sort variable only when the study has multiple full-profile days. If
Day is not selected as a Sort Variable or Carry-Along for single or multiple dose studies, then Auto-
Pilot Toolkit automatically creates a Day column and sets all day values to “1”. For this reason, if the
study has Day values other than “1”, Day must be included as a Carry-Along if it is not a Sort key.

d. The variable Sequence is needed as a Carry-Along variable only for a Randomized Crossover that
includes inferential statistics.




Study Preparation

Note:

If there is a missing or blank Day value in a dataset, it is automatically set to “1”. This can result in
discrepancies between the number of subjects in each sequence in InText PK Parameter and
Lambda Z tables because the subject that has a missing or blank Day value, the subject will be
counted in Day 1 of a study but not in the next Day of a study.

Other requirements and supported options

Dosing Regimen: AutoPilot Toolkit requires that, for stacked input data, dose data be specified in
the NCA model.

Lambda Z: Turning off curve stripping is supported with stacked data. This option appears in the
Lambda Z Ranges dialog (select Lambda Z Ranges in the NCA Model menu). When Disable
curve stripping is selected, no Lambda Z selections are assigned. In this case, Phoenix does
not calculate any PK Parameters that use the Lambda Z.

Partial AUCs: Partial AUC intervals can be defined in the NCA model for stacked data. AutoPilot
Toolkit allows up to three partial AUC calculations per profile to be included in the output.

15
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PK Automation

PK Automation

AutoPilot Toolkit supports automation of PK analyses through the use of the NCA model object’s out-
put. The PK Automation settings in the user interface can be saved as a Phoenix project or template
file for re-use. The PK analyses supported by AutoPilot Toolkit can also be retrieved as scenarios
from the PKS.

Use one of the following to add the object to a Workflow:

Right-click menu for a Workflow object: New > AutoPilot > AP Automation.

Or Main menu: Insert > AutoPilot > AP Automation.

Or right-click menu for a worksheet: Send To > AutoRilat > AP Automation.

Or select a workflow in the Object Browser and click Eﬂ in the Object Toolbox on the left side of
the Diagram tab.

An AP Automation object must have a source of input data assigned to it as a first step. When the
input source is selected, AutoPilot Toolkit then creates the AP Automation user interface based on the
input data.

Usually the Final Parameters table from an NCA model is mapped to the AP Automation object. In a
trough automation project, on the other hand, the Observations dataset is used. Datasets from differ-
ent operational objects can also be mapped to a trough automation project. For example, a worksheet
that is created by the Column Transformation or Bioequivalence objects can be mapped to an AP
Automation object as long as the worksheet contains valid data for trough automation.

When connected to an NCA object, the AP Automation object detects any changes to the NCA model
and generates an alert. The AP Automation object does not correct the problem. It only alerts users
that changes were detected in Sort Keys, Model Types, Dose Types, or Sparse settings. Users must
revert their NCA changes or make the necessary changes to the AP Automation object. The Automa-
tion object will be marked as “out of date” if changes to the NCA model are detected or if the NCA
model input data is changed. In the latter case, the NCA model will also be marked as “out of date.”

Note: The reference treatment must exist in both the study worksheet and in the NCA model output in

order for the PK Ratios and PK Statistics tables to be created. If the reference treatment does not
exist in the NCA model output (due to less than two time points or invalid concentration values),
then the two tables cannot be created and an error is displayed.

To change a source of input data

Once a source of input data is mapped to an Automation object, it can be changed by simply remap-
ping the input to the new source. AutoPilot Toolkit will check the compatibility of the new source with
the object.

» If the new source appears to be compatible with the object, a message to this effect is presented
in a dialog along with a reminder to review the object’s settings.

» If the new source is incompatible with the object (e.g., the object, initially connected to a plasma
NCA model is remapped to a urine model), a warning is generated. Continuing with mapping of
the incompatible data source to the object will result in all settings and/or previous results being
cleared.

This section contains the following topics:

List of output types
Input panel

Table panels
Graph panels
General tab
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Stratification/Normalization tab
Display tabs

Ordering tab

Automation results

See also:

+  “PK Automation tables” lists tables available for each combination of study design, dosing,
regimen, and matrix.

+ “PK Automation graphs” lists graphs available for each combination of study design, dosing,
and matrix.

+  “PK Automation appendix output” lists appendices available for each study design.

List of output types

The Setup tab consists of two areas, a hierarchical listing consisting primarily of output types avail-
able for the AP Automation object selected in the Object Browser, and a panel area for displaying
options specific to an item selected in the hierarchical list.

V| Input
- Tables
|¥| Demographics
Actual Times
Actual Times Deviation
Concentration
Cumulative AUC
Lambda Z
PK Parameter A
PK Parameter B
Intext PK Parameter |
| PK Ratios
PK Statistics
hs
Time Concentration
Categorical Standard
Categorical Box & Whisicer
Contiruous Dose Standard
Continuous Dose Box & Whisker
Continuous Demographic
=1-iv| Appendi
V] Individual Time Concentration
V| Summary PK Text

* Check/clear the checkbox beside a table type to include/exclude the table in the output.

1€ << <l <] <] [<]

;

<K€=

» Check/clear the checkbox beside the main Tables, Graphs, or Appendix items to add/remove all
items under that heading from the output.
Selecting Tables in the hierarchical list is only possible when stratifications or exclusions are set,
or when the input data is stacked by analyte.

+ To set options for an output type, click the name of the output type in the hierarchical list and
make changes to the options displayed in the panel on the right.




PK Automation

Note: Be sure to uncheck the Continuous Demographic graph if the study does not contain continuous
demographic variables.

Input panel

When an AP Automation object is inserted into a project, the input source must be assigned before
the object can be used or modifications to object settings can be made. The input source can be
mapped to an NCA Final Parameters worksheet or observations dataset.

Note: The units specified in a data set and in the NCA Model Options > Units tab must match in order for
the output to make sense.

* Inthe Setup tab, select Input in the hierarchical list.

Or
In the Diagram tab, right-click an AP Automation object and select View Setup.

ol | 2 X @ .

View Source Source
- 2 Mo worksheet has been selected.

General |

Configuration Settings
@ Use Factory Default Configuration
Use Custom Configuration

The factory default is cumently set as the default configuration for new objed
To make the cument configuration option the default for all new objects, clic)

_ Set as Default

In the previous figure, no input source has been defined, so the options available are restricted to
selecting the source and specifying an alternative source for configuration settings (refer to “General
tab” for more information on configuration settings).

Table panels

Users can set the variables, statistics, or precision for each table type. The options available depend
on the type of table selected.

The following sections describe the table options available:

Main Tables panel

Variables and Statistics tabs
Standard/Normalize tab
Precision tab

Statistical Analysis option
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Main Tables panel

The main Tables panel is only available if the input source is stacked by analyte, or when stratifica-
tions or exclusions are set, and at least one individual table’s checkbox must be checked. The panel
shows options that can be applied when generating the tables. The options vary depending on
whether the source is stacked or if stratifications and/or exclusions are defined.

* In the Setup tab, select Tables in the hierarchical list.

+ Check/Uncheck the Standard box to include/exclude a table in the output.

Type
Table —
S Group by Analyte
Demographics v |
P ae— u ................................
o Eer e p TR B =
Concentration W

» Check the Group by Analyte box to group the data for each analyte as separate columns within
the same table. Uncheck the box to create separate tables for each analyte.

Grouping is not available for the Demographics table.

» When stratification schemes have been defined, they can be applied by checking the Stratify by
__box. Uncheck the box to generate only a standard table.

Note: At least one stratified table must be selected if stratifications are specified or the object will not
pass verification.

Type . Exclusion Criteria
Table Stratify

by Gender are not applied | are applied
Demographics W
PP S e p— v .............................
Actual Times Deviation. [ | . ~
Concentration v

+ When Exclusion Criteria are defined, they can be applied when generating a table by checking

the corresponding are applied box. Check the are not applied box to generate a table, ignoring
the exclusion criteria.

See also:

Stratification/Normalization tab
Output Options tab for defining exclusions.
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Variables and Statistics tabs

The Variables and Statistics tabs are formatted the same for most tables. See “PK Parameters” for a
full list and descriptions of supported PK parameter study variables. See “Summary Statistics” for a
full list and descriptions of supported statistics.

Note:

Note:

Note:

The Variables tab may/may not be available, depending on the table type.

In the Setup tab, select a table type in the hierarchical list.
Select the Variables or the Statistics tab.

Variables and statistics that are in the Selected column will be included in the output and will be
reported in the order that they appear in the column.

Linselected: Selected:

— | | Gender

I&I Race

[ Addaiz> | [Smoke
Age
/gt

< R

[ <Remove | 1Vt

| <= Remaove All BMI
B3SA

| Mowelp | |crcL
| Mowve Down

The following instructions apply to both the Variables tab and the Statistics tab.

Select an item in one of the columns.
Click Add or Remove to move the item from one column to another.
Click Add All and Remove All to move all variables from one column to another.

Click Move Up and Move Down to change the position of a selected item in the list.

Selecting a large number of PK Parameters for statistics can generate a table that will not fit on a
single page and the table-splitting option does not currently work for the PK Stats table. Choose
only 7 or 8 parameters for this table. If you require more parameters to be listed, perform additional
Automation runs for the additional desired parameters and generate only the PK Stats table

When PK Statistics are specified, the AutoPilot Toolkit object should be executed directly and not
as part of the Phoenix workflow or the PK Stats table creation may fail.

Intext Table Statistics tab

The Statistics tab for Intext PK Parameter tables contains different options than Statistics tabs for
other tables.

In the Setup tab for an Intext PK Parameter type table, select the Statistics tab.
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Note:

Mon-Time Dependent Time Dependent
A+B A(B - C)
Mon Time Dependent Stats Time Dependent Stats
A defined Mean ~| | Adefined |Mean '.|
B defined |SD ¥| | Bdefined | Min "’_|
Location in Display in Title > C defined | Max '_|
Output . y

In the Non-Time Dependent section, select the equation to be used (currently A +/- B is the only
one available).

Identify the statistics to use in the equations from the pull-down menus.

Choose the location for displaying the information: Display in Title, Display in Footnote, Do not
display in output.

In the Time Dependent section, select the equation to be used (currently A(B — C) is the only one
available).

Identify the statistics to use in the equations from the pull-down menus.

Changes made to the non-time dependent and time dependent statistics options in one Intext
table are copied to the other Intext table. For example, if Comparison Intext PK Parameter Il Ana-
lyte is selected in the Tables tab and the settings for A and B in the Non-Time Dependent Stats
area are changed, the changes are automatically applied to the Comparison Intext PK Parameter
| Analyte table.

Standard/Normalize tab

This tab becomes available for PK Parameter tables when normalization schemes are defined (see
“Stratification/Normalization tab”).

In the Setup tab for a table of PK parameters, select the Standard/Normalize tab.

Select the Display option All standard, then all normalized by to list all of the standard
columns first, followed by normalized columns.

To group the columns so that the standard and normalized version of the data are together, select
the Display option Group together standard and normalized by .

Toggle generation of tables with and/or without normalization for each parameter by selecting/
unselecting the checkboxes in the Normalize and Standard columns.

Precision tab

For each variable and statistic, the precision can be set by the number of significant digits or decimal
places. Selection of the type and value of numerical precision is also done through this tab.

In the Setup tab, select a table type from the hierarchical list and select the Precision tab.
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Precision Selection:
Statistics
Variables Individual N Mean sD
Type Val| Type Vall Type Val| Type Vah
Tmax Decimal |=| 2 | Decmal |« 0 | Decimal |« 2 | Decmal |[«| 2
Cmax ISignificant w| 3 {Decmal |« | 0 iSignificant [« 3 iSignificant |« |} 3
AlUClast ISignificant w| 3 iDecimal |« | 0 iSignificant [+ 3 i Significant |« 3
ALCINF_obs ISignificant w| 3 {Decmal |« | 0 iSignificant [« 3 iSignificant |« |} 3
AUC_"qu)'iFED_DbS. Decimal || 0 iDecimal (= 0 i Decimal [« 0 i Decmal |« 0
SE Min Median Max V%% Geometric Mean
Type Vall Type Valy Type Val Type Val Type Val Type Val
Decimal |« 2 | Decmal |=[ 2 | Decimal |« 2 { Decimal |« | 2 | Decimal|+ [ 0 Decmal || 2
Significant| = | 3 iSignificant| = Significant| = [ 3 i Significant|«|; 3 .Decimal » [ 0 iSignificant| = |} 3
Significant| = | 3 iSignificant| = [{ 3 iSignificant|« | 3 {Significant| = |} 3 .DEcimaI » [ 0 iSignificant| » |} 3
Significant| = | 3 iSignificant| « [} 3 i Significant|« |} 3 i Significant| = | 3 .Decimal » [ 0 iSignificant| = |} 3
Decimal || 0 Decmal || 0 Decimal v 0 Decmal |»| 0 Decimal v 0 Decmal v 0

In the Type menu for each statistic, select Decimal or Significant.

Select a cell in the corresponding Value column to enter a new precision display value.

Statistical Analysis option

An option is available for PK Ratios and PK Statistics tables to include inferential statistics calcula-
tions and PK parameter ratios in order to produce additional output tables titled PK_Ratios and
PK_Statistics. See “PK Automation tables” for descriptions of the tables.

In the Setup tab, select PK Ratios or PK Statistics in the hierarchical list.

In the Reference menu, select an analyte to include in the statistical analysis.

The Reference can be selected in the PK Ratios and PK Statistics panels. The specified reference
treatment will be used as the denominator in the ratio and inferential statistics calculations.

Statistical Analysis

Reference: Carterolol -

Graph panels

AutoPilot Toolkit allows the user to apply different attributes to each graph. These attributes include Y-
axis scaling, summary value display, error bar display, and regression line options. Selection of PK
parameters to include in the graphs is also available.

The following sections describe the graph options available for each graph type:

Main Graphs panel

Time Concentration panel
Categorical Standard panel
Categorical Box and Whisker panel

23



AutoPilot Toolkit
User’s Guide

24

Main Graphs panel

Continuous Dose Standard panel
Continuous Dose Box and Whisker panel
Continuous Demographic panel

In the Setup tab, select Graphs in the hierarchical list.

Parameters that are in the Selected column will be included in the output.

nselected:

Rsg
R=sag adiusted
Cormr XY

Lambda =z
Lambda z lower
Lambda z upper
HL Lambda =z
Tlag

Cmax D

Tlast

Clast

AllClast

AlUCall

AUCIMNF obs
AUCIMF D obs

AUCINF ored

Mo points lambda z

AUC %Extrap obs

m

|
|
|
|

<< Remove All

|
|
<Remore. ]
|

Selected:

Tmax
Cmax

Time Concentration panel

Select an item in one of the columns.

Click Add or Remove to move the item from one column to another.

In the Setup tab, select Time Concentration in the hierarchical list.

Click Add All and Remove All to move all variables from one column to another.

Output | Display
¥-Axis Scaling
Graph Linear
Selected
Error
Graph | Summary Value
Value Direction
Individual by Subject v W
By Treatment W ] Mean -
summary by Treatment v "] Mean [ SD |w[ Both |«
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Log Symbols for spaghetti plots
Legend
L ; Error
Gra Summary Val
a L Value | Direction | Individual Summary
L'd
W Mean - Fixed Individual | = |} Fixed Summary | = | Individual and summary | =
] Mean w [S5D|w [ Both |»

There are three types of Table Concentration graphs available:

* Individual by Subject: A separate graph is generated for each subject involved in the study.
Each line on the graph represents a separate treatment.

+ By Treatment: A separate graph is generated for each treatment performed during the study.
Each line in the graph represents a separate subject. An additional Summary Value line may
also be present.

«  Summary by Treatment: A single graph is generated. Each line represents a separate treat-
ment.

The panel displays a table of options for the Time Concentration graphs, grouped into categories and
sub-categories:

Output
« Check/Uncheck the Selected box to include/exclude a type of Time Concentration graph in the
output.
Output
Stratification
Sorted by | Sorted by
Selected Treatment | Demographic
‘Gender | Gender
v
v
L

* When Stratification schemes are defined (see “Stratification/Normalization tab”), they can be
used either as X-axis variables in a By Treatment or Summary by Treatment graph type
(Sorted by Treatment) or new sort variables in a Summary by Treatment graph type (Sorted
by Demographic). Use the checkboxes to indicate the sorting mechanism(s) for each stratifica-
tion scheme.

Display
» Graphs can be generated using a Linear or Log Y-Axis Scaling. The following options are avail-

able for both types of scaling:

+ Check/Uncheck the Graph box to use/not use the Y-axis scaling method. Checking boxes for
both Linear and Log will generate two graphs, one using each method.

» Available for By Treatment and Summary by Treatment types, select the statistic to use as
the Summary Value when plotting the summary line: Mean, Median, Geometric Mean, Har-
monic Mean, None.
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» Specify the Value (SD, SE, Variance, Min and Max, None, 68% Range) and Direction
(Both, Down, Up) of error bars to display on Summary by Treatment graphs.

* When Exclusion Criteria are defined (see “Output Options tab”) they can be applied when gen-
erating a graph by checking the corresponding are applied box. To ignore the exclusion criteria
when generating the graph, check the are not applied box.

Grouping

Group by
are not applied |are applied Analyte

Exclusion Criteria

W
W

* When an input dataset is stacked by analyte, check the Group by Analyte box under Grouping
to group the data by analyte within the same graph. Uncheck the box to generate separate
graphs for each analyte.

* Symbols for spaghetti plots

* Individual: Specify the symbol to use when plotting individual subject data points on a By
Treatment graph. Fixed Individual uses the same symbol for all the individual subject data,
Variable Individual uses a different symbol for each individual subject’s data, None shows
only the resulting line.

» Summary: Specify the symbol to use when plotting the summarized data on a By Treatment
graph. Fixed Summary displays the summary points on the graph using a symbol. None
shows only the resulting line.

» Specify the information to display in a Legend for By Treatment graphs.

* None: Do not display a legend.

* Individual and Summary: Include the symbol for individual subject data points and the sym-
bol for summary points.

*  Summary Only: Include only the symbol for summary points.

Categorical Standard panel

* In the Setup tab, select Categorical Standard in the hierarchical list.

Output Display
PK Parameter Y-Axis Scaling (Linear)
(Client Name) selected Error
Summary Value —

Value Direction
Lambda_z v Median « | Minand Max |~ | Both =
HL_Lambda_z v Median + | Minand Max |»| Both =
Tmax v Median w  Minand Max |+« | Both |«

The PK Parameters available in the study are listed as rows in the table.
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The panel displays a table of options for the Categorical Standard graphs, grouped into categories
and sub-categories:

Output

« Check/Uncheck the Selected box to include/exclude a parameter when generating graphs.

» If normalization schemes are also defined (see “Stratification/Normalization tab”), check/
uncheck the Normalize subcategory boxes to normalize/not normalize the graphs.

Options available when stratification is

Basic options defined q
Output % Output .

Stratification

Normalize | Sorted By | Sorted By
Selected Selected | Period | Demographic
t Gender Gender '
Age | |
Selected  Selected
v |
¥
W
¥
¥
¥

Options available when stratification

r’:: and normalization are defined

Output {}

Stratification
e Sorted By Period . Sorted By Demographic
Selected Gender Gender
M M
it s
Age Age Age
W
v
v

*  When Stratification schemes are defined (see “Stratification/Normalization tab”), they can be
used either as X-axis variables (Sorted by Treatment or Sorted by Period for replicated studies)
or new sort variables (Sorted by Demographic). Check/Uncheck the Selected boxes to indicate
the sorting mechanism(s) for each stratification scheme.

» If normalization schemes are also defined, check/uncheck the Normalize subcategory boxes
to normalize/not normalize the stratified graphs.

Display
The graphs are generated with a Linear scaled Y-axis.

» Select the statistic to use as the Summary Value when plotting the summary line: Mean, Median,
Geometric Mean, Harmonic Mean, None.

+ Specify the Value (Min and Max, Pseudo SD, SD, SE, Variance, 68% Range) of the Error bars.
The only option available for Direction is Both.

* When Exclusion Criteria are defined (see “Output Options tab”) they can be applied when gen-
erating a graph by checking the corresponding are applied box. To ignore the exclusion criteria
when generating the graph, check the are not applied box.
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Group by
are not applied lare applied Analyte

Exclusion Criteria

L4

v

* When an input dataset is stacked by analyte, check the Group by Analyte box under Grouping
to group the data by analyte within the same graph. Uncheck the box to generate separate

graphs for each analyte.

Categorical Box and Whisker panel

Note: There must be at least three subjects in the study to create Box and Whisker graphs.

* In the Setup tab, select Categorical Box & Whisker in the hierarchical list.

PK Parameter | Output | Grouping
(Client Name) | selected | Group by Analyte

Lambda_z i v
HL_Lambda_z ")
Tmax W

The PK Parameters available in the study are listed as rows in the table.

Output
» Check/Uncheck the Selected box to include/exclude a parameter when generating graphs.

* If normalization schemes are also defined (see “Stratification/Normalization tab”), check/
uncheck the Normalize subcategory boxes to normalize/not normalize the graphs.
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Options available when stratification is

Basic options defined
Qutput l Output

I Stratification
Normalize | Sorted By  Sorted By
Selected Selected | Period | Demographic |
L Gender Gender |
Selected | Selected
L
W
W
L
L
W

Options available when stratification

and normalization are defined
Output ‘

| Stratification
| |
e Sorted By Period |‘ Sorted By Demographic
Selected Gender _Gender _
M
e Normalize Selected ‘ ormalize
Age Age
v
v
v

* When Stratification schemes have been defined (see “Stratification/Normalization tab”), they can
be used either as X-axis variables (Sorted by Treatment or Sorted by Period for replicated
studies) or new sort variables (Sorted by Demographic). Use the checkboxes to indicate the
sorting mechanism(s) for each stratification scheme.

» If normalization schemes are also defined, check/uncheck the Normalize subcategory boxes
to normalize/not normalize the graphs.

Display

* When Exclusion Criteria have been defined (see “Output Options tab”), they can be applied
when generating a graph by selecting the corresponding are applied checkbox. Select the are
not applied checkbox to generate a graph, ignoring the exclusion criteria.

Grouping

Group by
are not applied ]are applied Analyte

Exclusion Criteria

* When an input dataset is stacked by analyte, the data can be grouped by analyte within the same
graph by checking the Group by Analyte box below Grouping. Unselect the checkbox to gener-
ate separate graphs for each analyte.
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Continuous Dose Standard panel

* Inthe Setup tab, select Continuous Dose Standard in the hierarchical list.

Output | Display
Y-Axis Scaling (Linear) X
PK Parameter ' e Regression
(Client Name) Selected Summary Value o
Value Direction Line Equation

Lambda_z vyl 1 Median |+ [MinandMax|+ | Both |||

HL_Lambda_z vyl | Median « |Minand Max '~ Both |«

Tmax v Median w [Min and Max |+ | Both v

Cmax v Mean - =D - Both |+

Cavg : vl | Mean - SD v | Both ||

The PK Parameters available in the study are listed as rows in the table.

The panel displays a table of options for the Continuous Dose Standard graphs, grouped into several
categories and sub-categories:

Output

» Check/Uncheck the Selected box to include/exclude a parameter when generating graphs.

» If normalization schemes are also defined (see “Stratification/Normalization tab”), check/
uncheck the Normalize subcategory boxes to normalize/not normalize the graphs.
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Options available when stratification is

Basic options defined
Output l Output |
Stratification
Normalize | Sorted By | Sorted By
Selected Selected | Period | Demographic
L Gender Gender '
e Selected | Selected
v |
W
W
L
L
W
Options available when stratification
and normalization are defined
Output ‘
Stratification
e Sorted By Period | Sorted By Demographic
Selected Gender Gender
Normalize ' Normalize
SEhcttdl Selected
Age | Age Age
v
W
v

When Stratification schemes have been defined (see “Stratification/Normalization tab”), they can

be used either as X-axis variables (Sorted by Treatment) or new sort variables (Sorted by
Demographic). Use the checkboxes to indicate the sorting mechanism(s) for each stratification

scheme.

If normalization schemes are also defined, check/uncheck the Normalize subcategory boxes

to normalize/not normalize the graphs.

Display

Graphs are generated with a Linear Y-Axis Scaling.
Select the statistic to use as the Summary Value when plotting the summary line: Mean,

Median, Geometric Mean, Harmonic Mean, None.

Specify the Value (Min and Max, Pseudo SD, SD, SE, Variance, 68% Range) of the Error

bars. The only option available for Direction is Both.

Equation box to display the regre

For Regression, check the Line checkbox to include a regression line in the graph. Check the

ssion equation in the graph.

When Exclusion Criteria have been defined (see “Output Options tab”), they can be applied

when generating a graph by selecting the corresponding are applied checkbox. Select the are
not applied checkbox to generate a graph, ignoring the exclusion criteria.
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Exclusion Criteria gl‘ﬁ“l’
¥
are not applied  are applied Analyte
w f
SN N S S
v

The Group by Analyte category appears when an input dataset is stacked by analyte. Check the
box to group the data by analyte within the same graph. Uncheck the box to generate separate

graphs for each analyte.

Continuous Dose Box and Whisker panel

Note:

There must be at least three subjects in the study to create Box and Whisker graphs.

In the Setup tab, select Continuous Dose Box and Whisker in the hierarchical list.

PK Parameter Output
(Client Name) gelected

Lambda_z W
HL_Lambda_z v
Tmax W

The PK Parameters available in the study are listed as rows in the table.

Output

32

Check/Uncheck the Selected box to include/exclude a parameter when generating graphs.

* If normalization schemes are also defined (see “Stratification/Normalization tab”), check/
uncheck the Normalize subcategory boxes to normalize/not normalize the graphs.
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Basic options

Output

Selected

Normalize

Age

l Output

Options available when stratification is
defined

Stratification

' Sorted By | Sorted By
Selected | Period Demographic

Gender | Gender
Selected | Selected

L
¥

L

Options available when stratification

Output

Selected

e

Age

r and normalization are defined

Stratification i
Sorted By Period [Snrted By Demographic
Gender !Gender _
M
e :‘omlu Selected ‘ ormalize
ge

L
Ld

L

* When Stratification schemes have been defined (see “Stratification/Normalization tab”). Select
the checkbox to stratify the graph data.

» If normalization schemes are also defined, check/uncheck the Normalize subcategory boxes
to normalize/not normalize the graphs.

Display

* When Exclusion Criteria have been defined (see “Output Options tab”), they can be applied
when generating a graph by selecting the corresponding are applied checkbox. Select the are
not applied checkbox to generate a graph, ignoring the exclusion criteria.

Display

Exclusion Criteria

are not applied | are applied

L4
7
L
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Continuous Demographic panel

* Inthe Setup tab, select Continuous Demographic in the hierarchical list.

Demographic 1: Age v Demographic2: None v
Age
PKParameter Output Regression
(Client Name) Selected _ Equation
All in same graph v ; :
Lambda_z .................... g ............................................................
Separate by Period ¥
All in same graph "
HL_Lan-'bda_z .................... g ............................................................
Separate by Period v

I 1

The panel displays a section for selecting up to two demographic(s) to use for the X-axis (Demo-
graphic 1 and Demographic 2).

When a second demographic type is selected, a second tab is created in the Continuous Demo-
graphic panel.

Demographic 1: Age v Demographic 2: Height v

| Output |

The PK Parameters available in the study are listed as rows in the table. For each parameter, there
are two sub-rows:

* All in Same Graph: Include all treatments in the same graph.
+ Separate by Treatment: Create a separate graph for each treatment.

The lower part of the panel contains a table of options for the Continuous Demographic graphs,
grouped into several categories and sub-categories:

Output

» Check the Selected box to create a single graph for the parameter showing all the treatments or
to create a separate graph for the parameter for each treatment performed. Uncheck the box to
not generate the graph(s) for a parameter.

* If normalization schemes are also defined (see “Stratification/Normalization tab”), check/
uncheck the Normalize subcategory boxes to normalize/not normalize the graphs.
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Options available when stratification is

Basic options defined
Qutput j_ Output
Stratification
Normalize | Sorted By | Sorted By
Selected Selected | Period | Demographic
L Gender Gender I
e Selected |Selected |
v |
W
W
L
L
W
Options available when stratification
and normalization are defined
Output ‘
Stratification
e Sorted By Period | Sorted By Demographic
Selected Gender Gender
Normalize Normalize
Age | Age
¥
W
¥

When Stratification schemes have been defined (see “Stratification/Normalization tab”), they can

be used either as X-axis variables (Sorted by Treatment or Sorted by Period for replicated

studies) or new sort variables (So

rted by Demographic). Use the checkboxes to indicate the

sorting mechanism(s) for each stratification scheme.

If normalization schemes are also defined, check/uncheck the Normalize subcategory boxes

to normalize/not normalize the graphs.

Display

Select the Line checkbox to include a Regression line in the graph. Select the Equation check-

box to display the regression equation in the graph.

When Exclusion Criteria have been defined (see “Output Options tab”), they can be applied

when generating a graph by selecting the corresponding are applied checkbox. Select the are
not applied checkbox to generate a graph, ignoring the exclusion criteria.

Exclusion Criteria Grouping
Group by
are not applied .are applied Analyte

When an input dataset is stacked
by analyte within the same graph.

by analyte check the Group by Analyte box to group the data
Uncheck the box to generate separate graphs for each analyte.
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General tab

The General tab allows users to select the study design type, configuration settings, and whether or
not to try to complete an automation run if an error occurs.

Study Design
(® Crossover () Parallel
Sub Type: |Handumized 1|r|

Try to complete execution on emor

lUse Factony Default Configuration
lUse Custom Configuration

The study design options in the General tab depend on the configuration settings. If the settings are
changed, then the options could be different from the options listed below.

Note: The configuration settings must be specified before a dataset is mapped to the AP Automation
object.

Study Design
» Specify that the study design type is either Crossover or Parallel.

» For a Crossover study design, select the study SubType (Randomized, Non-Randomized, or
Replicated).

» By default, AutoPilot Toolkit tries to complete an automation run even if errors are encountered
and not all selected output can be created.

» Unselect the Try to complete execution on error checkbox to stop an automation run if any
errors are encountered.

Configuration Settings

» Indicate the configuration settings to use. Use Factory Default Configuration is selected by
default.

» To use customized settings, select Use Custom Configuration and click the Change Directory
[...] button to select the directory where the custom configuration settings file is located.

» The customized settings can be defined as the default configuration settings to use for new proj-
ects by clicking Set as Default.
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Stratification/Normalization tab

The Stratification and Normalization options allow users to create additional table and/or graph out-
put.

Stratification
[] Stretification A | Gender And | pone

Stratification B | Race And | pone

Mormalization
[] Momalization 1 | Age

Momalization 2 | Wat

Stratification

Results can be stratified (i.e., layered) using discrete demographic variables. Each stratification level
can use one or two discrete demographic variables. If two variables are specified, they are associated
using the logical operator AND.

Note: At least one stratified output type must be selected if stratification is enabled or the Automation

project will not pass verification.

« To define the first level of stratification, select the Stratification A checkbox and choose the
demographic variable(s) from the pull-down menu(s).

« To define a second level of stratification, select the Stratification B checkbox and choose the
variable(s) from the pull-down menu(s).

If stratifications are selected, the automation run creates one table per stratum for the time and con-
centration, PK parameter, and intext PK parameter tables, using the stratification scheme as an addi-
tional group variable.

If graphs include stratification, the stratification schemes are used either as X-axis variables (sorted
by treatment) or new sort variables (sorted by demographics), depending on the AutoPilot Toolkit
Admin settings.

Normalization

Use the Normalization section to define normalization schemes to apply to the results. Each normal-
ization scheme must use a different continuous demographic variable.

« To define the first level of normalization, select the Normalization 1 checkbox and choose a
demographic variable from the pull-down menu.

« To define a second level of normalization, select the Normalization 2 checkbox and choose a
variable from the pull-down menu.

AutoPilot Toolkit calculates the normalized PK parameters and includes them in the results. Users can
select the PK Parameter, Intext PK Parameter, PK Ratios, and PK Statistics tables in the hierarchi-
cal list and choose which normalized parameters to display in each table. This allows PK Parameter
automation tables to include both normalized and non-normalized values.

« Select the PK Parameter, Intext PK Parameter, PK Ratios, or PK Statistics table in the Tables
node.

« Select the Standard/Normalize tab.

* In the Display menu, select how to display normalized PK parameters in the table output.
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+ Select the Normalize checkbox beside a PK parameter to include it in the table output.
For more on using the table panels, see “Table panels”.

Column headers for the normalized variables include a normalization variable and its units. For exam-
ple, oral clearance normalized by weight: CL/F/Weight (L/hr/kg). If graph output is selected that
includes normalization, each normalized PK parameter is displayed in a separate graph. The Y-axis
labels display the normalization in the same manner as tables.

PK parameters that are excluded from normalization are listed in “PK automation parameters”.

Display tabs
The Display tab contains four tabs that allow users to set output and display options, table and graph
orientation, and the X- and Y-axes scaling for graphs.

Output Options tab
Display Options tab
Orientation tab

Time Scale Algorithm tab

Output Options tab

The Output Options tab allows users to define exclusions, the LOQ value, and the AUC percent
extrapolation threshold value.

Output Options  Display Options  Orientation  Time Scale Algorithm

Define Exclusion Criteria...

[] Apply Time Poirt Bxclusion to Concentration Tables
Cutput Options
Limit of Cuantification (LOC)

|Use settings from data
() Usze value ng/ml
(® Mo limit of quantification

[] AUC % Edrapolation Threshold: W F=gq Adjusted Threshold:
Summary Stats Calculation Criteria
[ ] Do Mot Overwrite LOQ Summary Statistic Replacements

» Click Define Exclusion Criteria to open the Excluded Profiles From Summary Statistics dialog.
(See “Excluded profiles from summary statistics”.)

The options for LOQ vary depending on the type of data used and the system configuration set-
tings.

« Turn on the Apply Time Point Exclusion to Concentration Tables checkbox to exclude entire
profiles based on the presence of values within the ExclusionFlag column in the input study data.
The excluded profiles are still displayed in the results, but are excluded from calculation of sum-
mary statistics.

+ For unstacked data, choose one of the following methods of defining the LOQ:

+ To set the LOQ value using the input data, click Use setting from data.
+ To enter a value, click Use value and type a value in the corresponding field.
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* Click No limit of quantification to not set an LOQ limit.

If the input dataset contains stacked data, a different LOQ can be set for each analyte.

| Define Exclusion Criteria...

] Apply Time Poirt Exclusion to Concentration Tables
Output Options
Use LOQ values found in study data

Analyt LOQ
nalyte Value (ng/mil)
Carterolol
0OH-Carteralal
[[] AUC % Exdrapolation Threshold % []Rsq Adjusted Threshold: =

« For stacked input data, do one of the following to set the LOQ:

» Turn on the Use LOQ values found in study data checkbox to set the values for LOQ using
the input data.

« Enter an LOQ value for each analyte in the Value column. (The concentration units are taken
from the input dataset.)

+ To not use LOQ values, turn off the Use LOQ values found in study data checkbox and
leave the Value column entries blank.

Note: If the LOQ is set to a value that exceeds all concentration values, no Concentration graphs will be
created.

Note: Setting the LOQ value for all analyts can significantly extend the execution time.

For more information, see “LOQ replacement”.
The following option is applicable to both stacked or unstacked input data:

« Turn on the AUC% Extrapolated Threshold checkbox to use the rules for handling AUC extrap-
olated values that exceed the specified percentage.

See “PK parameter percent-extrapolated threshold” for details.

* Turn on the Rsq Adjusted Threshold checkbox to use the rules for handling Rsq Adjusted val-
ues that are lower than the specified value.

* Turn on the Do Not Overwrite LOQ Summary Statistics Replacements to retain the LOQ sum-
mary statistics values.
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Excluded profiles from summary statistics

Click Define Exclusion Criteria in the Output Options tab.

85 Excluded Profiles From Summary Statistics - O *
Subject > Treatment_Description

Sort Columns:

R [] Carterclol = Fifampin o | | Subject

-] 3 Treatment_Description
----- ] Carenalal

----- [] Carterclal + Rifampin
S04

""" I:l Carterolol Maove Up
----- [] Carterglel + Rifampin
=[] E

----- Carterolal

----- Carterolol + Rifampin
= N W

Reason for Bxclusion

[] Apply Feason To Al Bxclusions

Restore Select Al | Collapse Al 0K Cancel Applhy

Every profile in the study data is displayed in the Profile list on the left of the dialog. Users can
exclude complete or partial profiles. The variables used to create each profile are displayed in the
Sort Columns list. Each profile contains a subject ID and one or more treatments. By default,
each profile is listed by subject ID, and the treatment or treatments are listed beneath each sub-
ject.

Select the checkbox beside each subject ID to exclude the subject and any treatments given to
the subject.

Select the checkbox beside a treatment listed beneath a subject ID to exclude that treatment from
the profile.

To change the order of the profiles in the list, select a profile variable in the Sort Columns list and
click Move Up or Move Down.

For example, if the treatment is moved to the top of the Sort Columns list, then the Profile list dis-
plays the treatment first and lists the subject IDs underneath the treatment.
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- 0O Pt

05 Excluded Profiles From Summary Statistics

Subject > Treatment_Description

Sort Caolumns:

=~ Cartenolol PR B T reatment_Description
..... ] 1 Subject

""" L] 7 Move Down

Reason for Bxclusion
[] Apply Feason To All Exclusions

Restore Select Al Collapse Al QK Cancel Apphy

Figure 5-1. Sort Columns rearrange the order in which profiles are listed on the left

+ To enter a reason for exclusion:
» Select the item being excluded.
» Enter the information in the Reason for Exclusion area below the profile list.
» Turn on the Apply Reason To All Exclusions if the entered information is applicable to all
items selected for exclusion in the profile list.

» Use the Restore, Select All, and Collapse All buttons to restore the profile list to its original sta-
tus when the dialog was initially displayed, to select all items in the profile list, or to collapse all
items in the list, respectively.

Display Options tab

The Display Options tab allows users to set table and graph output display options, select the time
and concentration variables in the input dataset, and choose whether or not to include data source
information.
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Ttem Table Graph
Decimal Alignment
Automatic Splitting
¥-Axis split -
Display Matrix v v
Display Analyte W W
Concentration Qutput (Variable Used) FLS_Carterolol _PKCOMC - FLS_Carterolol _PKCONC |+
Actual Time Qutput (Variable Used) Relative_Actual_Time - Relative_Actual_Time -
Maominal Time Qutput {Variable Used) Relative_Nominal_Time - Relative_Nominal_Time |+

Include Source Information

Tables Graphs Texts
Source Location Include path Source Location Include path Source Location Include path
Date and time stamp Date and time stamp Date and time stamp

* Turn on the Decimal alignment checkbox to align all values in a given column using their deci-
mal points. See “Table data display using decimal alignment”.

» Turn on the Automatic splitting checkbox to allow splitting large tables across multiple pages.
See “Table business rules”. (Splitting long tables can result in borders being improperly format-
ted.)

+ Select from the X axis pull-down if the PK parameter graphs have a Split X-axis based on indi-
vidual and summary values or Offset.

» Turn on the Display Matrix or Display Analyte checkbox to include the matrix or analyte infor-
mation in the tables and/or graphs. See “Display analyte and matrix information” (tables) or “Dis-
play analyte and matrix information” (graphs).

» Select the concentration variable to use for creating time-concentration tables and graphs from
the Concentration Output (Variable Used) pull-down menu.

For trough projects with unstacked input data, this option changes to Concentration Output
(Variable Used) for Analyte. Use the first pull-down to select the analyte whose concentrations
are to be reported and then continue with specifying the concentration variables for the tables and
graphs.

* Use the Actual and Nominal Time Output (Variable Used) pull-down menus to select which
data column to use for the actual and nominal times. This is set using the Admin Module. See
“Time Variables tab”.

» The Display in Output section, available only for trough projects, contains a Time Variable pull-
down menu. Select the actual or the nominal time variable to use in the Conc by Subject graphs,
which display individual trough time and concentration for one subject per graph.
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DisplayAnalyte

w

v

for Analyte:

Concentration Output (Variable Used)

Carterolol |« £ PLS_Carteralol_RawCanc| +

PLS_Carteralol_RawCaonc|

Actual Time Qutput {Variable Used)

Relative_Actual_Time |+ | Relative_Actual_Time

-

Maominal Time Output (Variable Used)

Relative_Mominal_Time |«

Relative_Mominal_Time |+

Display in Output

Time Varable:

Relative_Mominal_Time

v] *for by Subject graphs onby

Include Source Information

* In the Include Source Information section, select or clear the checkboxes to include or exclude
the location of the input file, the path to that location, and a date and time stamp in the Table,

Graph, and Text output.

Orientation tab

Through the Orientation tab, the orientation of each output item is set. A few additional settings
regarding the appearance of graphs in a Word document are available for appendices involving indi-

vidual time-concentration graphs.

Item Orientation |Paper size |Presentation order Graphs per page
Tables

Demographic Partrait |«

Time Concentration Portrait |«

PK. Parameter Paortrait |«

Intext Portrait |«

PK Stats Landscape| =

Time Concentration Graphs

Individual Subject Partrait |«

Individual Subject by Treatment : Portrait | =

Summary Paortrait |-

PK Parameter Graphs

Categorical Standard Partrait |«

Categorical Box and Whisker Portrait |

ContinuousDose Paortrait |«

Continuous Demographic Portrait |«

Appendix (Word Documents

Individual Time Concentration Portrait |« | Letter |- | All linearthen all log |- 1x1 -
Summary PK Text Landscape| =

* In the Orientation column, select whether to position the output as a Portrait or in Landscape for-
mat from the pull-down menu for each table, graph, and appendix output.
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Note: Only certain tables and graphs can be changed to Landscape. If Landscape is not supported, the
Orientation setting for that table or graph defaults to Portrait and the pull-down menu is disabled.

For the Individual Time Concentration appendix output type, the following specifications can
also be made.

+ Select the Paper Size as Letter or A4 from the pull-down menu.

+ Indicate the order in which the graphs are to appear using the Presentation Order column pull-
down menu. Options include:
+ All linear then all log: Display the linear graphs (sorted by subject) before the log graphs
(sorted by subject).

« All log then all linear: Display the log graphs (sorted by subject) before the linear graphs
(sorted by subject).

» Per profile, linear then log: Graphs are grouped by subject and then by analyte, with the lin-
ear graph presented before the log graph. In the output, the graphs are displayed in subject
order.

* Per profile, log then linear: Graphs are grouped by subject and then by analyte, with the log
graph presented before the linear graph. In the output, the graphs are displayed in subject
order.

» Specify the number of graphs per page using the pull-down in the Graphs Per Page column.
Options range from 1x1 up to 4x4.

Time Scale Algorithm tab

The Time Scale Algorithm tab is used to specify the scaling options for the axes, the lower and upper
bounds for time scale ticks, the tick frequency, the tick units, and the maximum time scale on the X-
axis. See “Time scale algorithm” for more information.

Y-ads scaling: | Uriform automatic across all graphs - |
X-hxis
Scaling: | IUniform across all graphs - |
Major Ticks
Time Scale:
II;D.:.\:r?J EEEI?; Ir'::: Tick units Maxin

If max time of profile is between 0 iandi 48 ihours,thentick everyi 4 istudy units (hr)| [with a1

If max time of profile is between: 48 iandi oo | hours, then tick everyi 8 istudy units (hr)| = fwith a

o I

ad | | Delete

Minor Ticks
MNumber of ticks displayed:

* In the Y-axis scaling menu, choose whether to scale the Y-axis uniformly across all graphs or
scale the Y-axis on a per graph basis.

* Inthe X-Axis area, select X-axis Scaling to be either uniformly across all graphs or on a graph by
graph basis.
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The Major Ticks area contains a table where each row represents a separate time scale.
Enter new values for lower and upper bounds in the Lower bound and Upper bound fields.

Use the Tick frequency and Tick units columns together to define the frequency with which tick
marks are displayed along the X-axis.

Enter the value directly in the Tick frequency field and then select the units from the Tick units
pull-down menu. (The default is study units, indicating that the units are derived from the study
data.)

Set new values for the time scale multiple value in the Maximum time scale multiple value field.
Click Add in the Major Ticks area to add another time scale.

A new row is added to the table below the row that was selected or modified last.

To remove an added time scale, click in that row and then click Delete.

A minimum of two defined time scales is required.

In the Minor Ticks area, change the number of minor ticks displayed between the major ticks by
typing a new value in the Number of ticks displayed field.

Ordering tab

The Ordering tab is used to specify how the treatment descriptions and demographic study variables
are ordered in the output.

Treatments sub-tab

Select a treatment in the list and use the Move Up and Move Down buttons to rearrange its posi-
tion in the display order.

Discrete Variables sub-tab

The Discrete Variables tab contains the tools to reorder the attributes of any variables used for strat-
ification.

Note:

Variable values to be reordered  Gender -

Dizplay Order for Gender

Gender

Female
Male

Use the Variable values to be reordered menu to select different discrete study variables.

Select the variable in the list and use the Move Up and Move Down buttons to rearrange its posi-
tion in the display order.

If the first treatment does not contain a stratification value then the order chosen in the Discrete
Variables tab for the stratification is ignored in the graph output.
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Analytes tab

This tab is present only if the input data is stacked and lists all of the analytes involved in the study.

+ Select an analyte in the list and use the Move Up and Move Down buttons to rearrange its posi-
tion in the display order.

Note: Concentration table output will not maintain the order specified in this tab.

Automation results

Caution: Do not perform any operations on the computer while the automation run is in progress. Doing so
could cause unpredictable results; keyboard and mouse input during an automation run might
affect automated AutoPilot Toolkit operations.

After the project successfully completes, all output is arranged in groups in the Results tab.

Not all output can be viewed in Phoenix. In such cases, the right side of the Results tab will display a
message with suggestions on how to view the results. One suggestion is to open an external program
and load the results by clicking View in External Viewer.

The automation output can be individually exported to disk or copied to Phoenix’s Data folder. All
results can be exported using the File Explorer, which is located in the Reporting tab. For more using
the File Explorer, see “AutoPilot File Explorer”.




Analyte Comparison

Analyte Comparison

AutoPilot Toolkit can run analyses to compare output from previously run NCA models. An AP Analyte
Comparison object combines output from previously created NCA models to create additional report
output. AutoPilot Toolkit supports plasma, urine, and trough analyte comparisons.

AutoPilot Toolkit can compare the output from up to six studies for wide data, and up to a 20 analyte
study for stacked-by-analyte data. Comparison projects use NCA output or study data that is stored
locally or in Certara PKS scenarios. The NCA projects can be imported into Phoenix from a disk or
loaded from PKS. If PKS is used, then all NCA output must reside in the same PKS study.

Use one of the following to add the object to a Workflow:

Right-click menu for a Workflow object: New > AutoPilot > AP Analyte Comparison.

Or Main menu: Insert > AutoPilot > AP Analyte Comparison.

Or right-click menu for a worksheet: Send To > AutoRilat > AP Analyte Comparison.

Or select a workflow in the Object Browser and click in the Object Toolbox on the left side of
the Diagram tab.

An AP Analyte Comparison object must have an assigned source of input data for the Reference run
and at least one other test run as a first step. If stacked data is being used, then only one input data

source is needed. When the input sources are selected, AutoPilot Toolkit then creates the AP Analyte
Comparison interface based on the input data.

Usually the Final Parameters table from an NCA model is mapped to the AP Analyte Comparison
object. In a trough comparison project, on the other hand, the Observations dataset is used. Datasets
from different operational objects can also be mapped to a trough comparison project. For example, a
worksheet that is created by the Column Transformation or BioAvailability objects can be mapped to
an AP Analyte Comparison object as long as the worksheet contains valid data for trough compari-
sons.

When connected to an NCA object, the AP Comparison object detects any changes to the NCA model
and generates an alert. The AP Comparison object does not correct the problem. It only alerts users
that changes were detected. Users must revert their NCA changes or make the necessary changes to
the AP Comparison object.

The Send To command cannot be used to map data to the Test inputs. The Select source button or
the Diagram tab must be used to map data to the Test inputs. The Input checkboxes in the Setup tab
are also a quick way to map/unmap sources to the reference and various tests.

Note that up to five test input datasets can be mapped for comparison against the reference.

To change a source of input data

The source of the input data for a Comparison object can be changed by simply remapping the input
to the new source. AutoPilot Toolkit will check the compatibility of the new source’s study variables
with the variables in the Comparison object’s original dataset.

» If the new source appears to be compatible with the Comparison object, a message to this effect
is presented in a dialog along with a reminder to review the object’s settings.

» If the new source is incompatible with the Comparison object (e.g., the object, initially connected
to a plasma NCA model is remapped to a urine model), a warning is generated. Continuing with
mapping of the incompatible data source to the Comparison object will result in all settings and/or
previous results being cleared.

This section contains the following topics:

Comparison types
List of output types
Input panel
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Table panels

Graph panels

General tab

Display tabs
Stratification/Normalization tab
Ordering tab

Comparison results

See also:

“Comparison Output Examples” for a listing of tables and graphs available for each combination
of study design, dosing, regimen, and matrix.
“PK Comparison appendix output” for a listing of appendices available for each study design.

Comparison types

The AP Analyte Comparison object handles three types of analyte comparisons: Plasma, Urine, and
Trough.

For all three types, the AP Analyte Comparison object allows for up to six analytes (one parent and up
to five metabolites) to be compared simultaneously per run for wide data, or up to 20 analytes for
stacked data. When computing ratios of PK parameters (e.g., concentration ratios and/or metabolic
ratios), the calculations are based on one parent (reference) and could include metabolite 1 vs. parent
and metabolite 2 vs. parent, but not comparisons of metabolites directly (e.g., metabolite 1 vs. metab-
olite2).

Plasma

Input Data: Requires NCA Models 200-2022 and runs must use same matrix, route, and regimen
(SD or MD).

Output: Overlaid time-concentration graphs, concentration ratios, and calculation of metabolic
ratios for PK parameters.

Urine

Input Data: Requires NCA Models 210-2122 and runs must use same matrix, route, and regimen
(SD or MD). If comparing two urine automation runs, either Day must be used as the Sort Vari-
able in both projects or neither project (if only one uses Day, the comparison will fail).

Output: Overlaid percent dose remaining graphs, overlaid amount excreted over time graphs,
and calculation of metabolic ratios for PK parameters.

Trough
Input Data: No NCA Model is required. Data must be of a non-urine matrix (e.g., plasma).
Output: Overlaid time-concentration graphs and concentration ratios.

8Each NCA model whose output is being compared must be of the same study design type. For
PKS studies, all NCA output must reside in the same PKS study. Additionally, only one NCA
model is required for any analyte comparison if stacked data is used. For non-stacked analyte
comparisons, two NCA models are required.

List of output types

The Setup tab consists of two areas, a hierarchical listing consisting primarily of output types avail-
able for the AP Analyte Comparison object selected in the Object Browser, and a panel area for dis-
playing options specific to an item selected in the hierarchical list.
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Selup | Resulls | Venbcation | Reparting Setup | Results | Verficaton | Reporting
=X o =] o
1 Reference ] Reference
A Testl Tables
[ Test2 ] Comparison Concentration Fatics
[ Tex3 ] Comparison PK Parameter A Ratios Anahyte
O Tems ] Compansen PK Parameter B Ratios Anshte
[ Test5 =] Comparison Intext PK Parameter | Anahte
[ Tests [ Comparison intext P Parameter || Anabyte
=17 Tables =-bA Graphs
] Comparison Concentration Ratios ] Time Concertration
1 Comparison PK Parameter A Ratios Analyte ~] Companson Categoncal Standard
[+ Comparison P Parameter B Flatios Anakte ] Companson Categoncal Box & Vhisker
[ Comparison Inteod PK Parameter | Anahte [ Comparison Continuous Demographic
[ Comparison Inted PK Parameter || Anahvte --bA Appendix
=-f] Graphs b Compariscn Indnidual Time Cone
[] Time Concentration
[+ Comparison Categorical Standard
b Comparison Categorical Box & Whisker
b Comparisan Continuous Demographic
f] Comparison Indrvidual Time Conc

The Input list will vary depending on whether an unstacked or a stacked data source was mapped to
the Reference item. Test data inputs are not available if a stacked dataset is used as the reference.

To identify types of output:
» Check/clear the checkbox beside a table type to include/exclude the table in the output.

* Check/clear the checkbox beside the main Tables, Graphs, or Appendix items to add or remove
all items under that heading from the output.
Selecting Tables in the hierarchical list is only possible when stratifications or exclusions are set,
or when the input data is stacked by analyte.

» To set options for an output type, click the name of the output type in the hierarchical list and
make changes to the options displayed in the panel on the right.

Input panel

When an AP Analyte Comparison object is inserted into a project, the input source(s) must be
assigned before the object can be used or modifications to object settings can be made. The input
source can be mapped to NCA Final Parameters worksheets or observations datasets.

Note: The reference and test data sets used in a comparison must contain matching units for the vari-
ables being compared.

* In the Setup tab, select Input in the hierarchical list.
OR

In the Diagram tab, right-click an AP Analyte Comparison object and select View Setup.
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[ ] Reference || sgect the Reference and Test inputs for the Comparison

:::General

Configuration Settings
(® Use Factory Default Corfiguration
() Use Custom Configuration

The factony default is cumenthy set as the default corfiguration for new objects.
To make the cument configuration option the default for all new objects, click
"Set as Default™

Set as Default

If no input sources have been defined, the options available are restricted to selecting the source and
specifying an alternative source for configuration settings (refer to “General tab” for more information
on configuration settings).

Table panels

Users can set the variables, statistics, or precision for each table type. The options available depend
on the type of table selected.

The following sections describe the table options available:

Main Tables panel

Variables and Statistics tabs
Standard/Normalize tab
Precision tab

Main Tables panel

The main Tables panel shows options that can be applied when generating the tables. The options
vary depending on whether stratifications are defined.

* Inthe Setup tab, select Tables in the hierarchical list.

Treatment Display

£ All in same table (] Separate per table
Mote: Comparnson Concentration tables will always
be “Separate per table®

» Check the All in same table box to generate a table that includes data from all treatments.
» Check the Separate per table box to generate a separate table for each treatment.

* When stratification schemes have been defined, (see “Stratification/Normalization tab”) they can

be applied by selecting the Stratify by __ checkbox. Unselect the checkbox to generate only a
standard table.
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Treatment Display
b4 All in same table [] Separate per table

Mote: Comparison Concentration tables will always
be “Separate per table”.

Type .
Table | Stratify
Standard —
by Sequence
Comparison Concentration Ratios W
Comparison PK Parameter A Ratios Analyte W
Comparison PK Parameater B Ratios Analyte W

Note: At least one stratified table must be selected if stratifications are specified or the Comparison
object will not pass verification.

Variables and Statistics tabs
The Variables and Statistics tabs are formatted the same for most tables.

By default, AP Comparison output can include all PK parameters from the PK_Parameter (A—F)
tables or the Intext tables and the additional parameters listed under “PK comparison parameters”.
For Plasma, Urine, and Trough Analyte comparisons, the PK Parameters that are available are the
parameters common in all NCA models.

See “PK Parameters” for a full list and descriptions of supported PK parameter study variables. See
“Summary Statistics” for a full list and descriptions of supported statistics.

Note: The Variables tab may/may not be available, depending on the table type.

* In the Setup tab, select a table type in the hierarchical list.
« Select the Variables or the Statistics tab.

Variables and statistics that are in the Selected column will be included in the output and will be
reported in the order that they appear in the column.
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Lower 68% Bound
Jpper G8% Bound

Lnselected: Selected:
MMiss M

MNOhs Mean
Variance 30
Ranae SE
Percentiles Min
Harmaonic Mean Median
SD Loa ekl CW%
CW% Geometric Mean Geometric Mean
C195% Lower Mean

C195% Upper Mean

C195% Lower Var << Remove All

C195% UpperVar

Kurtosis

Pseudo 30

KS PValue Move Down

The following instructions apply to both the Variables tab and the Statistics tab.

« Select an item in one of the columns.

« Click Add or Remove to move the item from one column to another.

« Click Add All and Remove All to move all variables from one column to another.

* Click Move Up and Move Down to change the position of a selected item in the list.

Intext Table Statistics tab

The Statistics tab for Intext PK Parameter tables contains different options than Statistics tabs for

other tables.

* In the Setup tab for an Intext PK Parameter type table, select the Statistics tab.

Mon-Time Dependent
A+B
Mon Time Dependent Stats

Time Dependent
A(B - C)

Time Dependent Stats

A defined |Mean

B defined |Min

Adefined  Mean N
B defined |SD v
Location in .Dispiajr inTitle~ |
Output . !

C defined | Max

)

* In the Non-Time Dependent section, select the equation to be used (currently A +/- B is the only

one available).

+ Identify the statistics to use in the equations from the pull-down menus.

» Choose the location for displaying the information: Display in Title, Display in Footnote, Do not

display in output.
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* Inthe Time Dependent section, select the equation to be used (currently A(B — C) is the only one
available).

« Identify the statistics to use in the equations from the pull-down menus.

Standard/Normalize tab

This tab becomes available for PK Parameter tables when normalization schemes are defined (see
“Stratification/Normalization tab”).

* In the Setup tab for a table of PK parameters, select the Standard/Normalize tab.

+ Select the Display option All standard, then all normalized by to list all of the standard
columns first, followed by normalized columns.

« To group the columns so that the standard and normalized version of the data are together, select

the Display option Group together standard and normalized by .

+ Toggle generation of tables with and/or without normalization for each parameter by selecting/
unselecting the checkboxes in the Standard and Normalize by columns.

Precision tab

For each variable and statistic, the precision can be set by the number of significant digits or decimal
places. Selection of the type and value of numerical precision is also done through this tab.

* In the Setup tab, select a table type and then click the Precision tab.

Precision Selection:
Statistics
Variables Individual N Mean sD
Type Val| Type Val Type Val Type vah
Tmax Decimal |« | 2 {Decmal |»=f 0 ! Decimal |« 2 | Decdmal |[=| 2
Cmax .Significant w| 3 iDecmal |« | 0 iSignificant [« 3 :Significant |« |} 3
AlUClast ISignificant w| 3 iDecimal |=| 0 :Significant [« 3 :Significant |« 3
AUCINF_obs .Significant w|| 3 {Decimal |« 0 iSignificant [« | 3 iSignificant |=f 3
ﬁUC_"quNiFED_DbSI Decimal |« 0 | Decimal (= 0 { Decimal |« 0 i Decimal || 0
SE Min Median Max OV Geometric Mean
Type Vall Type Val) Type Val Type Val Type Val Type val
Decimal |« 2 ! Decimal |«[ 2 | Decimal |« 2 { Decimal |»| 2 | Decimal|«[ 0 Decmal |« 2
Significant| » || 3 iSignificant| = Significant| » || 3 i Significant| =« |} 3 ‘Decimal| v 0 Significant| « || 3
Significant| = | 3 iSignificant| » [} 3 i Significant|« | 3 {Significant| = |} 3 .DEcimaI = [ 0 iSignificant| = |} 3
Significant| » || 3 iSignificant| » || 3 i Significant| = | 3 {Significant| = [} 3 ‘Decimal| v 0 Significant| « || 3
Decimal || 0 Decimal || 0  Decimal v 0 Decmal |w| 0  Decimal v 0 Decimal || 0

* In the Type menu for each statistic, select Decimal or Significant.

» Select a cell in the corresponding Value column to enter a new precision display value.
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Graph panels

AutoPilot Toolkit allows the user to apply different attributes to each graph. These attributes include Y-
axis scaling, summary value display, error bar display, and regression line options. Selection of PK
parameters to include in the graphs is also available.

The following sections describe the graph options available for each graph type:

Main Graphs panel

Time Concentration panel

Comparison Categorical Standard panel
Comparison Categorical Box & Whisker panel
Continuous Demographic panel

Main Graphs panel
* In the Setup tab, select Graphs in the hierarchical list.

Parameters that are in the Selected column will be included in the output.

Lnselected: Selected:

R=qg - Tmax
R=sq adjusted Cmax
Corr XY

Mo points lambda z
Lambda z

Lambda z lower I ]
Lambda z upper

HL Lambda =z I ]
Tlaa

Cmax D

TlEIS‘t I {Hemm ]

m

Clast

AllClast

AlCall

AUCINF obs

AUCIMF D obs

ANC %Extrap obs
AUCINF ored i

<< Remove All

¢ Select an item in one of the columns.
« Click Add or Remove to move the item from one column to another.
« Click Add All and Remove All to move all variables from one column to another.

* Click Move Up and Move Down to change the position of a selected item in the list.
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Time Concentration panel

* In the Setup tab, select Time Concentration in the hierarchical list.

Output Display
Y-Axis Scaling

Linear
Graph Selected
Error
Graph | Summary Value
Value
Comparison Individual by Subject v v
Comparison Summary by Treatment W v Mean - SD |-
Log Treatment Display
Error
Graph |Summary Value -
Direction Value |Direction Allin same | Separate by
graph graph
v M
Both |« v Mean w|[ SD |w| Both |w} v

There are two types of Time Concentration graphs available:

+ Comparison Individual by Subject: A separate graph is generated for each subject involved in
the study. Each line on the graph represents a separate treatment.

+ Comparison Summary By Treatment: A single graph is generated. Each line represents a sep-
arate treatment.

The panel displays a table of options for the Time Concentration graphs, grouped into several catego-
ries and sub-categories:

Output
+ Check/Uncheck the Selected box to include/exclude a type of Time Concentration graph in the
output.
Output ‘
' Stratification !
Selected |Sorted by Sorted by |
| Treatment Demographic
Sequence Sequence '
%
v

* When Stratification schemes have been defined (see “Stratification/Normalization tab”), they can
be used as X-axis variables in a Summary by Treatment graph type, Sorted by Treatment or
Sorted by Demographic. Use the checkboxes to indicate the sorting mechanism(s) for each
stratification scheme.
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Display
+ Graphs can be generated with a Linear or Log Y-Axis Scaling. The following options are avail-
able for both types of Y-axis scaling:

» In the Graph section, check the box to use the Y-axis scaling method. Unselect to not scale
the Y-axis. Selecting this checkbox under both the Linear and Log sections will generate two
graphs, one using each method.

* For Summary by Treatment type, select the Summary Value to use for plotting the sum-
mary line: Mean, Median, Geometric Mean, Harmonic Mean.

+ Specify the Value (SD, SE, Variance, Min and Max, None, 68% Range) and Direction
(Both, Down, Up) of Error bars to display on Summary by Treatment graphs.

» Check the All in same graph box to generate a Treatment Display graph that includes data
from all treatments. Select the Separate per graph checkbox to generate a separate graph for
each treatment.

Comparison Categorical Standard panel

* In the Setup tab, select Comparison Categorical Standard in the hierarchical list.

Output| Display
PK Parameter Y-Axis Scaling (Linear) PRSI
(Client Name) Selecte s reatme play
Summary Val
i Value | Direction/All in same Separate

Lambda_z v Median |+ |Minand Max|w» | Both v
HL_Lambda_z v Median |+ Minand Max| »| Both | v

Tmax v Median |+ |Min and Max| v | Both |+ v

The PK Parameters available in the study are listed as rows in the table.

The panel displays a table of options for the Comparison Categorical Standard graphs, grouped into
several categories and sub-categories:

Output

» Check/Uncheck the Selected box to include/exclude a parameter when generating graphs.

+ If normalization schemes have also been defined (see “Stratification/Normalization tab”),
check/uncheck the Normalize subcategory boxes to normalize/not normalize the graphs.
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Options available when stratification is

Basicoptions mmg defined
Output | | Output <~
Stratification
Normalize | Sorted By | Sorted By
Selected selected  [Treatment] | Demographic
L Gender Gender '
A | !
_ Selected | Selected
v |
W
W
La
La
W
Options available when stratification
F | and normalization are defined
Output {}
Stratification
e Sorted By [Treatment] . Sorted By Demographic
Selected Gender Gender
N N
Schcted | Normalize Sclected ormalize
Age Age Age
o
W
o

When Stratification schemes have been defined (see “Stratification/Normalization tab”), they can
be used either as X-axis variables (Sorted by [Treatment]) or new sort variables (Sorted by
Demographic). Use the checkboxes to indicate the sorting mechanism(s) for each stratification
scheme.

» If normalization schemes have also been defined, check/uncheck the Normalize subcategory
boxes to normalize/not normalize the stratified graphs

Display

Graphs can be generated using a Linear Y-Axis Scaling. The following options are available:

+ Select the statistic to use as the Summary Value when plotting the summary line: Mean,
Median, Geometric Mean, Harmonic Mean.

+ Specify the Value (Min and Max, Pseudo SD, SD, SE, Variance, 68% Range) of the Error
bars. The only option available for Direction is Both.

+ For Treatment Display, check the All in same graph box to generate a graph that includes
data from all treatments. Select the Separate per graph checkbox to generate a separate
graph for each treatment.

Comparison Categorical Box & Whisker panel

Note:

There must be at least three subjects in the study to create Box & Whisker graphs.

In the Setup tab, select Comparison Categorical Box & Whisker in the hierarchical list.
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PK Parameter OUtput | Treatment Display
(Client Name) cglected | Allin same graph | Separate by graph

Lambda_z v ; v
HL_Lambda_z "] v
Tmax il i

The PK Parameters available in the study are listed as rows in the table.
Output

« Check/Uncheck the Selected box to include/exclude a parameter when generating graphs.

» If normalization schemes are also defined (see “Stratification/Normalization tab”), check/
uncheck the Normalize subcategory boxes to normalize/not normalize the graphs.

Options available when stratification is

Basic options defined
Output l Output
Stratification
Normalize | Sorted By  Sorted By
Selected Selected | [Treatment] | Demographic
f : Gender  Gender |
- Selected | Selected
L
W
W
v
L
W

Opticons available when stratification

and narmalization are defined
Output ‘

[ Stratification _
Normalize 5°7t€d BY [Treatment] I Sorted By Demographic
Selected Gender | Gender

. =
_ Selected Normalize |5el:ct od ‘ ormalize
Age Age Age

L
L

L

*  When Stratification schemes have been defined (see “Stratification/Normalization tab”), they
can be used either as X-axis variables (Sorted by [Treatment]) or new sort variables (Sorted by
Demographic). Use the checkboxes to indicate the sorting mechanism(s) for each stratification
scheme.

» If normalization schemes are also defined, check/uncheck the Normalize subcategory boxes
to normalize/not normalize the graphs.

Treatment Display

» Check the All in same graph checkbox to generate a graph that includes data from all treat-
ments.
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+ Check the Separate per graph checkbox to generate a separate graph for each treatment.

Continuous Demographic panel

* In the Setup tab, select Comparison Continuous Demographic in the hierarchical list.

Demographic 1: Age v Demographic 2: None v
Age
PKParameter Output Regression
Client Name E—
( ) Selected Line Equation
All in same graph " | :
Lambda z greph |....w oY
[Grp] v
All in same graph v
HL_La.rnhda_z .................... g ...............................................
[Grp] v

The panel displays a section for selecting up to two demographic(s) to use for the X-axis (Demo-
graphic 1 and Demographic 2).

When a second demographic type is selected, a second tab is created in the Comparison Contin-
uous Demographic panel.

Demographic 1: Age v Demographic 2: Height v

| Output |

The PK Parameters available in the study are listed as rows in the table. Each parameter will have
two sub-rows:

+ All in Same Graph: Sort all graphs by analyte.
* [Grp]: Group all graphs by analyte.

The lower part of the panel contains a table of options for the Comparison Continuous Demographic
graphs, grouped into several categories and sub-categories:
Output

» Check the Selected box to create graphs for the parameter that are sorted by analyte and/or to
create graphs for the parameter that are grouped by analyte. Unselect a checkbox to not gener-
ate the graph(s) for a parameter.

* If normalization schemes are also defined (see “Stratification/Normalization tab”), check/
uncheck the Normalize subcategory boxes to normalize/not normalize the graphs.
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Options available when stratification is

Basic options defined
Output l Output

] Stratification
Selected Selected [Treatment] Demographic
| . Gender | Gender |
Age -‘ '
Selected | Selected |
W
W
w
Ll
W
W

Opticons available when stratification

and narmalization are defined
Output ‘

[ Stratification
|
e Sorted By [Treatment] | Sorted By Demographic
Selected Gender | Gender

. =
_ Selected Normalize |5el:ct od ‘ ormalize
Age Age Age

L
L

L

* When Stratification schemes have been defined (see “Stratification/Normalization tab”), they
can be used either as X-axis variables (Sorted by [Treatment] or Sorted by Period for repli-
cated studies) or new sort variables (Sorted by Demographic). Use the checkboxes to indicate
the sorting mechanism(s) for each stratification scheme.

« If normalization schemes have also been defined, check/uncheck the Normalize subcate-
gory boxes to normalize/not normalize the graphs.

Regression
» Check the Line checkbox to include a regression line in the graph.

» Check the Equation checkbox to display the regression equation in the graph.

General tab

The General tab allows users to select the study design type, configuration settings, and whether or
not to try to complete a comparison run if an error occurs.
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The

Study Design
(® Crossover () Parallel
Sub Type: |Handumized "l

Try to complete execution on emor

IUse Factory Default Configuration
IUse Custom Corfiguration

study design options in the General tab depend on the configuration settings. If the settings are

changed, then the options could be different from the options listed below.

Note: The configuration settings must be specified before a dataset is mapped to the AP Comparison
object.

Study Design

Specify that the study design type is either Crossover or Parallel.

For a Crossover study design, select the study SubType (Randomized, Non-Randomized, or
Replicated).

By default, AutoPilot Toolkit tries to complete a comparison run even if errors are encountered
and not all selected output can be created.

Unselect the Try to complete execution on error checkbox to stop a comparison run if any
errors are encountered.

Configuration Settings

Indicate the configuration settings to use. Use Factory Default Configuration is selected by
default.

To use customized settings, select Use Custom Configuration and click the Change Directory
[...] button to select the directory where the custom configuration settings file is located.

The customized settings can be defined as the default configuration settings to use for new proj-
ects by clicking Set as Default.

Stratification/Normalization tab

The Stratification and Normalization options allow users to create additional table and/or graph out-

put.

Stratification
[] Stratification A | Gender And hone

Stratification B | Race And | pone

MNaormalization
[] Momalization 1 | Age

Momalization 2 | Wat
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Stratification

Results can be stratified (i.e., layered) using discrete demographic variables. Each stratification level
can use one or two discrete demographic variables. If two variables are specified, they are associated
using the logical operator AND.

Note: At least one stratified output type must be selected if stratification is enabled or the Comparison
project will not pass verification.

« To define the first level of stratification, select the Stratification A checkbox and choose the
demographic variable(s) from the pull-down menu(s).

« To define a second level of stratification, select the Stratification B checkbox and choose the
variable(s) from the pull-down menu(s).

If stratifications are selected, the comparison run creates one table per stratum for the time and con-
centration, PK parameter, and intext PK parameter tables, using the stratification scheme as an addi-
tional group variable.

If graphs include stratification, the stratification schemes are used either as X-axis variables (sorted
by treatment) or new sort variables (sorted by demographics), depending on the AutoPilot Toolkit
Admin settings.

Normalization

Use the Normalization section to define normalization schemes to apply to the results. Each normal-
ization scheme must use a different continuous demographic variable.

« To define the first level of normalization, select the Normalization 1 checkbox and choose a
demographic variable from the pull-down menu.

« To define a second level of normalization, select the Normalization 2 checkbox and choose a
variable from the pull-down menu.

AutoPilot Toolkit calculates the normalized PK parameters and includes them in the results. Users
can select the PK Parameter and Intext PK Parameter tables in the hierarchical list and choose
which normalized parameters to display in each table. This allows PK Parameter automation
tables to include both normalized and non-normalized values.

« Select the PK Parameter, Intext PK Parameter, PK Ratios, or PK Statistics table in the Tables
node.

+ Select the Standard/Normalize tab.

* In the Display menu, select how to display normalized PK parameters in the table output.
» Select the Normalize checkbox beside a PK parameter to include it in the table output.
For more on using the table panels, see “Table panels”.

Column headers for the normalized variables include a normalization variable and its units. For exam-
ple, oral clearance normalized by weight: CL/F/Weight (L/hr/kg). If graph output is selected that
includes normalization, each normalized PK parameter is displayed in a separate graph. The Y-axis
labels display the normalization in the same manner as tables.

PK parameters that are excluded from normalization are listed in “PK automation parameters”.
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Display tabs

The Display tab contains four tabs that allow users to set output and display options, table and graph
orientation, and the X- and Y-axes scaling for graphs.

Output Options tab
Display Options tab
Orientation tab

Time Scale Algorithm tab

Output Options tab

The Output Options tab allows users to define the LOQ value and the AUC percent extrapolation
threshold value.

Output Options
Limit of Quantification (LOC)

Imput | Reference 7

. Use settings from data
() Use value ng./mL
(® Mo limit of quantification

[[] AUC % Exrapolation Threshold: %

The options for LOQ vary depending on the type of data used and the system configuration settings.

» For unstacked data, choose one of the following methods of defining the LOQ:
+ To set the LOQ value using the input data, click Use setting from data.
» To enter a value, click Use value and type a value in the corresponding field.
« Click No limit of quantification to not set an LOQ limit.

If the input dataset contains stacked data, a different LOQ can be set for each analyte.

Output Options

Use LOG values found in study data

LOQ
Value (ng/ml)

Analyte

Carterolol
0OH-Carterolol

[] AUC % Exrapolation Threshold: e

» For stacked input data, do one of the following to set the LOQ:

« Turn on the Use LOQ values found in study data checkbox to set the values for LOQ using
the input data.

+ Enter an LOQ value for each analyte in the Value column. (The concentration units are taken
from the input dataset.)

* To not use LOQ values, turn off the Use LOQ values found in study data checkbox and
leave the Value column entries blank.
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Note: Setting the LOQ value for all analyts can significantly extend the execution time.

For more information, see “LOQ replacement”.
The following option is applicable to both stacked or unstacked input data:

« Turn on the AUC% Extrapolated Threshold checkbox to use the rules for handling AUC extrap-
olated values that exceed the specified percentage.

See “PK parameter percent-extrapolated threshold” for details.

Display Options tab

The Display Options tab allows users to set table and graph output display options, select the time
and concentration variables in the input dataset, and choose whether or not to include data source

information.
Item Table Graph
Decimal Alignment
Automatic Splitting
¥-Ais Split -
Display Matrix W W
Display Analyte W W
Concentration Qutput (Variable Used) PLS_Carteralol _PECOMNC - PLS_Carterolal _PKCONC |+
Actual Time Output (Variable Used) Relative_Actual_Time - Relative_Actual_Time |
Mominal Time Output (Variable Used) Relative_Mominal_Time - Relative_Mominal_Time |-

Include Source Information

Tables Graphs Texts
Source Location Include path Source Location Include path Source Location Include path
Date and time stamp Date and time stamp Date and time stamp

« Turn on the Decimal alignment checkbox to align all values in a given column using their deci-
mal points. See “Table data display using decimal alignment”.

« Turn on the Automatic splitting checkbox to allow splitting large tables across multiple pages.
See “Table business rules”.

» Select from the X axis pull-down if the PK parameter graphs have a Split X-axis based on indi-
vidual and summary values or Offset.

* Turn on the Display Matrix or Display Analyte checkbox to include the matrix or analyte infor-
mation in the tables and/or graphs. See “Display analyte and matrix information” (tables) or “Dis-
play analyte and matrix information” (graphs).

» Select the concentration variable to use for creating time-concentration tables and graphs from
the Concentration Output (Variable Used) pull-down menu.

* Use the Actual and Nominal Time Output (Variable Used) pull-down menus to select which
data column to use for the actual and nominal times. This is set using the Time Variables tab in
the Admin Module.
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« The Display in Output section, available only for trough projects, contains an Input pull-down
menu. Select whether to use the reference or a test input in the AutoPilot Toolkit output.

Display in Output
Input: [ Reference - ]

Anahyte Varable: [5}"dﬂE-"_|’0| - ]

Time Variable: [Helati'u'e_r'-.lominal_'l"lme v] * for by Subject graphs only

* In the Analyte Variable menu, select the analyte to display in the AutoPilot Toolkit output.

Note: If the trough input dataset is stacked by analyte, then users cannot select the analyte to be used in
the output.

* In the Time Variable menu, users can select the actual or the nominal time variable to be used in
the Concentration by Subject graphs, which display individual trough time and concentration for
one subject per graph.

« In the Include Source Information section, select or clear the checkboxes to include or exclude
the location of the input file, the path to that location, and a date and time stamp in the Table,
Graph, and Text output.

Orientation tab

Through the Orientation tab, the orientation of each output item is set. A few additional settings
regarding the appearance of graphs in a Word document are available for appendices involving indi-
vidual time-concentration graphs.

Item Orientation| Paper size | Presentation order Graphs per page
Tables

Comparison Time Concentration Partrait |«

Comparison PK Parameter Partrait |«

Comparison Intext Partrait |«

Time Concentration Graphs

Comparison Individual Subject Portrait |

Comparison Summary Partrait |«

PK Parameter Graphs

Comparison Categorical Standard Portrait |«

Comparison Categorical Boxand Whisker : Portrait |«

Comparison Continous Demaographic Partrait |«

Appendix (Word Documents}

Comparison Inidividual Time Concentration: Portrait |« Letter |« EAII linear then all log| = 1x1 -

* Inthe Orientation column, select whether to position the output as a Portrait or in Landscape for-
mat from the pull-down menu for each table, graph, and appendix output.

Note: Only certain tables and graphs can be changed to Landscape. If Landscape is not supported, the
Orientation setting for that table or graph defaults to Portrait and the pull-down menu is disabled.
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For the Individual Time Concentration appendix output type, the following specifications can
also be made:

+ Select the Paper Size as Letter or A4 from the pull-down menu.

« Indicate the order in which the graphs are to appear using the Presentation Order column pull-
down menu. Options include:

+ All linear then all log: Display the linear graphs (sorted by subject) before the log graphs
(sorted by subject).

« All log then all linear: Display the log graphs (sorted by subject) before the linear graphs
(sorted by subject).

» Per profile, linear then log: Graphs are grouped by subject and then by analyte, with the lin-
ear graph presented before the log graph. In the output, the graphs are displayed in subject
order.

« Per profile, log then linear: Graphs are grouped by subject and then by analyte, with the log
graph presented before the linear graph. In the output, the graphs are displayed in subject
order.

+ Specify the number of graphs per page using the pull-down in the Graphs Per Page column.
Options range from 1x1 up to 4x4.

Time Scale Algorithm tab

The Time Scale Algorithm tab is used to specify the scaling options for the axes, the lower and upper
bounds for time scale ticks, the tick frequency, the tick units, and the maximum time scale on the X-
axis. See “Time scale algorithm” for more information.

Y-ads scaling: | Uriform automatic across all graphs - |
X-hxis
Scaling: | IUniform across all graphs - |
Major Ticks
Time Scale:
II;D.:.\:r?J EEEI?; Ir'::: Tick units Maxin

If max time of profile is between 0 iandi 48 ihours,thentick everyi 4 istudy units (hr)| [with a1

If max time of profile is between: 48 iandi oo | hours, then tick everyi 8 istudy units (hr)| = fwith a

Pl Tl

ad | | Delete

Minor Ticks
MNumber of ticks displayed:

* In the Y-axis scaling menu, choose whether to scale the Y-axis uniformly across all graphs or
scale the Y-axis on a per graph basis.

* Inthe X-Axis area, select X-axis Scaling to be either uniformly across all graphs or on a graph by
graph basis.

The Major Ticks area contains a table where each row represents a separate time scale.

» Enter new values for lower and upper bounds in the Lower bound and Upper bound fields.




Analyte Comparison

Use the Tick frequency and Tick units columns together to define the frequency with which tick
marks are displayed along the X-axis.

« Enter the value directly in the Tick frequency field and then select the units from the Tick units
pull-down menu. (The default is study units, indicating that the units are derived from the study
data.)

+ Set new values for the time scale multiple value in the Maximum time scale multiple value field.
* Click Add in the Major Ticks area to add another time scale.

A new row is added to the table below the row that was selected or modified last.
« To remove an added time scale, click in that row and then click Delete.

A minimum of two defined time scales is required.

* In the Minor Ticks area, change the number of minor ticks displayed between the major ticks by
typing a new value in the Number of ticks displayed field.

Ordering tab
The Ordering tab is used to specify how the treatment descriptions are ordered in the output.

* Inthe Treatment tab, select a treatment in the list and use the Move Up and Move Down buttons
to rearrange its position in the display order.

Treatments | Dizcrete Variables

Display Order

Treatment Description

Carterolol

Carterolol + Rifampin

* In the Discrete Variables tab, use the Variable values to be reordered menu to select different
discrete study variables.

+ Select the variable in the list and use the Move Up and Move Down buttons to rearrange its posi-
tion in the display order.

Analyte tab
This tab is present only if the input data is stacked and lists all of the analytes involved in the study.

Select an analyte in the list and use the Move Up and Move Down buttons to rearrange its position in
the display order.

Comparison results

Caution: Do not perform any operations on the computer while the comparison run is in progress. Doing so
could cause unpredictable results; keyboard and mouse input during a comparison run might
affect automated AutoPilot Toolkit operations.
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After the project is run, all output is arranged in groups in the Results tab.

Not all output can be viewed in Phoenix. In such cases, the right side of the Results tab will display a
message with suggestions on how to view the results. One suggestion is to open an external program
and load the results by clicking View in External Viewer.

AutoPilot Toolkit output can be individually exported to disk or copied to Phoenix’s Data folder. All
results can be exported using AutoPilot File Explorer, which is located in the Reporting tab. For more
using AutoPilot File Explorer, see “AutoPilot File Explorer”.
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Accumulation and Other Comparisons

AutoPilot Toolkit can run analyses to compare output from previously run NCA models. The Accumu-
lation, Absolute Bioavailability, and Renal Clearance Comparison objects combine output from previ-
ously created NCA models to create additional report output.

The AP Accumulation, Absolute Bioavailability, and Renal Clearance Comparison objects compare
output from two studies. Comparison projects use NCA output or study data that is stored locally or in
Certara PKS scenarios. The NCA projects can be imported into Phoenix from a disk or loaded from
PKS. If PKS is used, then all NCA output must reside in the same PKS study.

Note: There are a number of situations where comparing treatment values of differing levels between
two studies can create output that may not be useful. There are also cases where such compari-
sons may prove valuable. The AutoPilot Toolkit does not make any assessment of when such
comparisons should be done or not. For this reason, the user should be careful in the selection of
the study data to be processed by the AutoPilot Toolkit's Comparison tool, particularly when there
are treatments in one study that do not appear in the other.

Use one of the following to add the object to a Workflow:

Right-click menu for a Workflow object: New > AutoPilot > AP Accumulation/Absolute Bio-
availability/Renal Clearance Comparison.

Or Main menu: Insert > AutoPilot > AP Accumulation/Absolute Bioavailability/Renal Clear-
ance Comparison.

Or right-click menu for a worksheet: Send To > AutoPilot > AP Accumulation/Absolute Bio-
availability/Renal Clearance Comparison. e

Or select a workfte4in the Object Browser and click for accumulation or IEI for absolute
bioavailability or i for renal clearance in the Object Toolbox on the left side of the Diagram tab.

An AP Comparison object must have an assigned source of input data for the Reference run and at
least one other Test run as a first step. If stacked data is being used, then only one input data source
is needed. When the input sources are selected, AutoPilot Toolkit then creates the AP Comparison
interface based on the input data.

When connected to an NCA object, the AP Comparison object detects any changes to the NCA model
and generates an alert. The AP Comparison object does not correct the problem. It only alerts users
that changes were detected. Users must revert their NCA changes or make the necessary changes to
the AP Comparison object.

The Send To command cannot be used to map data to the Test inputs. The Select source button or
the Diagram tab must be used to map data to the Test inputs. The Input checkboxes in the Setup tab
are also a quick way to map/unmap sources to the reference and various tests.

To change a source of input data

The source of the input data for an Comparison object can be changed by simply remapping the input
to the new source. AutoPilot Toolkit will check the compatibility of the new source’s study variables
with the variables in the Comparison object’s original dataset.

» If the new source appears to be compatible with the Comparison object, a message to this effect
is presented in a dialog along with a reminder to review the object’s settings.

+ Ifthe new source is incompatible with the Comparison object (e.g., the object, initially connected
to a plasma NCA model is remapped to a urine model), a warning is generated. Continuing with
mapping of the incompatible data source to the Comparison object will result in all settings and/or
previous results being cleared.

This section contains the following topics:
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Comparison types

List of output types

Input panel

Table panels

Graph panels

General tab
Stratification/Normalization tab
Display tabs

Ordering tab

Comparison results

See also:

“PK Comparison tables” for a listing of tables available for each combination of study design, dos-
ing, regimen, and matrix.

“PK Comparison graphs” for a listing of graphs available for each combination of study design,
dosing, and matrix.

“PK Comparison appendix output” for a listing of appendices available for each study design.

Comparison types

The differences between the three Accumulation, Absolute Bioavailability, and Renal Clearance com-
parison types are outlined below.

Accumulation

Input Data: Requires both datasets to be either stacked or unstacked, the same analyte to be
compared between the two datasets, NCA Models 200-2022, runs to use same matrix and route,
reference input data to be from a single-dose NCA model and test input data to be from a multi-
ple-dose NCA model.

Output: Overlaid percent dose remaining graphs, overlaid amount excreted over time graphs,
and calculation of additional parameters such as Accumulation (RA) and Linearity (LI). Compari-
sons are between the single-dose day and a multi-dose day, but not between two multi-dose
days.

Absolute Bioavailability

Input Data: Requires both datasets to be either stacked or unstacked, the same analyte to be
compared between the two datasets, NCA Models 200-2022, study design type to be Crossover,
runs to use same matrix and regimen, reference input data to be from a non-extravascular route
containing one Treatment, which is either IV Bolus (model 201) or IV Infusion (model 202), test
input data to be from an extravascular route (model 200) and can have multiple Treatments.

Output: Overlaid time-concentration graphs, calculation of additional parameters such as Abso-
lute Bioavailability (F), and calculation of ratios for PK parameters. If route information is unavail-
able from the reference and test studies, the text strings “IV” and “Ext” will be used in legends or
X-axis levels as appropriate.

Renal Clearance

Input Data: Requires both datasets must be either stacked or unstacked, the same analyte to be
compared between the two datasets, NCA Models 200—2122, runs to use the same route and
regimen, reference input data to be from a non-urine-based matrix (model 200-202), test input
data to be from a urine-based matrix (model 210-212), and the urine and blood draw collection
intervals to be the same.

Output: Calculation of additional parameters such as Renal Clearance (CLr=Ae/AUClast) and
concentration ratios for PK parameters.
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Note:

8Each NCA model whose output is being compared must be of the same study design type. For
PKS studies, all NCA output must reside in the same PKS study. Additionally, only one NCA

model is required for any analyte comparison if stacked data is used. For non-stacked analyte
comparisons, two NCA models are required.

Phoenix does not allow users to select steady state dosing for urine models. AutoPilot Toolkit uses

the steady state flag to distinguish between SD (single dose) and MD (multiple dose) regimens.

Therefore, AutoPilot Toolkit considers a urine study to be MD or steady state if Day is used as a
Sort Variable and SD if Day is not used as a Sort Variable.

List of output types

The Setup tab consists of two areas, a hierarchical listing consisting primarily of output types available
for the AP Analyte Comparison object selected in the Object Browser, and a panel area for displaying
options specific to an item selected in the hierarchical list.

[v] Comparson PK Parameter A Day

[v] Comparson PK Parameter B Day

[+ Comparison Irtext PK Parameter | Day

(] Comparson Intext PK Parameter || Day
[ Graphs

[+ Time Concentration

[+ Comparison Categorcal Standard

[+ Comparison Cateqaorical Box & Whisker

[+ Comparison Continuous Demographic
-1-i] Appendix

----- [« Comparison Individual Time Conc

Setup | Results | Verification | Reporting Setup | Results Venfication Reporting
= -

&/] Reference [v| Reference

b Test ] Test
=] | Tables =] Tables

[v] Comparison PK Parameter A Day Bioavail
[v| Comparison PK Parameter B Day Bioavail
[+] Comparison Intest PK Parameter | Day Bioavail
] Comparison Intext PK Parameter || Day Bioavail

[+| Graphs

[+] Time Concentration

[+] Comparison Categorical Standard

[+] Comparison Categorical Box & Whisker
[+] Comparison Continuous Demographic

b Appendix

-.[w] Comparison Individual Time Conc

Setup

Results | Venfication

Reporting

-] Tables

Figure 7-1. Setup tab for Accumulation, Absolute Bioavailability, and Renal Clearance Comparison objects

----- Comparizon PK Parameter A Day Renal CLr
----- Comparizon PK Parameter B Day Renal CLr
----- Comparison Intexd PK Parameter | Day Renal
----- Comparison Intexd PK Parameter || Day Renal

-[w| Graphs

----- Comparison Categarical Standard
----- Comparison Categaorical Box & Whisker
----- Comparison Cortinuous Demographic

The Input list will vary depending on whether a stacked or unstacked data source was mapped to the

Reference item. Test data inputs are not available if a stacked dataset is used as the reference.
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To identify types of output:

» Check/clear the checkbox beside a table type to include/exclude the table in the output.

» Check/clear the checkbox beside the main Tables, Graphs, or Appendix items to add or remove

all items under that heading from the output.

Selecting Tables in the hierarchical list is only possible when stratifications or exclusions are set,

or when the input data is stacked by analyte.

+ To set options for an output type, click the name of the output type in the hierarchical list and

make changes to the options displayed in the panel on the right.

Input panel

When an AP Comparison object is inserted into a project, the input source(s) must be assigned
before the object can be used or modifications to object settings can be made. The input source can

be mapped to NCA Final Parameters worksheets or observations datasets.

Note: The reference and test data sets used in a comparison must contain matching units for the vari-

ables being compared.

* In the Setup tab, select Input in the hierarchical list.

OR

In the Diagram tab, right-click an AP Comparison object and select View Setup.

If no input sources have been defined, the options available are restricted to selecting the source and
specifying an alternative source for configuration settings (refer to “General tab” for more information

=L i

= [ | Reference
L[] Test

General

Configuration Settings
(@ lse Factory Default Corfiguration
(") Use Custom Configuration

Select the Reference and Test inputs for the Comparison

The factory default is cumently set as the default configuration for new objects.
To make the curent corfiguration option the default for all new objects, click "Set as Default”.

Set as Default

Figure 7-2. Setup tab with no input source defined

on configuration settings).

Table panels

Users can set the variables, statistics, or precision for each table type. The options available depend

on the type of table selected.

The following sections describe the table options available:

“Main Tables panel”
“Variables and Statistics tabs”
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“Standard/Normalize tab”
“Precision tab”

Main Tables panel

The main Tables panel shows options that can be applied when generating the tables. The options
vary depending on whether stratifications are defined.

* In the Setup tab, select Tables in the hierarchical list.

Treatment Display
All insame table [ ] Separate per table

Figure 7-3. Tables panel for unstacked data

» Check the All in Same Table box to generate a table that includes data from all treatments.
» Check the Separate per Table box to generate a separate table for each treatment.

* When stratification schemes have been defined, (see “Stratification/Normalization tab”) they can
be applied by selecting the Stratify by ___ checkbox. Unselect the checkbox to generate only a
standard table.

Treatment Display
All in same table [ ] Separate per table
Type
Table Stratify
Standard by Gender
Comparison PK ParameterADay | L2 S = N
Comparison PK Parameter B Day W
o pa e Day .......... =R e
Comparison Intext PK Parameter II Day v

Figure 7-4. Tables panel for stacked data

Note: At least one stratified table must be selected if stratifications are specified or the Comparison

object will not pass verification.

Variables and Statistics tabs
The Variables and Statistics tabs are formatted the same for most tables.

By default, AP Comparison output can include all PK parameters from the PK_Parameter (A — F)
tables or the Intext tables and the additional parameters listed under “PK comparison parameters”.

For Absolute Bioavailability and Accumulation comparisons, the PK Parameters that are common in
all NCA models are listed in the Selected list and all other parameters are listed in the Unselected
list.

For Renal Clearance comparisons, since there are no common Plasma and Urine parameters, all
parameters from either run are available in the comparison Unselected list.
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See “PK Parameters” for a full list and descriptions of supported PK parameter study variables. See
“Summary Statistics” for a full list and descriptions of supported statistics.

Note: The Variables tab may/may not be available, depending on the table type.

* In the Setup tab, select a table type in the hierarchical list.
» Select the Variables or the Statistics tab.

Variables and statistics that are in the Selected column will be included in the output and will be
reported in the order that they appear in the column.

Lnselected: Selected:
MMiss M

MNOhs Mean
Variance 30
Ranage SE
Percentiles Add = Min
Harmaonic Mean Median
Mean Loag - Max

SD Loa kbl CW%

CW% Geometric Mean

Geometric Mean

C195% Lower Mean < Remave

C195% Upper Mean
C195% Lower Var
C195% Upper Var

<< Remove

Skewness Move Up
Kurtosis

Pseudo 30

KS PValue bibense ieyorn

Lower 68% Bound
Jpper G8% Bound

Figure 7-5. Statistics tab

The following instructions apply to both the Variables tab and the Statistics tab.
+ Select an item in one of the columns.
+ Click Add or Remove to move the item from one column to another.
+ Click Add All and Remove All to move all variables from one column to another.

* Click Move Up and Move Down to change the position of a selected item in the list.

Intext Table Statistics tab

The Statistics tab for Intext PK Parameter tables contains different options than Statistics tabs for
other tables.

* In the Setup tab for an Intext PK Parameter type table, select the Statistics tab.
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Mon-Time Dependent Time Dependent
Ax+B A(B-C)

MNon Time Dependent Stats Time Dependent Stats

A defined | Mean ¥| | Adefined | Mean "_|
B defined | SD v| | Bdefined |Min "'_|

. ' M -

Location in Display in Title G defined | ax |
Output: . /

Figure 7-6. Statistics tab for intext PK parameters

In the Non-Time Dependent section, select the equation to be used (currently A +/- B is the only
one available).

Identify the statistics to use in the equations from the pull-down menus.

Choose the location for displaying the information: Display in Title, Display in Footnote, Do not
display in output.

In the Time Dependent section, select the equation to be used (currently A(B — C) is the only one
available).

Identify the statistics to use in the equations from the pull-down menus.

Standard/Normalize tab

This tab becomes available for PK Parameter tables when normalization schemes are defined (see
“Stratification/Normalization tab”).

Select the Display option All standard, then all normalized by to list all of the standard
columns first, followed by normalized columns.

To group the columns so that the standard and normalized version of the data are together, select
the Display option Group together standard and normalized by .

Toggle generation of tables with and/or without normalization for each parameter by selecting/
unselecting the checkboxes in the Normalize and Standard columns.

Precision tab

For each variable and statistic, the precision can be set by the number of significant digits or decimal
places. Selection of the type and value of numerical precision is also done through this tab.

In the Setup tab, select the Precision tab.
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Precision Selection:
Statistics
Variables Individual N Mean sD
Type Val| Type Val Type Val Type Vah
Tmax Decimal |=| 2 iDecmal |« 0 { Decdmal |+ 2 | Decimal |=| 2
Cmax ISignificant »|| 3 {Decmal |« 0 iSignificant |= |} 3 iSignificant |
AlClast ISignificant w | 3 iDecimal |« 0 :Significant |= [ 3 iSignificant |« 3
ALCINF_obs ISignificant »|| 3 {Decmal |«[ 0 iSignificant |= |} 3 iSignificant |« || 3
AUC_“qux'trap_u:uI:us. Decimal |« | 0 iDecimal |« 0 i Decmal |« 0 i Decimal |=f 0
SE Min Median Max OV Geometric Mean
Type Val Type Val Type Val Type Val Type Val Type Val
Decimal [« 2 | Decimal |« 2 | Decimal |=f 2 { Decmal |»| 2 | Decimal|« [ 0 Decmal |+| 2
Significant| = | 3 iSignificant| = [ 3 | Significant| [} 3 :Significant| = |} 3 .Decimal w [ 0 iSignificant|« | 3
Significant| » | 3 iSignificant| = [ 3 {Significant|= | 3 {Significant| = | 3 .Decimal - [ 0 iSignificant|«| 3
Significant| = | 3 iSignificant| = [ 3 | Significant| [} 3 :Significant| = |} 3 .Decimal w [ 0 iSignificant|« | 3
Decimal || 0 Decmal || 0 & Decimal v 0 Decmal |+| 0 Decimal v 0 Decimal || 0

Figure 7-7. Precision tab

* In the Type menu for each statistic, select Decimal or Significant.

+ Select a cell in the corresponding Value column to enter a new precision display value.

Graph panels

AutoPilot Toolkit allows the user to apply different attributes to each graph. These attributes include Y-
axis scaling, summary value display, error bar display, and regression line options. Selection of PK
parameters to include in the graphs is also available.

The following sections describe the graph options available for each graph type:

“Main Graphs panel”

“Time Concentration panel”
“Comparison Categorical Standard panel”

“Comparison Categorical Box & Whisker panel”
“Continuous Demographic panel’

Main Graphs panel

* In the Setup tab, select Graphs in the hierarchical list.

Parameters that are in the Selected column will be included in the output.
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Lnselected: Selected:

Tmax
Cmax

»

R=q

R=ag adjusted

Caorr XY

Mo points lambda =z
Lambda =z

Lambda z lower ’ ]
Lambda z upper

HL Lambda =z ’ ]
Tlaa

Cmax D

Tlast ’ < Remove ]

Add =

m

Add All ==

Clast
AllC|ast
AllCall e
AUCINF obs

AUCINF D obs

ALC %Extrap obs
AUCINF pred i

<<= Remove All

Figure 7-8. Graphs panel

« Select an item in one of the columns.
« Click Add or Remove to move the item from one column to another.

« Click Add All and Remove All to move all variables from one column to another.

Time Concentration panel

Time Concentration graphs are available for Absolute Bioavailability and Accumulation Comparisons,
but not for Renal Clearance Comparisons.

* In the Setup tab, select Time Concentration in the hierarchical list.

Output |Display
¥Y-Axis Scaling

Linear
Lo Selected

Error

Graph| Ssummary Value
Value |Direction

Comparison Individual by Subject v v
Comparison Summary by Treatment v W Mean w50 |w | Both | =
Log LOQ
Error
Graph | Summary Value
Value |Direction
L'd W
¥ Mean w | 5D |w| Both |[=[ [

Figure 7-9. Time Concentration panel
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There are two types of Table Concentration graphs available:

+ Comparison Individual by Subject: A separate graph is generated for each subject involved in
the study. Each line on the graph represents a separate treatment.

+ Comparison Summary By Treatment: A single graph is generated. Each line represents a sep-
arate treatment.

The panel displays a table of options for the Time Concentration graphs, grouped into several catego-
ries and sub-categories:

Output
« Check/Uncheck the Selected box to include/exclude a type of Time Concentration graph in the
output.
Output
- ' Stratification
Selected ' Sorted by | Sorted by
Treatment | Demographic
.Sequenr.e i'Sequem:-e
v
v

Figure 7-10. Output section of Time Concentration panel

* When Stratification schemes have been defined (see “Stratification/Normalization tab”), they
can be used either as X-axis variables in a Summary by Treatment graph type, Sorted by
Treatment or Sorted by Demographic. Use the checkboxes to indicate the sorting mecha-
nism(s) for each stratification scheme.

Display
» Graphs can be generated with a Linear or Log Y-Axis Scaling. The following options are avail-
able for both types of Y-axis scaling:

* In the Graph section, check the box to use the Y-axis scaling method. Unselect to not scale
the Y-axis. Selecting this checkbox under both the Linear and Log sections will generate two
graphs, one using each method.

+ For Summary by Treatment type, select the Summary Value to use for plotting the sum-
mary line: Mean, Median, Geometric Mean, Harmonic Mean.

» Specify the Value (SD, SE, Variance, Min and Max, None, 68% Range) and Direction
(Both, Down, Up) of error bars to display on Summary by Treatment graphs.

+ LOAQ: Select the checkbox to include a regression line in the graph.




Accumulation and Other Comparisons

Comparison Categorical

Standard panel

* Inthe Setup tab, select Comparison Categorical Standard in the hierarchical list.

Output| Display
PK Parameter Y-Axis Scaling (Linear) S —y—
(Client Name) selecte Error reatment Display
Summary Val — -
Value Direction All in same Separate
Lambda_z v Median | w | Min and Max|w| Both |w v
HL_Lambda_z v Median |+ Min and Max |+ | Both - W
Tmax v Madian |+ |Min and Max|~ | Both |« v _

Figure 7-11. Categorical Standard panel

The PK Parameters available in the study are listed as rows in the table.

The panel displays a table of options for the Comparison Categorical Standard graphs, grouped into
several categories and sub-categories:

Output

» Check/Uncheck the Selected box to include/exclude a parameter when generating graphs.

+ If normalization schemes have also been defined (see “Stratification/Normalization tab”),
check/uncheck the Normalize subcategory boxes to normalize/not normalize the graphs.
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Options available when stratification is

Basic options defined
Output . Output '
Stratification
Normalize | Sorted By  Sorted By
Selected Selected | Period | Demographic |
L Gender Gender '
Age |
Selected | Selected
v |
L
W
L
Ll
L
Options available when stratification
and narmalization are defined
Output ‘
Stratification
e Sorted By Period | Sorted By Demographic
Selected Gender Gender
Normalize | Normalize
S'Ehcttdl Selected
Age | Age Age
W
W
W

Figure 7-12. Output section of Categorical Standard panel

« Stratification: When Stratification schemes have been defined (see “Stratification/Normaliza-
tion tab”), they can be used either as X-axis variables (Sorted by [Treatment]) or new sort vari-
ables (Sorted by Demographic). Use the checkboxes to indicate the sorting mechanism(s) for
each stratification scheme.

If normalization schemes have also been defined, check/uncheck the Normalize subcate-

Display

gory boxes to normalize/not normalize the graphs.

» Graphs can be generated using a Linear Y-Axis Scaling. The following options are available:

Select the statistic to use as t

he Summary Value when plotting the summary line: Mean,

Median, Geometric Mean, Harmonic Mean.
Specify the Value (Min and Max, Pseudo SD, SD, SE, Variance, 68% Range) of the Error

bars. The only option availabl

e for Direction is Both.

For Treatment Display, check the All in same graph box to generate a graph that includes
data from all treatments. Select the Separate per graph checkbox to generate a separate

graph for each treatment.
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Comparison Categorical Box & Whisker panel

Note: There must be at least three subjects in the study to create Box & Whisker graphs.

* In the Setup tab, select Comparison Categorical Box & Whisker in the hierarchical list.

PK Parameter OUtput | Treatment Display
(Client Name) celected Allin same graph | Separate by graph

Lambda_z v ; v
HL_Lambda_z v v
Tmax i ad

Figure 7-13. Categorical Box and Whisker panel

The PK Parameters available in the study are listed as rows in the table.

Output

» Check/Uncheck the Selected box to include/exclude a parameter when generating graphs.

» If normalization schemes are also defined (see “Stratification/Normalization tab”), check/
uncheck the Normalize subcategory boxes to normalize/not normalize the graphs.

Options available when stratification is

Basic options defined
Qutput l Output

] Stratification
' Normalize | Sorted By  Sorted By
Selected selected | Period | Demagﬁphic_
| . Gender  Gender |
— Selected |Selected |
W
w
L
v
W
w

Options available when stratification

and normalization are defined
Output ‘

| Stratification
[ [
T Sorted By Period ‘ Sorted By Demographic
Selected Gender | Gender
M
_ e Normalize . ‘ ormalize
Age Age
v
v
v

Figure 7-14. Output section of Categorical Box and Whisker panel

« Stratification: When stratification schemes have been defined (see “Stratification/Normalization
tab”), they can be used either as X-axis variables (Sorted by [Treatment]) or new sort variables

81



AutoPilot Toolkit
User’s Guide

82

(Sorted by Demographic). Use the checkboxes to indicate the sorting mechanism(s) for each
stratification scheme.

» If normalization schemes have also been defined, the stratified graphs can be normalized
using the Normalize subcategory checkboxes.

+ Use the Selected checkboxes to produce stratified graphs that are not normalized.
Treatment Display

* Check the All in same graph checkbox to generate a graph that includes data from all treat-
ments.

+ Check the Separate per graph checkbox to generate a separate graph for each treatment.

Continuous Demographic panel

* In the Setup tab, select Comparison Continuous Demographic in the hierarchical list.

Demographic 1: Age v Demographic 2: None -
Age
PKParameter Output Regression
Client N
(Client Name) Selected |Line |Equation
All in same graph v i :
Lambda_z graph ... w
[Grp] v
All in same graph v
HL_Lan-Ibda_z .................... g .........................
[Grp] v

all 1

Figure 7-15. Setup tab for Continuous Demographic graphs

The panel displays a section for selecting up to two demographic(s) to use for the X-axis (Demo-
graphic 1 and Demographic 2).

When a second demographic type is selected, a second tab is created in the Comparison Contin-
uous Demographic panel.

Demographic 1: Age v Demographic 2: Height v

Age : Height |
| Output |
Figure 7-16. Each demographic type has its own tab in the Continuous Demographic panel

The PK Parameters available in the study are listed as rows in the table. Each parameter will have
two sub-rows:

+ All in Same Graph: Sort all graphs by analyte.
* [Grp]: Group all graphs by analyte.

The lower part of the panel contains a table of options for the Comparison Continuous Demographic
graphs, grouped into several categories and sub-categories:
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Output

* Check the Selected box to create graphs for the parameter that are sorted by analyte and/or to
create graphs for the parameter that are grouped by analyte. Unselect a checkbox to not gener-
ate the graph(s) for a parameter.

» If normalization schemes are also defined (see “Stratification/Normalization tab”), check/
uncheck the Normalize subcategory boxes to normalize/not normalize the graphs.

Options available when stratification is

Basic options defined
Output 1— Output |

Stratification
Normalize | Sorted By | Sorted By
Selected selected  [Treatment] | Demographic
d Gender Gender '
Age |
Selected Selected
v - "
L
L
L
L
L

Options available when stratification

and normalization are defined
Output ‘

_Stratﬂcemn i
e Sorted By [Treatment] | Sorted By Demographic
Selected Gender Gender
N : 'N
Scl'm:tcdl ormalize Selected ormalize
Age | Age Age
v
v
v

Figure 7-17. Output section of Continuous Demographic panel

*  When Stratification schemes have been defined (see Time Scale Algorithm tab), they can be
used either as X-axis variables (Sorted by [Treatment]) or new sort variables (Sorted by Demo-
graphic). Use the checkboxes to indicate the sorting mechanism(s) for each stratification
scheme.

» If normalization schemes have also been defined, check/uncheck the Normalize subcategory
boxes to normalize/not normalize the graphs.

Regression
» Check the Line checkbox to include a regression line in the graph.

» Check the Equation checkbox to display the regression equation in the graph.

General tab

The General tab allows users to select the study design type, configuration settings, and whether or
not to try to complete a comparison run if an error occurs.
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Study Design
(®) Crossover () Parallel
Sub Type: |Handumized v|

Try to complete execution on emor

IUse Factory Default Corfiguration
IUse Custom Corfiguration

Figure 7-18. General tab in the Properties panel

The study design options in the General tab depend on the configuration settings. If the settings are
changed, then the options could be different from the options listed below.

Note:

The configuration settings must be specified before a dataset is mapped to the AP Comparison
object.

Study Design

Specify that the study design type is either Crossover or Parallel.

For a Crossover study design, select the study SubType (Randomized, Non-Randomized, or
Replicated).

By default, AutoPilot Toolkit tries to complete a comparison run even if errors are encountered
and not all selected output can be created.

Unselect the Try to complete execution on error checkbox to stop a comparison run if any
errors are encountered.

Configuration Settings

Indicate the configuration settings to use. Use Factory Default Configuration is selected by
default.

To use customized settings, select Use Custom Configuration and click the Change Directory
[...] button to select the directory where the custom configuration settings file is located.

The customized settings can be defined as the default configuration settings to use for new proj-
ects by clicking Set as Default.

Stratification/Normalization tab

The Stratification and Normalization options allow users to create additional table and/or graph out-
put.
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Stratification
[] Stratification A | Gender And | pone

Stratification B | Race And | pone

Mormalization
[] Mormalization 1 | Age

Momalization 2 | Wat

Figure 7-19. Stratification/Normalization tab in the Properties panel

Stratification

Results can be stratified (i.e., layered) using discrete demographic variables. Each stratification level
can use one or two discrete demographic variables. If two variables are specified, they are associated
using the logical operator AND.

Note: At least one stratified output type must be selected if stratification is enabled or the Comparison

project will not pass verification.

* To define the first level of stratification, select the Stratification A checkbox and choose the
demographic variable(s) from the pull-down menu(s).

» To define a second level of stratification, select the Stratification B checkbox and choose the
variable(s) from the pull-down menu(s).

If stratifications are selected, the comparison run creates one table per stratum for the time and con-
centration, PK parameter, and intext PK parameter tables, using the stratification scheme as an addi-
tional group variable.

If graphs include stratification, the stratification schemes are used either as X-axis variables (sorted
by treatment) or new sort variables (sorted by demographics), depending on the AutoPilot Toolkit
Admin settings.

Normalization

Use the Normalization section to define normalization schemes to apply to the results. Each normal-
ization scheme must use a different continuous demographic variable.

« To define the first level of normalization, select the Normalization 1 checkbox and choose a
demographic variable from the pull-down menu.

» To define a second level of normalization, select the Normalization 2 checkbox and choose a
variable from the pull-down menu.

AutoPilot Toolkit calculates the normalized PK parameters and includes them in the results. Users can
select the PK Parameter and Intext PK Parameter tables in the hierarchical list and choose which
normalized parameters to display in each table. This allows PK Parameter automation tables to
include both normalized and non-normalized values.

« Select the PK Parameter, Intext PK Parameter, PK Ratios, or PK Statistics table in the Tables
node.

+ Select the Standard/Normalize tab.
* In the Display menu, select how to display normalized PK parameters in the table output.
+ Select the Normalize checkbox beside a PK parameter to include it in the table output.

For more on using the table panels, see “Table panels”.

85



AutoPilot Toolkit
User’s Guide

86

Column headers for the normalized variables include a normalization variable and its units. For exam-
ple, oral clearance normalized by weight: CL/F/Weight (L/hr/kg). If graph output is selected that
includes normalization, each normalized PK parameter is displayed in a separate graph. The Y-axis
labels display the normalization in the same manner as tables.

PK parameters that are excluded from normalization are listed in “PK automation parameters”.

Display tabs

The Display tab contains four tabs that allow users to set output and display options, table and graph
orientation, and the X- and Y-axes scaling for graphs.

Output Options tab
Display Options tab
Orientation tab

Time Scale Algorithm tab

Output Options tab

The Output Options tab allows users to define exclusions, the LOQ value, and the AUC percent
extrapolation threshold value.

Qutput Options
Limit of Quantification (LOG)

Inpt | Reference - |

) Use settings from data
() Use value ng./mL
(®) Mo limit of quantification

[] ALC % Edrapolation Threshold: *

Figure 7-20. Output Options — Display tab in the Properties panel

The options for LOQ vary depending on the type of data used and the system configuration settings.

* For unstacked data, choose one of the following methods of defining the LOQ:
+ To set the LOQ value using the input data, click Use setting from data.
+ To enter a value, click Use value and type a value in the corresponding field.
* Click No limit of quantification to not set an LOQ limit.

If the input dataset contains stacked data, a different LOQ can be set for each analyte.
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Output Options

Use LOG values found in study data

LOQ
Value (ng/ml)

Analyte

Carterolol
OH-Carterolol

[] AUC % Exrapolation Threshold: B

Figure 7-21. Output options for stacked data

» For stacked input data, choose one of the following to define the LOQ value:

» Turn on the Use LOQ values found in study data checkbox to set the values for LOQ using
the input data.

+ Enter an LOQ value for each analyte in the Value column. (The concentration units are taken
from the input dataset.)

+ To not use LOQ values, turn off the Use LOQ values found in study data checkbox and
leave the Value column entries blank.

Note: Setting the LOQ value for all analyts can significantly extend the execution time.

For more information, see “LOQ replacement”.
The following option is applicable to both stacked or unstacked input data:

* Turn on the AUC% Extrapolated Threshold checkbox to use the rules for handling AUC extrap-
olated values that exceed the specified percentage.

See “PK parameter percent-extrapolated threshold” for details.

Display Options tab

The Display Options tab allows users to set table and graph output display options, select the time
and concentration variables in the input dataset, and choose whether or not to include data source
information.
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User’s Guide
Ttem Table Graph
Decimal Alignment
Automatic Splitting
¥-Rodis split -
Display Matrix W W
Display Analyte W W
Concentration Qutput (Variable Used) PLS_Carterolol_PKCOMNC - PLS_Carterolol_PKCONC |+
Actual Time Qutput (Variable Used) Relative_Actual_Time - Relative_Actual_Time -
Maominal Time Output {Variable Used) Relative_Nominal_Time - Relative_Mominal_Time |-

Inzlude Source Information

Tables Graphs Texts
[~] Source Location [] Include path Source Location [+] Include path Source Location [+] Include path
Date and time stamp Date and time stamp Date and time stamp

Figure 7-22. Display Options — Display tab in the Properties panel

* Turn on the Decimal Alignment checkbox to align all values in a given column using their deci-
mal points. See “Table data display using decimal alignment”.

« Turn on the Automatic Splitting checkbox to allow splitting large tables across multiple pages.
See “Table business rules”.

+ Select from the X-Axis pull-down if the PK parameter graphs have a Split X-axis based on indi-
vidual and summary values or Offset.

» Turn on the Display Matrix or Display Analyte checkbox to include the matrix or analyte infor-
mation in the tables and/or graphs. See “Display analyte and matrix information” (tables) or “Dis-
play analyte and matrix information” (graphs).

» Select the concentration variable to use for creating time-concentration tables and graphs from
the Concentration Output (Variable Used) pull-down menu.

* Use the Actual and Nominal Time Output (Variable Used) pull-down menus to select which
data column to use for the actual and nominal times. This is set using the Admin Module. “Time
Variables tab”

Orientation tab

Through the Orientation tab, the orientation of each output item is set. A few additional settings
regarding the appearance of graphs in a Word document are available for appendices involving indi-
vidual time-concentration graphs.




Accumulation and Other Comparisons

Item Orientation| Paper size | Presentation order Graphs per page
Tables

Comparison Time Concentration Portrait |-

Comparison PK Parameter Portrait |-

Comparison Intext Portrait |«

Time Concentration Graphs

Comparison Individual Subject Portrait |«

Comparison Summary Portrait |-

PK Parameter Graphs

Comparison Categorical Standard Portrait |-

Comparison Categorical Boxand Whisker : Portrait |«

Comparison Continous Demographic Portrait |-

Appendix (Word Documents

Comparison Inidividual Time Concentration: Portrait |w | Letter | | All linear then all log| « | 1% 1 v

Figure 7-23. Orientation — Display tab in the Properties panel

* In the Orientation column, select whether to position the output as a Portrait or in Landscape for-
mat from the pull-down menu for each table, graph, and appendix output.

Note: Only certain tables and graphs can be changed to Landscape. If Landscape is not supported, the

Orientation setting for that table or graph defaults to Portrait and the pull-down menu is disabled.

For the Individual Time Concentration appendix output type, the following specifications can also
be made:

+ Select the Paper Size as Letter or A4 from the pull-down menu.
» Indicate the order in which the graphs are to appear using the Presentation Order column pull-
down menu. Options include:

« All linear then all log: Display the linear graphs (sorted by subject) before the log graphs
(sorted by subject).

+ All log then all linear: Display the log graphs (sorted by subject) before the linear graphs
(sorted by subject).
» Per profile, linear then log: Graphs are grouped by subject and then by analyte, with the lin-

ear graph presented before the log graph. In the output, the graphs are displayed in subject
order.

+ Per profile, log then linear: Graphs are grouped by subject and then by analyte, with the log
graph presented before the linear graph. In the output, the graphs are displayed in subject
order.

+ Specify the number of graphs per page using the pull-down in the Graphs Per Page column.
Options range from 1x1 up to 4x4.

Time Scale Algorithm tab

The Time Scale Algorithm tab is used to specify the scaling options for the axes, the lower and upper
bounds for time scale ticks, the tick frequency, the tick units, and the maximum time scale on the X-
axis. See “Time scale algorithm” for more information.
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Figure 7-24. Time Scale Algorithm-Display tab in the Properties panel

* In the Y-axis scaling menu, choose whether to scale the Y-axis uniformly across all graphs or
scale the Y-axis on a per graph basis.

* Inthe X-Axis area, select X-axis Scaling to be either uniformly across all graphs or on a graph by
graph basis.

The Major Ticks area contains a table where each row represents a separate time scale.
» Enter new values for lower and upper bounds in the Lower bound and Upper bound fields.

Use the Tick frequency and Tick units columns together to define the frequency with which tick
marks are displayed along the X-axis.

« Enter the value directly in the Tick frequency field and then select the units from the Tick units
pull-down menu. (The default is study units, indicating that the units are derived from the study

data.)
+ Set new values for the time scale multiple value in the Maximum time scale multiple value field.
* Click Add in the Major Ticks area to add another time scale.

A new row is added to the table below the row that was selected or modified last.
« To remove an added time scale, click in that row and then click Delete.

A minimum of two defined time scales is required.

* In the Minor Ticks area, change the number of minor ticks displayed between the major ticks by
typing a new value in the Number of ticks displayed field.

Ordering tab

The Ordering tab is used to specify how the treatment descriptions and demographic study variables
are ordered in the output.

* In the Treatments tab, select a treatment in the list and use the Move Up and Move Down but-
tons to rearrange its position in the display order.
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Treatments | Digcrete Variables

Display Order

Treatment Description
Carterolol

Carterolol + Rifampin

Figure 7-25. Treatments — Ordering tab in the Properties panel

Variable values to be reordered  Gender -

Dizplay Order for Gender
Gender

Female
Male

Figure 7-26. Discrete Variables — Ordering tab in the Properties panel

In the Discrete variables tab (available for Accumulation Comparisons), use the Variable values
to be reordered menu to select different discrete study variables.

Select the variable in the list and use the Move Up and Move Down buttons to rearrange its posi-
tion in the display order.

Analytes tab

This tab is present only if an Accumulation, Absolute Bioavailability, or Renal Comparison project
uses stacked datasets for reference and test inputs.

* In the Analyte menu, select the analyte to use in the output.

When a stacked data PK Automation project is chosen for comparison, and an analyte compari-

son type is selected, users can select the analyte to be used as reference, as well as change the
display order of the remaining test analytes.

Select an analyte in the list and use the Move Up and Move Down buttons to rearrange its posi-
tion in the display order.

Comparison results

Caution: Do not perform any operations on the computer while the comparison run is in progress. Doing so

could cause unpredictable results; keyboard and mouse input during a comparison run might
affect automated AutoPilot Toolkit operations.

After the project is run, all output is arranged in groups in the Results tab.
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Not all output can be viewed in Phoenix. In such cases, the right side of the Results tab will display a
message with suggestions on how to view the results. One suggestion is to open an external program
and load the results by clicking View in External Viewer.

AutoPilot Toolkit output can be individually exported to disk or copied to Phoenix’s Data folder. All
results can be exported using AutoPilot File Explorer, which is located in the Reporting tab. For more
using AutoPilot File Explorer, see “AutoPilot File Explorer”.
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Output File Naming Conventions

Filenames consist of a series of name parts, which are typically determined by “attributes”. Each attri-
bute in the filename is separated by a “_” and all values within an attribute are separated by a “-". This
naming convention makes it easier to identify attribute values within a filename.

This section contains the following topics:

Filename components

PK table files

PK graph files

PK Comparison graph and table files

Filename components
Automation output are named according to the following schema:

[Ex_]<BaseFilename>
[_Norm-<Var>]

[ Tre#]

[_Analyte]

[_Per#]

[ Day#]

[{_Strat-<VarA>#[-<VarB>#], _GroupBy-Strat-<varA>[-<VarB>]}]

The following lists the components of a filename.

[Ex_]<BaseFilename>: The base filename is the main part of the filename that indicates the type
of table or graph being created. [Ex_] indicate that exclusions were defined and used in the cre-
ation of the table/graph in the file.

Trt: Treatment

Per: Period

Day: Day

Analyte: Client name of analyte

Strat-<Var>: Stratification by the values indicated by client names for VarA and VarB.
Demog: Demographic

Norm-: Normalization

Lin/Log: Linear or Logarithmic

_by-Dose: Continuous dose

_vs-Cont: Continuous demographics

Comp_: Comparison

[1: Denotes optional values based on GUI choice, data in study, or output object type

#: Sequence number generated internally by AutoPilot Toolkit and will be the same for tables and
graphs

{}: Indicates that the contained values are a part of the filename based on a choice made in the

GUI of study type. Values within the brackets are separated by “,”.

< >: Indicates that the indicated value will be replaced with the variable names created by the cli-
ent.
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Several output options are not associated with attributes but do affect the filename. These options are
described below.

Split tables: Users have an option to create multiple tables from one single table in order to cre-
ate a better fit on the page. Split tables will have an additional _1_1 or _1_2 appended to the file-
name to denote which part of the table the file contains.

Profile exclusions: These files are created in addition to the regular tables and graphs only if
profiles have been excluded. The filenames for both graphs and tables will begin with “EX_”

Box and whisker plots: Box and whisker plot file names all begin with “Box_".

PK table files
Demographic

Format: [Ex_]Demographics[_Trt#][_Analyte#]
Example: Demographics_Trt1.xls

Actual Times

Format: [Ex_]JActual_Times_Trt#[_Analyte#][ Per#][_Day#][_Strat-<VarA>#[-<VarB>#]]
Example: Actual_Times_Trt1_Per1_Day1_Strat-Gender1-Race2_1.xls

Actual Times Deviation

Format: [Ex_JActual_Times_Deviation_Trt#[ Analyte#][ Per#][ Day#][ Strat-<VarA>#[-
<VarB>#]]
Example: Actual_Times_Deviation_Trt1_Per1_Day1_Strat-Gender1-Race2_1.xls

Concentration

Format: [Ex_]Concentration_Trt#[ Analyte#][ Per#][ Day#][ Strat-<VarA>#[-<VarB>#]]
Example: Concentration_Trt1_Per1_Day1_Strat-Gender1-Race2_1.xls

Cumulative AUC

Format: [Ex_]Cumulative_ AUC_Trt#[ Analyte#][ Per#][ Day#][_Strat-<VarA>#[-<VarB>#]]
Example: Cumulative_Trt1_Per1_Day1_Strat-Gender1-Race2.xls

PK Parameter

Format: [Ex_]PK _Parameter_{A-F} Trt#[ Analyte#][ Per#][_Day#][_ Strat-<VarA>#[-<VarB>#]]
Example: PK_Parameter A Trt1_Per1_Day1_Strat-Gender1-Race2.xls

Intext

Format: [Ex_]Intext PK_Parameter_{I-II}_[Analyte#].xls
Example: Intext_PK_Parameter_|_Analyte1.xls

PK graph files
Concentration by Subject

Format:
[Ex_){Conc_by_Subject,Amount_Excreted_by_Subject,Cumulative_Amount_Excreted_by Subje
ct,Percent_Dose_Remaining_by_Subject}#[ Analyte#][ Per#][_Day#]_{Lin,Log}

Example: Conc_by_Subject1_Analyte1_Lin.jnb
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Concentration by Treatment

Format: [Ex_J{Conc,Amount_Excreted,Cumulative_Amount_Excreted,Percent_Dose_Remain-
ing}[_ Trt#][_Analyte#][ Per#][ Day#][ GroupBy-Strat-<VarA>[-<VarB>]]_{Lin,Log}
Example: Conc_Trt1_GroupBy-Strat-Gender-Smoke_Lin.jnb

Summary Concentration

Format:
[Ex_K{Summary_Conc,Summary_Amount_Excreted,Summary_Cumulative_Amount_Excreted,S
ummary_Excretion_Rate,Summary_Percent_Dose_Remaining}[ Ana-

lyte#][ Per#][_Day#][{_Strat-<VarA>#[-<VarB>#], _GroupBy-Strat-<VarA>[-<VarB>]}]_{Lin,Log}
Example: Summary_Conc_GroupBy-Strat-Gender-Smoke_Lin.jnb

Categorical Standard

Format: [Ex_][PKParam][_Norm-<Var>][_Trt#][ Analyte#][ Per#][_Day#][{_ Strat<VarA>#[-
<VarB>#], _GroupBy-Strat<VarA>[-<VarB>]}]
Example: Cmax_Trt1_GroupBy-Strat-Gender-Smoke.jnb

Categorical Box and Whisker

Format: [Ex_]Box_[PKParam][_Norm-<Var>][_Trt#][_Analyte#][ Per#][ Day#][{_Strat-<VarA>#[-
<VarB>#], _GroupBy-Strat-<VarA>[-<VarB>]}]
Example: Box_Cmax_Trt1_GroupBy-Strat-Gender-Smoke.jnb

Continuous Dose Standard

Format: [Ex_][PKParam][_Norm-<Var>][_Analyte#][ Per#][_Day#] by-Dose
Example: Cmax_Analyte1_by-Dose.jnb

Continuous Dose Box and Whisker?

Format: [Ex_]Box_[PKParam][_Norm-<Var>][_Analyte#][ Per#][_Day#]_by-Dose
Example: Box_Cmax_Analyte1 _by-Dose.jnb

Continuous Demographic

Format: [Ex_][PKParam][_Norm-<Var>][_Trt#][_Analyte#][ Per#][ Day#][{_Strat-<VarA>#[-
<VarB>#], _GroupBy-Strat-<VarA>[-<VarB>]}]_vs-Cont-<IndependentVar>
Example: Cmax_Trt1_GroupBy-Strat-Gender-Smoke_vs-Cont-Age.jnb

8Grouped by Analyte and sorted by Gender graphs and Grouped by Analyte and Gender graphs
are not possible because SigmaPlot does not allow multiple boxes for one x value in box and
whisker plots.

PK Comparison graph and table files

Comparison tables and graphs follow a similar format to that previously described. All comparison
tables and graphs begin with “Comp_".

PK comparison tables
Concentration

Format: Comp_<BaseFileName>[_ Trt#][_Per#][ Day#][_Strat<VarA>#[-<VarB>#]]
Example: Comparison_Concentration_Ratios_Trt1.xls

Intext

Format: Comp_<BaseFileName>[_ Trt#][_Strat<VarA>#[-<VarB>#]]
Example: Comparison_Intext PK_Parameterl_Analyte.xls
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PK Parameter

Format: Comp_<BaseFileName>[_Trt#][_Per#][ _Day#][_Strat<VarA>#[-<VarB>#]]
Example: Comparison_PK_ParameterA_Ratios_Analyte.xls

PK comparison graphs
Concentration by Subject

Format:

Comp_{Conc_by_Subject,Amount_Excreted_by Subject,Cumulative_Amount_Excreted_by Su
bject,Percent_Dose_Remaining_by Subject}#[ Analyte#][ Per#][_Day#]_{Lin,Log}

Example: Comp_Conc_by_Subject1_Analyte1_Lin.jnb

Summary Concentration

Format: Comp_{Summary_Conc,Summary_Amount_Excreted,Summary_Cumulative_Amount_-
Excreted, Summary_Excretion_Rate,Summary_Percent_Dose_Remaining}[ Ana-

lyte#][ Per#][_Day#][{_Strat-<VarA>#[-<VarB>#], _GroupBy-Strat-<VarA>[-<VarB>]}]_{Lin,Log}
Example: Comp_Summary_Conc_GroupBy-Strat-Gender-Smoke_Lin.jnb

Categorical Standard

Format: Comp[PKParam][_Norm-<Var>][_Trt#][_Analyte#][ Per#][ Day#][{_Strat-<VarA>#|-
<VarB>#], _GroupBy-Strat-<VarA>[-<VarB>]}]
Example: Comp_Cmax_Trt1_GroupBy-Strat-Gender-Smoke.jnb

Categorical Box and Whisker

Format: Comp_Box_[PKParam][_Norm-<Var>][_Trt#][_Analyte#][ Per#][ Day#][{_Strat-
<VarA>#[-<VarB>#], _GroupBy-Strat-<VarA>[-<VarB>]}]
Example: Comp_Box_ Cmax_Trt1_GroupBy-Strat-Gender-Smoke.jnb

Continuous Demographic

Format: Comp_[PKParam][_Norm-<Var>][_Trt#][_Analyte#][_Per#][ Day#][{_Strat-<VarA>#[-
<VarB>#], _GroupBy-Strat-<VarA>[-<VarB>]}]_vs-Cont-<IndependentVar>
Example: Comp_Cmax_Trt1_GroupBy-Strat-Gender-Smoke_vs-Cont-Age.jnb
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Output

AutoPilot Toolkit produces four types of output:
Phoenix WinNonlin files
Tables as Microsoft Excel files
Graphs as SigmaPlot files and Windows Metafile graphics
Text, which is displayed in Microsoft Word documents.

Additionally, the Phoenix output includes the files produced by an NCA model during model fitting.
Refer to the “Administration Module” section to learn how to configure which of the available files are
produced.

The available output for both automation and comparison are described in the following sections:
Table output

PK Automation tables
PK Comparison tables

Graph output

PK Automation graphs
PK Comparison graphs

Appendix output

PK Automation appendix output
PK Comparison appendix output

Note: Subject IDs with many digits (e.g., 100010901) are displayed in exponential format in the output

tables.

Note: On Chinese and Japanese (Kanji) operating systems, the multiplication symbol is displayed as an

question mark in all output generated from automation and comparison objects

“

Note: When “mu” or “u” is used for variable units or in treatment descriptions, it is not replaced by the

Greek symbol (p) in the generated tables.

Table output

Table output can sometimes be truncated when displayed in Excel. If this happens, drag the right bor-
der of the column to resize it.

PK Automation tables
PK Comparison tables

PK Automation tables

Depending on the settings in the Admin Module, AutoPilot Toolkit automation projects can create
combinations of the tables listed below. The table following the list summarizes the tables available for
each combination of study design and dosing.
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Note that for all tables containing summary statistics, the values shown in the output table are not
used to calculate summary statistics. Instead, the raw values from the NCA model are used for these
calculations.

Table/file names marked with an asterisk have example output tables located in “Automation Output
Examples” and the associated Phoenix Table Template for each is shown in square brackets.

*Demographics [Table 3]

Subject baseline demographics (age, weight) values for individuals with summary statistics
sorted by treatment. Crossover study designs create one table with all subjects included. Parallel
study designs create a unique table per treatment.

*Actual_Times [Table 6]

Actual sample times for individuals with summary statistics sorted by treatment.
*Trough_Actual_Times_Trt [Table 6]

Actual sample times (Trough only) for individuals with summary statistics sorted by treatment.
*Actual_Times_Dev [Table 6]

Actual sample time deviations (difference of actual time and nominal time) for individuals sorted
by treatment.

*Concentration [Table 6]
Concentration values for individuals with summary statistics sorted by treatment.
*Concentration_Strat-<Var> [Table 6]

Concentration values for individuals with summary statistics sorted by treatment along with user-
specified stratification variable.

*Trough_Concentration_Trt [Table 3]
Concentration (Trough only) values for individuals with summary statistics sorted by treatment.
*Trough_Concentration_Strat-<Var>_Trt [Table 3]

Concentration (Trough only) values for individuals with summary statistics sorted by treatment
along with user-specified stratification variable.

*Urine_ Amount? [Table 6]

Urine amount excreted over discrete collection intervals, or over the midpoints of discrete collec-
tion intervals, for individuals with summary statistics sorted by treatment.

Urine_Amount_Strat-<Var>? [Table 6]

Urine amount excreted over discrete collection intervals of summary statistics sorted by treatment
along with stratification variable selected in the interface.

*Urine_Cumul_Amount? [Table 6]

Urine amount excreted over cumulative collection intervals for individuals with summary statistics
sorted by treatment.

*Urine_Cumul_Amount_Strat-<Var>? [Table 6]

Urine amount excreted over cumulative collection intervals for summary statistics sorted by treat-
ment along with user-specified stratification variable.

*Urine_Actual_Times [Table 6]

Actual time intervals for urine collection. Derived from actual time/nominal time.




Output

*Lambda_Z [Table 3]

Individual values for selected regression fits by treatment with summary statistics. If Phoenix can-
not create a regression line (for instance, when concentration increases over time), AutoPilot
Toolkit cannot generate any table based on regression values like Lambda_Z. To force a regres-
sion line, set the start and stop times in Phoenix larger than t,,;.

*Cumul_AUC [Table 6]

Individual AUC values by RNT by treatment with summary statistics.

*PK_Parameter_{a-z}° [Table 3]

PK parameters values for individuals with summary statistics sorted by treatment. The PK param-
eters displayed depend upon interface selections (NCA model selected and output specifica-
tions).

*PK_Parameter_{a-z} _Strat-<Var>P [Table 3]

PK parameters summary statistics sorted by treatment along with stratification variable selected
in the interface. The PK parameters displayed depend upon interface selections (NCA model
selected and output specifications).

Urine_PK_Parameter® [Table 3]

Urine PK parameters values for individuals with summary statistics sorted by treatment. The PK
parameters displayed depend upon interface selections (NCA model selected and output specifi-
cations).

Urine_PK_Parameter_Strat-<Var>b [Table 3]

Urine PK parameters summary statistics sorted by treatment along with user-specified stratifica-
tion variable. The PK parameters displayed depend upon interface selections (NCA Model
selected and output specifications).

*Intext_PK_Parameter_{a-z}b [Special template]

PK parameter summary statistics values are displayed by treatment. The PK parameters dis-
played depend upon interface selections (NCA model selected and output specifications). The
summary term (e.g., Mean, Median, Harmonic Mean, and Geometric Mean) and error term (e.g.,
SD, SE, and Variance) can be selected.

*Intext_PK_Parameter_{a-z}_Strat-<Var>b [Special template]

PK parameter summary statistics values are displayed by treatment along with user-specified
stratification variable. The PK parameters displayed depend upon interface selections (NCA
model selected and output specifications). The summary term (e.g., Mean, Median, Harmonic
Mean, and Geometric Mean) and error term (e.g., SD, SE, and Variance) can be selected.

Urine_Intext_PK_Parameter_AnaIyteb [Special template]

Urine PK parameter summary statistics values are displayed by treatment. The PK parameters
displayed depend upon interface selections (NCA model selected and output specifications). The
summary term (e.g., Mean, Median, Harmonic Mean, and Geometric Mean) and error term (e.g.,
SD, SE, and Variance) can be selected.

Urine_Intext_PK_Parameter_Strat-<Var>® [Special template]

Urine PK parameter summary statistics values are displayed by treatment along with user-speci-
fied stratification variable. The PK parameters displayed depend upon interface selections (NCA
model selected and output specifications). The summary term (e.g., Mean, Median, Harmonic
Mean, and Geometric Mean) and error term (e.g., SD, SE, and Variance) can be selected.
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*PK_Ratios [Table 3]

PK parameter ratio values for individuals with summary statistics sorted by a pair-wise treatment
comparison. The table is only produced for a Crossover study type and with interface selections
for PK Ratios and Reference.

Urine_PK_Ratios [Table 3]

Urine PK parameter ratio values for individuals with summary statistics sorted by a pair-wise
treatment comparison. The table is only produced for a Crossover study type and with interface
selections for PK Ratios and Reference.

*PK_Stats (Randomized Crossover, Non-Randomized Crossover, Parallel) [Special template]

Inferential statistics on user-specified subset of PK parameters. Tables are only produced when
selecting Calculate Inferential Statistics and a Reference.

Urine_PK_Stats (Randomized Crossover, Non-Randomized Crossover, Parallel) [Special template]

Inferential statistics on a subset of Urine PK parameters are displayed in PK parameter tables.
Provides p-value information for all tables. For a Crossover study design, additional values for
Statistical Power, GLSM, and Confidence intervals are displayed. Only one table is created for all
study designs. Tables are only produced when selecting Calculate Inferential Statistics and a Ref-
erence.

Profile_Exclusions [Special template]

Listing of subjects with their profile data collection variables that were excluded using the Auto-
mation Exclusion feature. No summary statistics.

8If a cumulative amount excreted dataset includes negative time values, then both midpoint and
rate are calculated using nominal times instead of the NCA Summary worksheet. This can possi-
bly result in values being different between the tables and the NCA Summary worksheet, and the
cumulative value per profile could be different compared to the amount excreted PK Parameter
value in the Final Parameters worksheet.

A replicated Crossover design creates two sets of table outputs consisting of set one = sorted by
Treatment, "Trt', where the values are the ratio of Period 2/Period 1 for all variables except time
parameters (e.g., tmax is subtracted [Period 2 - Period 1]) and set two = sorted by period, 'Per'.
By Period tables are created for all table types; tables with a footnote '1' are also created by Trt
method above.

PK Automation Tables by Study Design, Dosing, and Matrix

The following table details which tables are available for each study type, dosing, and matrix. Abbrevi-
ations in the table include:

SD: Single-Dose applies to Plasma
MD: Multiple-Dose applies to Plasma
TR:Trough

UR: Urine

Filename (.xls) Study Design and Dosing/Matrix

Crossover? Parallel

SD MD [TE UR |[SD [MD |[TR |UR

Demographics Table
Demographics ‘x ‘x ‘ ‘x ‘x ‘x ‘ ‘x

Time-Concentration Tables




Output

Filename (.xIs)

Study Design and Dosing/Matrix

Crossover? Parallel

SD MD [TE [UR [SD |[MD |[TR |UR
Actual_Times X X X X
Trough_Actual_Times_Trt X X
Actual_Times_Dev X X X X
Concentration X X X X
Concentration_Strat_-<Var> X X X X
Trough_Concentration_Trt X X
Trough_Concentration_Strat-<Var>_Trtb X X
Urine_Amount X X
Urine_Amount_Strat-<Var>b X X
Urine_Cumul_Amount X X
Urine_Cumul_Amount_-<Var>P X X
PK Parameter Tables
Cumul_AUC X X X X
Lambda_Z X X X X
PK_Parameter_A (applies to all six tables, A— | X X X X
F)
PK_Parameter_A_Strat_—<Var>b(applies toall | X X X X
six tables, A—F)
Urine_PK_Parameter X X
Urine_PK_Parameter_Strat-<Var>b X X
Intext Table
Intext PK_Parameter_| (applies to both tables, | X X X X
[—I1)
Intext_PK_Parameter_|_Strat-<Var>P (applies | X | X X X
to both tables, I-II)
Urine_Intext PK_Parameter X X
Urine_lntext_PK_Parameter_Strat-<Var>b X X
PK_Stats Tables®
PK_Ratios? X X
Urine_PK_Ratios® X X
PK_Stats® specific to study design type, e.g., | X X X X
PK Stats (Randomized Crossover)
Urine_PK_Statsd specific to study design type, X X
e.g., PK Stats (Randomized Crossover)

Other Tables
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Filename (.xIs) Study Design and Dosing/Matrix
Crossover? Parallel
SD MD [TE UR |[SD |MD |[TR |UR
Profile Exclusions' X X [ X |[X X [ X X |X

a. A randomized and non-randomized Crossover design creates output sorted by Treatment (e.g., Trt)
only. A replicated Crossover design results in two sets of table output, with the first set sorted by
Treatment, where the values are the ratio of Period 2/Period 1, and the second set sorted by period.

b. [strat] is replaced by the name of the stratification variable, if any.

¢. When a large number of PK parameters are selected, the output can be incorrect and include the text
string “CF (“convergence failure”)” in the table.

d. User must select the option: Calculate PK Parameter Ratios.
e. User must select the option: Calculate Inferential Statistics.

f. Created only if using the Automation Exclusion functionality.

PK Comparison tables

For all comparison types that include PK parameters (excluding the Analyte types of Plasma and
Urine), the PK parameters that were used in the automation runs in PK Parameter A—F tables and the
Intext table become the master list of available PK parameters that can be used in a Comparison proj-
ect.

For the Analyte comparison types, the list of available PK parameters for the comparison run also
come from the PK Parameter A—F and Intext tables, but are only the intersection of common parame-
ters used in the automation runs.

Depending on the AutoPilot Toolkit Admin settings, PK Comparison projects can output combinations
of the tables listed in the following table. The second table lists tables available for each comparison

type.

Table/file names marked with an asterisk (*) have example output tables located in “Comparison Out-
put Examples” and the associated Phoenix Table Template for each is shown in square brackets.

*Comparison_Concentration_Ratios [Table 6]

Concentration ratio values for individuals with summary statistics. One table per treatment or
period and day (if multiple dose) with the ratios based on analyte (parent vs. metabolite). Limited
to Analyte-Plasma comparisons of automation runs using NCA models 200-202.

Comparison_Trough_Concentration_Ratios [Table6]

Trough concentration ratio values for individuals with summary statistics. One table per treatment
or period and day (if multiple dose) with the ratios based on analyte (parent vs. metabolite). Lim-
ited to Analyte-Plasma comparisons for Trough (no NCA model) automations.

*Comparison_PK_Parameter_{a-z}_Ratios, for Analyte, Day, Abs Bioavail, and CLr? [Table3]

PK parameter ratio values for individuals with summary statistics. Analyte Comp (Plasma): ratios
based on analyte (parent vs. metabolite). Accumulation Comp: ratios based on day (multiple dose
(test) vs. ref (SD)). Abs Bioavail Comp: ratios based on treatment (100 mg PO vs. 100 mg V).
Renal CLr Comp: ratios based on matrix (Plasma (test) vs. Ref (Ext)).

Note: In some instances, the table does not display the entire treatment description if table split-
ting is applied.

*Comparison_Intext_PK_Parameter for Analyte, Day, Abs Bioavail, and CLr? [Special template]




Output

PK parameter summary statistic values. Analyte Comp (Plasma): separate columns for each ana-
lyte. Accumulation Comp: separate columns for each day. Abs Bioavail Comp: separate columns

for each treatment. Renal CLr Comp: separate columns for plasma matrix data.

8These tables can have all treatments displayed within the same type or one table per treatment
depending on the selection made in the Comparison interface (all in same table or separate by

table).
Comparison Tables by Type and Matrix

The following table describes which output tables can be generated by each PK Comparison type,
depending on Admin settings and interface selections.

(In the following table “PI” = Plasma, “Ur” = Urine, “Tr” = Trough, “Acc” = Accumulation, “AbBio” =
Absolute Bioavailability, “RenCl” = Renal Clearance.)

Filenames (*.xls) Analyte Acc | AbBio| RenCI
PI Ur Tr

Time-Concentration Tables

Comparison_Concentration_Ratios X

Comparison_Trough_Concentration_Ratios

Comparison_Urine_Amount_Ratios X

Comparison_Urine_Cumul_Amount_Ratios X

PK Parameter Tables

Comparison_PK_Parameter_{a-z} Ratios_Ana- X

lyte (applies to both tables, A and B)

Comparison_Urine_PK_Parameter_Ratios_Ana- X X

lyte

Comparison_PK_Parameter_{a-z} Ratios_Day X

(applies to both tables, A and B)

Comparison_PK_Parameter {a-z} Ra- X

tios_Abs_Bioavail

Comparison_PK_Parameter {a-z} Ra- X

tios_Renal CLr

Intext Tables

Comparison_Intext_PK_Parameter_{a-z} Ana- X

lyte (applies to both tables, I-II)

Comparison_Urine_Intext PK_Parameter {a- X

z} Analyte

Comparison_Intext PK_Parameter_{a-z}_Day X

(applies to both tables, 1-I1)

Comparison_Intext PK_Parameter_{a- X

z} Abs_Bioavail (applies to both tables, I-II)

Comparison_Intext PK_Parameter_{a- X

z} Renal_CLr (applies to both tables, I-II)
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Graph output

PK Automation graphs
PK Comparison graphs

Each graph is created as an originating SigmaPlot file (* . Jnb), followed by one of the following,
depending on the version of SigmaPlot being used:

JPG using SigmaPlot 12.x (* . jpg)
EMF using SigmaPlot 11.x (* .em¥F)
WMF using SigmaPlot 10.x (* .wm¥)

For some graphs (Concentration by Subject, Excretion Rate by Subject, Percent Dose Remaining by
Subject, Trough Concentration by Subject, Individual Cumulative Amount Excreted, and Individual
Amount Excreted), the individual * . jpg,* .wm¥, or * . EMF files are gathered into MS Word docu-
ments. Each of these types also generates a single * . jnb file containing all subjects.

For all PK parameter graphs the [PK_Param] part of the filename can be changed by the administra-
tor. The resulting filename can only include allowed characters for the Windows operating system.

With SigmaPlot box/whisker graphs, at least three data points are necessary to show a box graph and
at least nine data points are needed for a whisker graph. Also, if none of the x values have more than
two data points associated with them, then the graph itself is not created. SigmaPlot automatically
calculates the mean, median and confidence interval values. Therefore, these plot types do not make
use of the small sample size business rules.

Note: If X-axis tick-mark labels are too long, they may overlap. This problem can also occur when there

are time values that are closely grouped together.

Note: If the first tick mark on X-axes is clipped, edit the.jnb file and set the Start value of the Range for

the X-axis to a smaller value. As a result, the first tick mark and the label will move to the left and
the whole text will be displayed.

A note about graph legends: On occasion, the text in a graph legend can become misaligned. For
example, when a graph involves LOQ lines, the LOQ text displayed in graph legends (LOQ=X ug/mL)
is not aligned with the rest of the legend text. The width of the symbols in the legend can be manually
adjusted in order to correctly align the text with the following steps:

1. Right-click on any text in the legend and select Edit.

2. In the Edit Text dialog, click Symbol to open the Symbols dialog.

3. Adjust the width of all symbols and/or lines to an equal width, for example 0.25".
4. Click OK, then close the Edit Text dialog.

PK Automation graphs

Depending on the settings in the Admin Module, AutoPilot Toolkit automation projects can create
combinations of the graphs listed below. The table following the list summarizes the graphs available
for each combination of study design and dosing. PK_Parameter graphs are available with normal-
ized or stratified data. Graph file names marked with an asterisk (*) have example output graphs
located in “Automation Output Examples”.




Output

Time Concentration Graphs — Plasma
*Conc_by_Subject

Individual time-concentration plot, one subject per graph. Activate Individual Time Concentra-
tion checkbox in the Appendix list to incorporate these graphs into a Word file called Individual_-
Time_Concentration.doc.

*Conc_Trt?

Spaghetti individual time-concentration plot, one graph per unique treatment or period. Can have
variability data (e.g., mean, median, etc.).

*Conc_Trt_GroupBy-Strat-[Demog]°

Spaghetti individual time-concentration plot, one graph per unique treatment or period. Can con-
tain variability data, separated by All or demographic variables (e.g., All Mean, Male Mean,
Female Mean).

*Summary_Conc_Trt?

Time-concentration summary, all treatments or periods on one graph.

*Summary_Conc_Trt_GroupBy-Strat-[Demog]®

Time-concentration summary, all treatments or periods on one graph with demographic variables
in the legend (e.g., Treatment 1 Male, Treatment 1 Female).

Summary_Conc_Strat-[Demog][Value]

Time-concentration summary, one graph per demographic variable value (e.g., Male) with all
treatments or periods in the legend (e.g., Treatment 1, Treatment 2).

Time Concentration Graphs — Urine
*Excretion_Rate_by_Subject_Lin/Log

Individual urine excretion rate, one subject per graph. Activate Individual Excretion Rate check-
box in the Appendix list to incorporate these graphs into a Word file called Individual_Excre-
tion_Rate.doc.

*Excretion_Rate_Trt_Lin/Log®

Spaghetti urine individual excretion rate plot, one graph per unique treatment or period, can have
variability data (e.g., mean, median).

Excretion_Rate_Trt_GrouBy-Strat-[Demog]_Lin/Log?

Spaghetti individual urine excretion rate plot, one graph per unique treatment or period. Can con-
tain variability data, separated by All or demographic variables (e.g., All Mean, Male Mean,
Female Mean).

*Summary_Excretion_Rate_Lin/Log?
Excretion rate summary, all treatments or periods on one graph.

Note: If one or more subjects in a data set have a negative relative actual time value, the mean
values are not displayed in the plots when the relative actual end time is used as the X-axis vari-
able. If the default X-axis variable Midpoint Time is used, then the mean values in the table are
plotted.

Summary_Excretion_Rate_Trt_GroupBy-Strat-[Demog]_Lin/Log?

Excretion rate summary, all treatments or periods on one graph with demographic variables in the
legend (e.g., Treatment 1 Male, Treatment 1 Female).
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Summary_Excretion_Rate_Strat-[Demog][Value]_Lin/Log?®

Excretion rate summary, one graph per demographic variable value (e.g., Male) with all treat-
ments or periods in the legend (e.g., Treatment 1, Treatment 2).

Percent_Dose_Remaining_by_Subject_Lin/Log?

Percent dose remaining to be excreted (%) one subject per graph. Activate Individual Percent
Excreted checkbox in the Appendix list to incorporate these graphs into a Word file called Individ-
ual_Percent_Excreted.doc.

Percent_Dose_Remaining_Trt_Lin/Log®

Spaghetti percent dose remaining to be excreted individual (%) plot, one graph per unique treat-
ment or period. Can have variability data (e.g., mean, median).

Percent_Dose_Remaining_Trt_GroupBy-Strat_[Demog]_Lin/Log®

Spaghetti individual percent dose remaining plot, one graph per unique treatment or period. Can
contain variability data, separated by All or demographic variables (e.g., All Mean, Male Mean,
Female Mean).

Summary_Percent_Dose_Remaining_Lin/Log?

Percent dose remaining to be excreted summary, all treatments or periods on one graph.

Summary_Percent_Dose_Remaining_Trt_GroupBy-Strat-[Demog]_Lin/Log?

Percent dose remaining summary, all treatments or periods on one graph with demographic vari-
ables in the legend (e.g. Treatment 1 Male, Treatment 1 Female).

Summary_Percent_Dose_Remaining_Strat-[Demog][Value]_Lin/Log

Percent dose remaining summary, one graph per demographic variable value (e.g. Male) with all
treatments or periods in the legend (e.g. Treatment 1, Treatment 2).

*Cumulative_Amount_Excreted_by_Subject_Lin/Log

Individual line plot of the cumulative amount excreted by subject vs. midpoint or end time; linear
and logarithmic scaling available. Activate Individual Cumulative Amount Excreted checkbox
in the Appendix list to incorporate these graphs into a Word file called Individual_Cumula-

tive_ Amount_Excreted.doc.

*Cumulative_Amount_Excreted_Trt_Lin/Log

Spaghetti plot of the cumulative amount excreted by treatment vs. midpoint or end time; linear
and logarithmic scaling available.

Note: If one or more subjects in a data set have a negative relative actual time value, the mean
values are not displayed in the plots when the relative actual end time is used as the X-axis vari-
able. If the default X-axis variable Midpoint Time is used, then the mean values in the table are
plotted.

Cumulative_Amount_Excreted_Trt_GroupBy-Strat_[Demog]_Lin/Log?

Spaghetti individual cumulative amount excreted plot, one graph per unique treatment or period.
Can contain variability data, separated by All or demographic variables (e.g., All Mean, Male
Mean, Female Mean).

Summary_Cumulative_Amount_Excreted_Lin/Log?

Cumulative amount excreted summary, all treatments or periods on one graph.

Summary_Cumulative_Amount_Excreted_Trt_GroupBy-Strat-[Demog]_Lin/Log?




Output

Cumulative amount excreted summary, all treatments or periods on one graph with demographic
variables in the legend (e.g. Treatment 1 Male, Treatment 1 Female).

Summary_Cumulative_ Amount_Excreted_Strat-[Demog][Value]_Lin/Log

Cumulative amount excreted summary, one graph per demographic variable value (e.g. Male)
with all treatments or periods in the legend (e.g. Treatment 1, Treatment 2).

*Amount_Excreted_by_Subject_Lin/Log

Individual line plot of amount excreted by subject vs. midpoint or end time; linear and logarithmic
scaling available. Activate Individual Amount Excreted checkbox in the Appendix list to incorpo-
rate these graphs into a Word file called Individual_Amount_Excreted.doc.

Note: In cases where there is more than one value in the Matrix column in the study data, the first
Matrix value is the value displayed in the output. This can result in incorrect Y-axis labels for
graphs. You may have to remove all of the rows for the first Matrix value in order to obtain the cor-
rect Y-axis labels.

*Amount_Excreted_Trt_Lin/Log

Spaghetti plot of amount excreted by treatment vs. midpoint or end time; linear and logarithmic
scaling available.

Amount_Excreted_Trt_GroupBy-Strat_[Demog]_Lin/Log?

Spaghetti individual amount excreted plot, one graph per unique treatment or period. Can contain
variability data, separated by All or demographic variables (e.g., All Mean, Male Mean, Female
Mean).

*Summary_Amount_Excreted_Trt_Lin/Log

Line plot of the summary amount excreted by treatment vs. midpoint or end time; linear and loga-
rithmic scaling available, as are error bars.

Summary_Amount_Excreted_Lin/Log?

Amount excreted summary, all treatments or periods on one graph.

Summary_Amount_Excreted_Trt_GroupBy-Strat-[Demog]_Lin/Log®

Amount excreted summary, all treatments or periods on one graph with demographic variables in
the legend (e.g. Treatment 1 Male, Treatment 1 Female).

Summary_Amount_Excreted_Strat-[Demog][Value]_Lin/Log

Amount excreted summary, one graph per demographic variable value (e.g. Male) with all treat-
ments or periods in the legend (e.g. Treatment 1, Treatment 2).

Time Concentration Graphs — Trough
Conc_by_Subject_Lin/Log

Individual trough time-concentration, one subject per graph. Activate Individual Trough Concen-
tration checkbox in the Appendix list to incorporate these graphs into a Word file called Individu-
al_Trough_Concentration.doc.

Conc_Trt_Lin/Log?

Spaghetti trough individual time-concentration plot, one graph per unique treatment, period. Can
have variability data (e.g. mean, median).
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Conc_Trt_GroupBy-Strat-{[Demog]_Lin/Log?

Spaghetti trough individual time-concentration plot, one graph per unique treatment, period. Can
contain variability data, separated by All or demographic variables (e.g. All Mean, Male Mean,
Female Mean).

Summary_Conc_Trt_Lin/Log?

Trough time-concentration summary, all treatments or periods on one graph.

Summary_Conc_Trt_GroupBy-Strat-[]Demog]_Lin/Log?

Trough time-concentration summary, all treatments or periods on one graph with demographic
variables in the legend (e.g. Treatment 1 Male, Treatment 1 Female).

Summary_Conc_Strat-[Demog][Value]_Lin/Log?

Trough time-concentration summary, one graph per demographic variable value (e.g. Male) with
all treatments or periods in the legend (e.g. Treatment 1, Treatment 2).

PK Parameter Graphs — Plasma and Urine
*[PKParam]

PK parameter vs. categorical treatment or period.
[PKParam]_Norm-[Demog]

Normalized PK parameter vs. categorical treatment or period.

*[PKParam]_Trt_GroupBy-Strat-[Demog]?®

PK parameter stratified by discrete demographic; categorical X-axis is demographic values with
one graph per treatment or period.

[PKParam]_Strat-[Demog][Value]

PK parameter stratified by discrete demographic; categorical X-axis is treatment or period values
with one graph per demographic value (e.g. Male, Female).

[PKParam]_Norm-[Demog]_Trt_GroupBy-Strat-[Demog]®

Normalized PK parameter stratified by discrete demographic; categorical X-axis is demographic
values with one graph per treatment or period.

[PKParam]_Norm-[Demog]_Strat-[Demog][Value]

Normalized PK parameter stratified by discrete demographic; categorical X-axis is treatment or
period values with one graph per demographic value (e.g. Male, Female).

*Box_[PKParam]
Box and whisker plot of PK parameter vs. categorical t
Box_[PKParam]_Norm-[Demog]

Box and whisker plot of normalized PK parameter vs. categorical treatment or period.

Box_[PKParam]_Trt_GroupBy-Strat-[Demog]?®

Box and whisker plot of PK parameter stratified by discrete demographic; categorical X-axis is
demographic values with one graph per treatment or period.

Box_[PKParam]_Strat_[Demog][Value]

Box and whisker plot of PK parameter stratified by discrete demographic; categorical X-axis is
treatment or period values with one graph per demographic value (e.g. Male, Female).




Output

Box_[PKParam]_Norm-[Demog]_Trt_GroupBy-Strat-[Demog]®

Box and whisker plot of normalized PK parameter stratified by discrete demographic; categorical
X-axis is demographic values with one graph per treatment or period.

Box[PKParam]_Norm-[Demog]_Strat-[Demog][Value]

Box and whisker plot of normalized PK parameter stratified by discrete demographic; categorical
X-axis is treatment or period values with one graph per demographic value (e.g. Male, Female).

*[PKParam]_by-Dose

PK parameter vs. continuous dose X-variable.
[PKParam]_Norm-[Demog]_vs-Dose

Normalized PK parameter vs. continuous dose X-variable.
Box_[PKParam]_vs-Dose

Box and whisker plot of PK parameter vs. continuous dose X-variable.
Box_[PKParam]_Norm-[Demog]_vs-Dose

Box and whisker plot of normalized PK parameter vs. continuous dose X-variable.
*[PKParam]_ vs-Cont-[Demog]

PK parameter vs. continuous demographic X-variable; all individual subjects for all treatments or
periods are displayed on same graph.

[PKParam]_Norm-[Demog]_vs-Cont-[Demog]

Normalized PK parameter vs. continuous demographic X-variable; all individual subjects for all
treatments or periods are displayed on same graph.

*[PKParam]_ Trt_vs-Cont-[Demog]?®

PK parameter vs. continuous demographic X-variable; a separate graph is created for each
unique treatment or period.

[PKParam]_Norm-[Demog]_Trt_vs-Cont-[Demog]?®

Normalized PK parameter vs. continuous demographic X-variables, where a separate graph is
created for each unique treatment or period.

[PKParam]_Strat-[Demog]_vs-Cont-[Demog]

PK parameter vs. continuous demographic X-variables; all individual subjects for all treatments or
periods are displayed on same graph, legend includes stratified demographic values (e.g. Male,
Female).

[PKParam]_Norm-[Demog]_Strat-[Demog]_vs-Cont-[Demog]

Normalized PK Parameter vs. continuous demographic X-variables; all individual subjects for all
treatments or periods are displayed on same graph, legend includes stratified demographic val-
ues (e.g. Male, Female).

[PKParam]_Trt_GroupBy-Strat-[Demog]_vs-Cont-[Demog]?

PK parameter vs. continuous demographic X-variables; a separate graph is created for each
unique treatment or period, legend includes stratified demographic values (e.g. Male, Female).
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[PKParam]_Norm-[Demog]_Trt_GroupBy-Strat-[Demog]_vs-Cont-[Demog]®

Normalized PK parameter vs. continuous demographic X-variables; a separate graph is created
for each unique treatment or period, legend includes stratified demographic values (e.g. Male,
Female).

[PKParam]_Strat-[Demog][Value]_vs-Cont-[Demog]

PK parameter vs. continuous demographic X-variables; a separate graph is created for each
unique demographic variable value (e.g. Male or Female), legend includes treatments or periods.

[PKParam]_Norm-[Demog]_Strat-[Demog][Value]_vs-Cont-[Demog]

Normalized PK parameter vs. continuous demographic X-variables; a separate graph is created
for each unique demographic variable value (e.g. Male or Female), legend includes treatments or
periods.

8For replicated studies, _Per appears after _Trt to indicate the specific period the graph is repre-
senting.

bFor stratifications, if legend is “Summary only” or “Individual and Summary,” Variable symbols
are applied to Summary lines so each is distinguishable.

PK Automation Graphs by Study Design, Dosing, and Matrix

The following table details which graphs are available for each study type, dosing, and matrix. Abbre-
viations in the table include:

SD: Single-Dose applies to Plasma
MD: Multiple-Dose applies to Plasma
TR: Trough

UR: Urine

Graph Study Design and Dosing/Matrix

Crossover Parallel

SD MD (TR (UR |[SD |[MD |[TR |UR

Time Concentration Graphs — Plasma

Conc_by Subject_Lin/Log

Conc_by Trtor Per_Lin/Log

Conc_Strat_[Demog] by Trt or _Per_Lin/Log

Summary_Conc_Lin/Log

Summary_Conc_Strat_[Demog]_Lin/Log

X | X| X| X| X| X
X| X X| X| X| X
X | X| X| X| X| X
X | X| X| X| X| X

Summary_Con-
c_Strat_by [Demog](Value) Lin/Log

Time Concentration Graphs — Urine

Excretion_Rate_by Subject_Lin/Log X X
Excretion_Rate_by_Trt or _Per_Lin/Log X X
Excretion_Rate_Strat_[Demog]_by_Trt or X X
_Per_Lin/Log

Summary_Excretion_Rate_Lin/Log X X
Summary_Excretion_Rate_Strat [Demog]_Lin/ X X
Log
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Graph Study Design and Dosing/Matrix

Crossover Parallel

SD MD [TR |[UR |[SD |[MD |[TR |UR
Summary_Excre- X X
tion_Rate_Strat_by [Demog](Value)_Lin/Log
Percent_Dose Remaining_by Subject_Lin/ X X
Log
Percent_Dose Remaining_by Trtor Per_Lin/ X X
Log
Percent_Dose Remain- X X
ing_Strat_[Demog] by Trtor Per_Lin/Log
Summary_Percent_Dose_Remaining_Lin/Log X X
Summary_Percent_Dose_Remain- X X
ing_Strat_[Demog]_Lin/Log
Summary_Percent_Dose_Remain- X X
ing_Strat_by[Demog]_(Value)_Lin/Log
Cumulative_Amount_Excreted_by_Sub- X X
ject_Lin/Log
Cumulative_Amount_Excreted by Treat- X X
ment_Lin/Log
Summary_Cumulative_ Amount_Excreted_Lin/ X X
Log
Individual_Cumulative_ Amount_Excreted_Lin/ X X
Log
Amount_Excreted_by Subject_Lin/Log X X
Amount_Excreted_by Treatment_Lin/Log X X
Summary_Amount_Excreted_Lin/Log X X
Individual_Amount_Excreted_Lin/Log X X
Time Concentration Graphs — Trough
Conc_by Subject_Lin/Log X X
Conc_by Trtor Per_Lin/Log X X
Conc_Strat_[Demog]_by Trtor _Per_Lin/Log X X
Summary_Conc_Lin/Log X X
Summary_Conc_Strat_[Demog]_Lin/Log X X
Summary_Con- X X
c_Strat_by [Demog]_[Value] Lin/Log
PK Parameter Graphs — Plasma and Urine
[PKParam] X X X X X X
[PKParam]_Norm-[Demog] X X X X X X
[PKParam]_Trt or _Per_GroupBy-Strat- X X X X X X
[Demog]
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Graph Study Design and Dosing/Matrix

Crossover Parallel

SD MD [TR |[UR |[SD |MD |[TR | UR
[PKParam]_Norm-[Demog]_Trt or X X X X X X
_Per_GroupBy-Strat-[Demog]
[PKParam]_Strat-[Demog][Value] X X X X X X
[PKParam]_Norm-[Demog]_Strat- X X X X X X
[Demog][Value]
Box_[PKParam] X X X X X X
Box_[PKParam]_Norm-[Demog] X X X X X X
Box_[PKParam]_Trt or _Per_GroupBy-Strat- X X X X X X
[Demog]
Box_[PKParam]_Norm-[Demog]_Trt or X X X X X X
_Per_GroupBy-Strat-[Demog]
Box_[PKParam]_Strat-[Demog][Value] X X X X X X
Box_ [PKParam]_Norm-[Demog]_Strat- X X X X X X
[Demog][Value]
[PKParam]_by-Dose X X X X X X
[PKParam]_Norm-[Demog]_vs_Dose X X X X X X
[PKParam]_Trt or _Per_GroupBy-Strat- X X X X X X
[Demog]_by-Dose
[PKParam]_Norm-[Demog]_Trt or X X X X X X
_Per_GroupBy-Strat-[Demog]_by-Dose
[PKParam]_Strat-[Demog][Value]_by-Dose X X X X X X
[PKParam]_Norm-[Demog]_Strat- X X X X X X
[Demog][Value]_by-Dose
Box_[PKParam]_vs_Dose X X X X X X
Box_[PKParam]_Normal- X X X X X X
ized_[Demog] vs_ Dose
Box_[PKParam]_Trt or _Per_GroupBy-Strat- X X X X X X
[Demog]_by-Dose
Box_[PKParam]_Norm-[Demog]_Trt or X X X X X X
_Per_GroupBy-Strat-[Demog]_by-Dose
Box_[PKParam]_Strat-[Demog][Value]_by- X X X X X X
Dose
Box_ [PKParam]_Norm-[Demog]_Strat- X X X X X X
[Demog][Value]_by-Dose
[PKParam]_ vs_Cont_[Demog] X X X X X X
[PKParam]_ Norm-[Demog]_vs-Cont-[Demog] X X X X X X
PKParam]_Trt or _Per_GroupBy-Strat- X X X X X X
[Demog]_vs-Cont-[Demog]




Output

Graph Study Design and Dosing/Matrix

Crossover Parallel

SD MD |[TR |[UR |[SD |MD |TR |UR
[PKParam]_Norm-[Demog]_Trt or X X X X X X
_Per_GroupBy-Strat-[Demog]_vs-Cont-
[Demog]
[PKParam]_Strat-[Demog][Value]_vs-Cont- X X X X X X
[Demog] vs-Cont-[Demog]
[PKParam]_Norm-[Demog]_Strat- X X X X X X
[Demog][Value]_vs-Cont-[Demog]

PK Comparison graphs

Depending on Admin and interface settings, PK Comparison projects can produce combinations of
the graphs listed below. The table following the list summarizes the availability of each graph by com-
parison type. Graph file names marked with an asterisk have example output graphs located in “Com-
parison Output Examples”.

*Comp_Conc_by_Subject_Lin/Log

Overlay time-concentration graph of all treatment and period with all possible analyte combina-
tions (e.g., Treatment 1 Analyte 1, Treatment 1 Analyte 1, Treatment 2 Analyte 1...) per subject.
One graph per subject independent of number of treatments and analytes. Activate Comparison
Individual Time Conc checkbox in the Appendix list to incorporate these graphs into a Word file
called Comparison_Individual_Time_Conc.doc.

*Comp_Summary_Conc_Lin/Log

Summary overlay time-concentration graph of all treatments and periods with all possible analyte
combinations (e.g., Treatment 1 Analyte 1, Treatment 1 Analyte 1, Treatment 2 Analyte 1...). One
graph per run independent of number of subjects, treatments, and analytes.

*Comp_Excretion_Rate_by_Subject_Lin/Log

Overlay excretion rate graph of all treatments and periods with all possible analyte combinations
(e.g., Treatment 1 Analyte 1, Treatment 1 Analyte 1, Treatment 2 Analyte 1...) per subject. One
graph per subject independent of number of treatments and analytes. Activate Comparison Indi-
vidual Excretion Rate by Subject checkbox in the Appendix list to incorporate these graphs into
a Word file called Comparison_Individual_Excretion_Rate.doc.

*Comp_Summary_Excretion_Rate_Lin/Log

Summary overlay excretion rate graph of all treatments and periods with all possible analyte com-
binations (e.g., Treatment 1 Analyte 1, Treatment 1 Analyte 1, Treatment 2 Analyte 1...). One
graph per run independent of number of subjects, treatments, and analytes.

*Comp_Cumulative_Amount_Excreted_by_Subject_Lin/Log

Overlay of the cumulative amount of urine excreted by subject for all treatments and periods with
all possible analyte combinations (e.g., Treatment 1 Analyte 1, Treatment 1 Analyte 1, Treatment
2 Analyte 1...). One graph per subject independent of number of treatments and analytes. Acti-
vate Comparison Individual Cumulative Amount Excreted by Subject checkbox in the
Appendix list to incorporate these graphs into a Word file called Comparison_Individual_Cumula-
tive_Amount_Excreted.doc.
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*Comp_Summary_Cumulative_Amount_Excreted_Lin/Log

Summary overlay line graph of the cumulative amount of urine excreted by treatment vs. midpoint
or end time. Error bars are available.

*Comp_Amount_Excreted_by_Subject_Lin/Log
Overlay line graph of the amount excreted by subject per treatment vs. midpoint or end time.
*Comp_Summary_Amount_Excreted_Lin/Log

Comparison overlay line graph of the summary amount excreted vs. the midpoint or end time.
Error bars are available.

*Comp_Percent_Dose_Remaining_by_Subject_Lin/Log

Overlay line graph of the percent dose remaining by subject per treatment vs. midpoint or end
time.

*Comp_Summary_Percent_Dose_Remaining_Lin/Log

Comparison overlay line graph of the summary percent dose remaining vs. the midpoint or end
time. Error bars are available.

*Comp_Trough_Conc_by_ Subject_Lin/Log

Overlay trough time-concentration graph of all treatments and periods with all possible analyte
combinations (e.g., Treatment 1 Analyte 1, Treatment 1 Analyte 1, Treatment 2 Analyte 1...) per
subject. One graph per subject independent of number of treatments and analytes. Activate
Comparison Individual Trough Time checkbox in the Appendix list to incorporate these graphs
into a Word file called Comparison_Individual_Trough_Time.doc.

*Comp_Summary_Conc_Lin/Log (Trough)

Summary overlay trough time-concentration graph of all treatments and periods with all possible
analyte combinations (e.g., Treatment 1 Analyte 1, Treatment 1 Analyte 1, Treatment 2 Analyte
1...). One graph per run independent of number of subjects, treatments, and analytes.

*Comp_[PKParam]

Individual and summary overlay PK parameter graph of all treatments and periods with all possi-
ble Analyte (Analyte—Plasma/Urine), Day (Accumulation), Absolute Bioavail (Treatment), Clinical
Renal (Treatment) combinations displayed on X-axis. One graph per PK parameter per run inde-
pendent of number of treatments or periods, analytes, days, or subjects. All Comparison types
included.

Comp_[PKParam]_Norm-[Demog]

Individual and summary overlay normalized PK parameter graph of all treatments and periods
with all possible Analyte (Analyte—Plasma/Urine), Day (Accumulation), Absolute Bioavail (Treat-
ment), Clinical Renal (Treatment) combinations displayed on X-axis. One graph per PK parame-
ter per run independent of number of treatments or periods, analytes, days, or subjects.

*Comp_Box_[PKParam]

Box & whisker plot of PK parameter for all treatments and periods with all possible Analyte (Ana-
lyte—Plasma/Urine), Day (Accumulation), Absolute Bioavail (Treatment), Clinical Renal (Treat-
ment) combinations displayed on X-axis. One graph per PK parameter per run independent of
number of treatments or periods, analytes, days, or subjects. All Comparison types included.
Requires at least three subjects in the study.

Comp_Box_[PKParam]_Norm-[Demog]

Box & whisker plot of normalized PK parameter for all treatments and periods with all possible
Analyte (Analyte—Plasma/Urine), Day (Accumulation), Absolute Bioavail (Treatment), Clinical




Output

Renal (Treatment) combinations displayed on X-axis. One graph per PK parameter per run inde-
pendent of number of treatments, periods, analytes, days, or subjects. Requires at least three
subjects in the study.

*Comp_[PKParam]_vs-Cont-[Demog]

Individual scatter plot of PK parameter graph vs. continuous demographic of all treatments and
periods with all possible Analyte (Analyte—Plasma/Urine), Day (Accumulation), Absolute Bioavail
(Treatment), Clinical Renal (Treatment) combinations displayed on legend. One graph per PK
parameter per run independent of number of treatments periods, analytes, days, or subjects.

Comp_[PKParam]_Norm-[Demog]_vs-Cont-[Demog]

Individual scatter plot of PK parameter graph vs. continuous demographic all each treatment and
period with all possible Analyte (Analyte—Plasma/Urine), Day (Accumulation), Absolute Bioavalil
(Treatment), Clinical Renal (Treatment) combinations displayed on legend. One graph per PK
parameter per run independent of number of treatments, periods, analytes, days, or subjects.

*Comp_[PKParam]_Trt or _Per_vs-Cont-[Demog]

Individual scatter plot PK parameter graph vs. continuous demographic of each treatment or
period with all possible Analyte (Analyte—Plasma/Urine) or Day (Accumulation) combinations dis-
played on legend. One graph per PK parameter per treatment or period per run independent of
number of analytes, days, or subjects.

Comp_[PKParam]_Norm-[Demog]_Trt or _Per_vs-Cont-[Demog]

Individual scatter plot PK parameter graph vs. continuous demographic of each treatment or
period with all possible Analyte (Analyte—Plasma/Urine) or Day (Accumulation) combinations dis-
played on legend. One graph per PK parameter per treatment or period per run independent of
number of analytes, days, or subjects.

Comparison Graphs by Type and Matrix
The following table details the graphs that are available for each comparison study type and matrix.

(In the following table “PI” = Plasma, “Ur” = Urine, “Tr” = Trough, “Acc” = Accumulation, “AbBio” =
Absolute Bioavailability, “RenCl” = Renal Clearance.)

Filenames (*.jpg, *.emf, *.wmf) Analyte Acc AbBio| RenCI
PI Ur Tr

Time-Concentration Graphs — Plasma

Comp_Conc_by Subject_Lin/Log X X X

Comp_Summary_Conc_Lin/Log X X X

Time-Concentration Graphs — Urine

Comp_Excretion_Rate_by_ Subject_Lin/Log X

Comp_Summary_Excretion_Rate_Lin/Log X

Comp_Cumulative_Amount_Excreted_by Sub- X

ject_Lin/Log

Comp_Summary_Cumulative_Amount_Excret- X

ed_Lin/Log

Comp_Amount_Excreted_by Subject_Lin/Log X

Comp_Summary_Amount_Excreted_Lin/Log X
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Filenames (*.jpg, *.emf, *.wmf)

Analyte

Pl

Ur

Tr

Acc

AbBio

RenClI

Comp_Percent_Dose_Remaining_by_Sub-
ject_Lin/Log

Comp_Summary_Percent Dose Remain-
ing_Lin/Log

Time-Concentration Graphs — Trough

Comp_Trough_Conc_by Subject_Lin/Log

Comp_Summary_Conc_Lin/Log (Trough)

PK Parameter Graphs — Plasma and Urine

Comp_[PKParam]

Xa

Comp_[PKParam]_Norm-[Demog]

Xa

Comp_Box_[PKParam]

Xa

Comp_Box_[PKParam]_Norm-[Demog]

Xa

Comp_[PKParam]_vs-Cont-[Demog]

Xa

Comp_[PKParam]_Norm-[Demog]_vs-Cont-
[Demog]

X | X| X| X| X| X

X | X X| X| X| X

X| X| X| X| X| X

X | X| X| X| X| X

Xa

Comp_[PKParam]_Trt or _Per_vs-Cont-[Demog]

x

X

x

Comp_[PKParam]_Norm-[Demog]_Trt or
_Per_vs-Cont-[Demog]

X

X

x

a. Only one PK parameter is available for graphs in this comparison type (CLr).

There are two types of appendix output: PK Automation appendix output and PK Comparison appen-

dix output.

PK Automation appendix output

PK Automation can create the following output as Microsoft Word documents.

Time-Concentration/Excretion Rate/Percent Dose Remaining (one document per subject graph)

Individual_Time_Concentration.doc
Individual_Excretion_Rate.doc
Individual_Percent_Dose_Remaining.doc

Individual_Cumulative_ Amount_Excreted.doc

Individual_Amount_Excreted.doc

PK Parameter

Summary_PK_Text.doc: Individual regression fit, one subject per graph and listing of the individ-
ual PK parameter values selected for display in the tables.

If Phoenix cannot create a regression line (for instance, when concentration increases over time),
AutoPilot Toolkit cannot generate this document, since it is based. To force a regression line, set

the start and stop times in Phoenix larger than t,.g;.

Any selections made to the X-axis scaling, including uniform vs. non-uniform scaling, user-
defined tick mark settings, and any options to start the X-axis at time=0, are only applied to the
JNB, WMF, and EMF output objects and not to the charts in this document.
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PK Automation appendix output by study design, dosing, and matrix

The following table details the Word documents that are available by study design, dosing, and matrix.

Word Document Study Design and Dosing/Matrix

Crossover Parallel
SD MD |[TR |[UR |[SD |MD |TR |UR
Time-Concentration/Excretion Rate/Percent Dose Remaining
Individual_Time_Concentration.doc X X X X X X

Individual_Excretion_Rate.doc X X
Individual_Percent_Dose_Remaining.doc X X
Individual_Cumulative_ Amount_Excreted.doc X
Individual_Amount_Excreted.doc X

PK Parameter

Summary_PK_Text.doc ‘ X ‘ X ‘ ‘ X ‘ X ‘ X ‘ ‘ X

Each Individual Time-Concentration, Excretion Rate, or Percent Dose Remaining document is a sin-
gle Word document containing individual graphs with one subject per graph. The legend indicates all
treatments and periods. The graphs are created by Phoenix and inserted, in Windows Metafile format,
into the Word document.

Each page of the Summary PK Text document contains a graph and a table of PK parameter values
for one profile, where a profile is defined as one unique combination of values for the sort variable(s)
selected in the NCA model (e.g., Treatment_Description, Period, Day). The graph is displayed at the
top of the page, with the PK parameters below. The graph is a copy of the regression fit created
during the NCA run.

Note: The Summary PK Text document only includes values for parameters from non-excluded tables

(PK Parameter, Intext, Lambda_Z tables). If only stratified and excluded tables are created, the
document will not include the table of PK parameters per profile.

The display names for the graphs and tables, the parameters available for inclusion in the output and
the option of including source information in the document are all Admin settings. If source information
is included in the document is presented as one footnote per automation run. The footnote is dis-
played in the right lower margin of page. See “Managing footnotes” for further details.

PK Comparison appendix output
The following table details the Word documents that are available by comparison type and matrix.

(In the following table “PI” = Plasma, “Ur” = Urine, “Tr” = Trough, “Acc” = Accumulation, “AbBio” =
Absolute Bioavailability, “RenCl” = Renal Clearance.)

Filenames (*.doc) Analyte Acc | AbBio| RenClI
PI Ur Tr

Time-Concentration Graphs

Comparison_Individual_Time_Conc.doc X X X

Comparison_Individual_Trough_Time.doc X

117



AutoPilot Toolkit
User’s Guide

118

Filenames (*.doc) Analyte Acc | AbBio| RenClI
PI Ur Tr

Comparison_Individual _Excretion_Rate.doc X

Comparison_Individual_Cumulative_Amount_Ex- X

creted.doc

The Individual Time-Concentration and Excretion Rate documents combine individual graphs, one
subject per graph, with all combinations of analytes, days, treatments, periods in the legend. The
graphs are created by Phoenix and inserted in Windows Metafile format into a Word document. The
user settings for the text objects from the automation runs used apply.




AutoPilot File Explorer

AutoPilot File Explorer

AutoPilot File Explorer, which is located in the Reporting tab, loads the graphs and tables from AutoPi-
lot Toolkit project output files and exports them as pictures into Microsoft Word documents and Power-
Point presentations. File Explorer also allows users to insert files as editable objects. This section
contains the following topics:

File Explorer user interface
Notes on inserting files
Steps to insert and save files
Editable objects

Caution: Close Microsoft Word and Excel before using AutoPilot File Explorer.

File Explorer user interface

« After an Automation or Comparison run is complete, select the Reporting tab in the AutoPilot Tool-

kit object.
Available results found in AutoPilot Object (right-click to preview a result) 109 resubts n on st
Filename Type Category Subcategory Exclusions  Nommalize Stratification *

Actual_Times_Deviation_Trt1ds Table Time Concentration Deviation HNonExcluded
Actual_Times_Deviation_Tri2:ds Table Time Concentration Dewiation NonExcluded

Actual_Times_Tr 1 xds Table Time Concentration NonExcluded
Actual_Times_Tri2xds Table Time Concentration NonExcluded
AUCO_24 w Chart PK Parameter Categorical  NonExcluded
LALIPA 98 b Plnom oo Flemsk B Doememcdionr Poedledcnson B bam Gl odad x

Filter Object Results _ Select Al

Type: [l v| Exchsions: [[Al] v [—]
Category:  [[al] v]  Nomalzations: (fay -]

Subcategon | Al o Sk [hhvele::!TuSded]

Selected results to be transferred (ight-click to preview a result)

0 ressuits shown in selection list
Filename Type Category Subcategory Exclusions  Momalize  Stratification

[ ]

[_own |

[mmmmm] | Remove Transferred | | Remove Selected | [Remove Al | [Select All| | Select None | | Preview

| Hide transfemed results || Ingest resulls as editable objects

ation To Disk

Create New Create New PowerFoint
Word Document | | Wond Doc:mt Presentation

Open Existing PowerPoint | | Save Selected Results
Present

Figure 10-1. Reporting tab

The Reporting tab several groups of options to help select the output files to insert into Word docu-
ments or PowerPoint presentations, or to save to the file system.

Available results found in AutoPilot Toolkit object
Filter object results
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File selection and previewing options
Export options

Available results found in AutoPilot Toolkit object

All available Jpg, emf, wnT, and X I s files created during the execution of the AutoPilot Toolkit
object selected in the hierarchical list are displayed in this table.

» Click on the Filename, Type, Category, Subcategory, Exclusions, Normalize, and Stratifica-
tion column headers to sort the file list by the different fields.

|Available results found in AutoPilot Object (right-click to preview a resul) 109 = n ot

Fiename Type Category Subcategory Exclusions  Nomalize Stratification *
Actual Times Deviation Tr1xds Table Time Concentration Deviation NonExcluded
Actual_Times_Deviation_Tri2xds Table Time Concentration Deviation HonExcluded

Actual_Times_Tr1ds Table Time Concentration NonBExcluded
Actual Times_Tit2ads Table Time Concentration NonExcludad
AUCOH_24 wmf Chart PK Parameter Categoical  MNonBcluded I
ALITA A s Pinns ol Tt O Darnosndor Maedkie sns wa T BlanGual ondasd

Figure 10-2. List of files created during execution

Filter object results

» Choose from the options in the pull-down menus to filter the files shown in the Available Results

list.
Filter Object Results [ Seean
Type: ([A] v| Excusions: ([ -] [ —
Category: (A g Momeutors: (o Y ot

egory: "—v] - —— —'J : .
Subeat [A] Stratification [[Hl [ Move Result(s) To Selection List

Figure 10-3. Filter Object Results section of Reporting tab

Type: Show All file types, only Chart types, or only Table types.

Category: Show files for All categories, or only those for a particular category (e.g., Time Concen-
tration, PK Parameter).

Subcategory: Show files for All subcategories, or only those for a particular subcategory (e.g., Sum-
mary, Individual)

Exclusions: Show All files, only those involving exclusions (Excluded), or only those created with no
exclusions (NonExcluded).

Normalization: Show All files, or only those involving normalization by a particular demographic vari-
able (e.g., Age, Height).

Stratification: Show All files, or only those involving stratification using a particular criteria (e.g.,
Gender, Race).

File selection and previewing options

Use the file selection and file preview buttons underneath the Available Results list to preview files
and select files to be transferred to Word or PowerPoint.




AutoPilot File Explorer

« Click Select All to select all available result files.
« Click Select None to deselect all selected result files.

+ Click Preview (or right-click a file) to preview selected jpg/emf/wmf files in Microsoft Word and
x s files in Microsoft Excel.

+ Click Move Result(s) To Selection List to move the selected files to the selection list.

The selected files are displayed in the Selected Results to be Transferred list.

Selected resulls to be transferred (nght-click to preview a resulf)
0 results shown in selection list

Filenams Type Category Subcategory Exclusions Momalize Stratification

——

[_oown |

Unmark Transfemed :HemweTmsfmd :FbunquSeleded: Remove A1 S-aedM Select None | | Preview

Figure 10-4. Selected Results section of Reporting tab

* Click any of the column headers to sort by the values in that column.
+ Select a file and click Up and Down to modify the file order.
The following buttons are available below the Selected files list:

Unmark Transferred: Remove the asterisk that identifies files as having been successfully trans-
ferred.

Remove Transferred: Remove transferred files from the Selected files list.

Remove Selected: Remove the selected file(s) from the Selected files list.

Remove All: Clear the Selected files list.

Select All: Select all files in the Selected files list.

Select None: Deselect all selected files in the Selected files list.

Preview: Load selected jpg/emf/wmT files into a Microsoft Word document and X1 s files into a
Microsoft Excel spreadsheet. Right-clicking a selected file also previews the file.

Export options
Hide transfemed results Insest resulls as editable objects
Create New Open Basting Create New FowerPoint | | Open Edsting PowerPoint | | Save Selected Results
Word Document | | Word Document Presentation Presentation To Disk

Figure 10-5. Export section of Reporting tab

The bottom portion of the Reporting tab contains a number of options for handling the files in the
Selected file list.

Note: AutoPilot File Explorer allows only one document/presentation to be open at a time.

* Hide transferred results: Check this box to remove files from the Selected files list after they
have been transferred (the Unmark Transferred Files and Remove Transferred Files buttons
also become unavailable).

Uncheck to add transferred files back in the list (the Unmark Transferred Files and Remove
Transferred Files buttons become available again).
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Insert Selected Result(s): Insert the selected file(s) into an existing Word document or Power-
Point presentation. This button becomes available only after the Open Existing Word Docu-
ment or Open Existing PowerPoint Presentation button has been used to select and open a
document or spreadsheet.

Insert results as editable objects: Check this box if post-insertion editing such as adding titles
or footnotes is needed.

Create New Word Document: Insert the file or files into a new Microsoft Word document. Auto-
Pilot File Explorer automatically inserts a caption above each table or graph image when a new
document is created. The caption is based on the type of table or graph that was inserted.

Open Existing Word Document: Display the Select Document Source dialog to choose whether
the Word document is located in the File System or within the current Phoenix Project.

* File System: Display the Open dialog for navigating and selecting a Word document from the
file system.

* Phoenix Project: Display the Select Object dialog for selecting a Word document that is part
of the current project.

Create New PowerPoint Presentation: Insert the file or files into a new PowerPoint presenta-
tion.

Open Existing PowerPoint Presentation: Display the Select Document Source dialog to
choose whether the PowerPoint presentation is located in the File System or within the current
Phoenix Project.

» File System: Display the Open dialog for navigating and selecting a PowerPoint presentation
from the file system.

* Phoenix Project: Display the Select Object dialog for selecting a PowerPoint presentation
that is part of the current project.

Save Selected Results to Disk: Display the Browse for Folder dialog for selecting the file system
folder in which to save the selected file(s).

Notes on inserting files

If a table is too wide to fit on a single page, File Explorer resizes the table before it is inserted into
Microsoft Word or PowerPoint. However, tables too wide to fit on one page ARE NOT automati-
cally resized if they are inserted as editable objects. This retains font sizes and other characteris-
tics in their original format.

If a very wide table is inserted as an editable object, then the table flows over the page margins.
To insert a very wide table as an editable object, do the following:

+ Create an AP Automation or AP Analyte Comparison project and select the Display tab.

+ Select the Display Options tab, and select the Automatic Splitting checkbox in the Table
column.

Any changes made to tables or charts inserted as editable objects are only reflected in Word and
PowerPoint. The source files that were created by AutoPilot Toolkit and inserted into Word or
PowerPoint are not affected.

For this reason the source files are not required to be located on the same computer that is to be
used to edit the objects. However, Excel and SigmaPlot are required on any computer used to
edit table and chart objects, respectively.

When inserting AutoPilot Toolkit templates, executing the node prior to saving it as a template can
prevent the template from being exported to Word. Create the template before executing the
node.
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Steps to insert and save files

Inserting files into a new Word document
Inserting files into an existing Word document
Inserting files into a new presentation
Inserting files into an existing presentation
Saving results to disk

Inserting files into a new Word document
+ Select the files to insert into a Word document.
» Click Create New Word Document to insert the selected file(s) into a new document.

Successfully transferred files are marked with an asterisk.

Inserting files into an existing Word document

Note: When inserting Automation or Comparison results into an existing Word document, it is recom-

mended that only one document is open at the time.

AutoPilot File Explorer allows only one document to be opened at a time.
+ Select the files to insert into a Word document.

» Click Open Existing Word Document to insert the selected file(s) into an existing Word docu-
ment.

* In the Select Document Source dialog, choose the source where the document is located and
click OK.

+ If File System is selected, the Open dialog is displayed. Select the Word file and click Open.

» If Phoenix Project is selected, the Select Object dialog is displayed. Select a Word file and
click Select.

» In the Reporting tab, select the file or files in the order they are to be inserted into the specified
Word document and click Insert Selected Result(s).

The file(s) are imported into the Word document and inserted in the order in which they are listed
in the Selected files list. The insertion point in the Word file is determined by the cursor location.

A message is displayed that confirms the file export.
* Click OK to continue.

Successfully transferred files are marked with an asterisk.

Inserting files into a new presentation

Note: Close any open presentations before creating a new one.

» Select the files to insert into a Microsoft PowerPoint presentation.

« Click Create New PowerPoint Presentation to insert the file or files into a new Microsoft Power-
Point presentation.

AutoPilot File Explorer automatically inserts a caption above each table or graph image when a
new presentation is created. The caption is based on the type of table or graph that was inserted.
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Successfully transferred files are marked with an asterisk.

Inserting files into an existing presentation

AutoPilot File Explorer allows only one presentation to be opened at a time.

Select the files to insert into a PowerPoint presentation.

Click Open Existing PowerPoint Presentation to insert the selected file(s) into an existing Pow-
erPoint presentation.

The Select Document Source dialog is displayed.

Choose the source where the document is located and click OK.

« If File System is selected, the Open dialog is displayed. Select the PowerPoint file and click
Open.

» If Phoenix Project is selected, the Select Object dialog is displayed. Select a PowerPoint file
and click Select.

In the Reporting tab, select the file or files in the order they are to be inserted into the specified
PowerPoint presentation and click Insert Selected Result(s).

The file(s) are imported into the PowerPoint presentation and inserted in the order in which they
are listed in the Selected files list. The insertion point in the PowerPoint file is determined by the
cursor location.

A message is displayed that confirms the file export.
Click OK to continue.

Successfully transferred files are marked with an asterisk.

Saving results to disk

Click Save Selected Results To Disk.

In the Browse for Folder dialog, select a folder and click OK.
If the folder contains any files, then a message is displayed:

Click Yes to continue.

The selected results are saved in the folder.

Note:

If you want to save a Word 2010 document to disk, it is recommended that you first save the Word
document to Phoenix, then export the document to disk.

Editable objects

When all desired files are selected, they can be exported into a Microsoft Word document or a Micro-
soft PowerPoint presentation.

By default, inserting tables and charts into Microsoft Word or PowerPoint creates image objects in
those applications. The image objects are easy to insert and create a relatively small document size,
but there are limits as to what can be done with the output after it has been created.

If post-insertion editing such as adding additional titles or footnotes is necessary in the output docu-
ment, select the Insert results as editable objects checkbox prior to inserting the files.
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Using this feature allows AutoPilot File Explorer to embed copies of the files into Microsoft Word or
PowerPoint so that they can be edited using the original application that created the object. Tables are
inserted as Microsoft Excel objects and charts are inserted as SigmaPlot chart objects.

Editing inserted tables
Editing inserted charts
Undoing edits

Editing inserted tables
The same editing options are available in Microsoft Word and PowerPoint.

There are two options for editing a table that has been inserted as editable: edit directly in Word or
open an instance of Microsoft Excel and edit the table using Excel.

Edit Directly in Microsoft Word
» Click anywhere in the table object in Microsoft Word to directly edit the table.

A ' B ) C ' D i =
1 Mean = 5D Day Comparison - Plasma OH Carterolol =
2 Treatment Carterolol PO Form A Carterolol PO Form B
3 Day Day 1 Day 14 Day 1 Day 14
a N 12 12 12 11
5 tin 6.97+2.12 850 =2 33° 6.68+270 7.52+2.62
6 (hr)
7 Tomx 0.58 (0.25 - 1.00) | 0.66 (0.25 - 1.50) | 0.69 (0.50 - 1.00) |0.73 (0.25 - 1.50)
g (hr)
9 Cm? 156 = 300 170 = 297 228 = 430 294 + 490
10 (ng/ml)
11 AUC. 927 = 1880 1270 + 2230 1520£3120 | 26705270
12 (ng+hr/ml)
13 AUC., 1010 + 2020 1430+£2390° | 1710£3540 | 2730+5330
14 (ngshr/mi)
15 ""‘LC‘, NC = NC* 1190 = 2090 NC = NC* 2400 + 4780
16 (ngehr/mf)
B CLF 1030000 + 1640000 NC=NC®  |624000 = 1050000 NC = NC®
18 (mlhr)
19 | CL,/F NC=NC®  [1220000 2420000 NC=NC®  |463000 £ 860000
20 (mlhr)

Figure 10-6. Table being edited in Microsoft Word

* When the edits are complete, click anywhere in the Microsoft Word document other than in the
table. The table automatically updates in Word.

Edit in Microsoft Excel
* Right-click the table and select Worksheet Object > Open in the context menu.
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il sazr ¢ O Day 14
S 1‘}
=809 % g - =
6.97+2.12 | 850+ 2.33°
[— | & Cut
[ | @, Paste Options:
: 170 £ 297
| =|
Worksheet Object b Edit
9 Hyperlink. Open
— 2] Insert Caption.. Convert.., —
- +2
O  gorders and Shading... 1190 090
iy .
<% Format Object... I NC + NC°

Figure 10-7. Right-click menu option to edit a table in Microsoft Excel

A new instance of Microsoft Excel opens and the selected table loads into Excel.
+ Edit the table within Excel.

* When the edits are finished, close Excel. Any changes made to the table are reflected in the Word
document.

The same editing options are also available in Microsoft PowerPoint.

Editing inserted charts

The same methods used to edit tables can be used to edit charts and the same editing options are
available in Microsoft Word and PowerPoint.

There are two options to edit a chart that has been inserted as editable: edit directly in Word or open
an instance of SigmaPlot and edit the table using SigmaPlot.

Edit directly in Microsoft Word
» Click anywhere in the chart object in Microsoft Word to directly edit the chart.

During in-place editing, full access to SigmaPlot context menus and dialog boxes is available by
right-clicking on any object within the chart. In the example above the legend text has been
selected for editing within the SigmaPIlot Edit Text dialog.
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Figure 10-8. Right-click menu options when

editing a chart in Microsoft Word

When the edits are complete, click anywhere in the Microsoft Word document other than in the

chart. The chart automatically updates in Word.

Edit in SigmaPlot

Right-click the chart and select SPW xx Graph Object > Open from the context menu (xx: the

SigmaPlot version number).

—w— Carterolol Form BE D
—s7— Carterolol Form B D
—i— Carterolol Form C D
—1— Carterolol Form C D

—a

il 548" 2
679" 5 Cu-
|
& Cut
S Copy
2, Paste Options:
=

SPW 11.0 Graph Qbject *

‘Q;J Hyperlink...

4| Insert Caption...
O  Borders and Shading...

L ¥ Format Object...
4 3 12 16 20

— 2
T

Edit

Open

Convert...

24 28 32 36

Figure 10-9. Right-click menu option to edit a chart in SigmaPIot directly

A new instance of SigmaPlot opens and the selected chart is loaded.

Edit the chart in SigmaPlot.
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*  When the edits are finished, close SigmaPlot. Any changes made to the chart are reflected in the
Word document.

Note: Due to a known issue in SigmaPlot 12.x, graphs may not completely get exported from SigmaPlot
as editable objects into Word or PowerPoint.

Undoing edits

To undo any unwanted changes made to a table or chart, select Undo Object from the Word or Pow-
erPoint Edit menu. This reverts the last change or set of changes that were made to the object during
editing. Microsoft Word and PowerPoint keep track of all changes and allows multiple undo opera-

tions.
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PK Parameters

Using AutoPilot Toolkit, the administrator can select which output (tables, graphs, and appendices) is
available for selection in the Automation and Comparison interfaces. In addition, an administrator can
filter which PK parameters are available and provide defaults for each table, graph, or text type if they
are displayed. “PK automation parameters” presents the full list of PK parameters that administrators
can include in the PK tables and graphs from PK Automation projects. “PK comparison parameters”
presents the PK parameters that are included in the output from PK Comparison projects.

PK automation parameters

The following table lists the available PK parameters that can be selected for output from automation
projects and their treatment in the default output, including the tables PKParameter_A, PKParame-
ter_B, Intext_PK_Parameter_|, Urine_PK_Parameter, Urine_Intext_PK_Parameter, PK_Ratios,
Urine_PK_Ratios, PK_Stats, Urine_PK_Stats, and Lambda_Z. The list of available parameters varies
by NCA model and whether the study contains single-dose (SD) or multiple-dose (MD) data.

Note: For the NCA Model 220, Lambda Z values calculated in Phoenix may differ slightly from results

calculated using WinNonlin version 5.x and earlier due to the default setting for the slope being
changed from Time Ranges to Best Fit.

Definitions for terms appearing in the table:
WNL Name: Name (column header) provided by NCA model output.
Def Disp Name: Default name displayed in the final output (tables, graphs, and text).

Mod: Parameter is available for a specific NCA Model (e.g., 200 Ext) and regimen (Single-Dose
(1D) or Multiple-Dose (MD)).

Def Table: Parameter displays in a specific table by default (LZ = Lambda Z).
Def Graph: Parameter is used for the creation of PK parameter graphs by default.
Ratios/Stats: Parameter displays in the PK Ratios and PK Stats tables by default.

Div/Sub: Parameter is set to show differences in the PK Ratios table based on subtraction (e.g.,
Trt 2 —Trt 1) or division (Trt 2/Trt 1).

Def Precision: Default precision regarding the type (significant figures or decimal places) and
value (e.g., 0) to display in tables.

Normalization: If parameter can have normalization applied to it.

Def Summary / Error: Default summary (e.g. mean) and error term (e.g., SD) per PK parameter
for graphs.

Cfg: Default values are configurable in the Administrator Module.

129



AutoPilot Toolkit

130

User’s Guide

@ _ —

& —_ 52 [2)

= < o« B 28 cO £ »

> x _ - O 9, ~ o— | © =
2« w g N c |2 w9 "3 gu?
Eo g ?® ~NT | o S ® 5= | N o
=8 « N8 N2 |8 | ® L Q5 25 |®| 35
<« o =8 |ZE 3 b |9/gl@acs E A
Z 0 ° o ° ° Y Y | 2 Y = G
=) = =2 =2 = & 82548, 2/8Y

1 M|{1 M|1 | M| 1D
D D D D D |D|MD

Accumulation_Index X X X N N |N|S |dec/O| N | Mean/SD
[Accumulation]
Amount_Recovered X | Urine|Y |Y |D|sig/3 |Y | Mean/SD
[Ae] Intext
AUC_%Back Ext obs X X N N|N|S|dec/O|N | Mean/SD
[AUC % Back Extrap]
AUC_%Back_Ext _pred X X N N|N|S|dec/O|N | Mean/SD
[AUC % Back Extrap]
AUC_%Extrap_obs X X[ X]| X| X[ X PKA | N|N|S |dec/O| N | Mean/SD
[AUC % Extrap]
AUC_%Extrap_pred X| X| X| X| X| X N N |N|S |dec/O| N | Mean/SD
[AUC % Extrap]
AUC_TAU X X X PKA, | Y |Y D |sig/3 | Y | Mean/SD
[AUC.] Intext
AUCall X[ X[ X| X| X| X N N|N|D]|sig/3 | Y | Mean/SD
[AUC,]
AUCINF_D_obs X[ X[ X| X| X| X N N |N|D|sig/3 | Y | Mean/SD
[AUC,./D]
AUCINF_D_pred X X[ X| X| X| X N N |N|D]|sig/3 | Y | Mean/SD
[AUC,./D]
AUCINF_obs X[ X[ X| X| X| X PKA, | Y |Y D|sig/3 | Y | Mean/SD
[AUC,] Intext
AUCINF_pred X X[ X| X| X| X N N |N|D|sig/3 | Y | Mean/SD
[AUC,]
AUClast X X[ X| X| X| X PKA, |Y |Y D |sig/3 | Y | Mean/SD
[AUC 561l Intext
AUMC_Y%Extrap_obs X X X N N|N|S|dec/O|N | Mean/SD
[AUMC % Extrap]
AUMC_%Extrap_pred X X X N N|N|S|dec/O|N | Mean/SD
[AUMC % Extrap]
AUMC_TAU X X X N N |N|D|sig/3 | Y | Mean/SD
[AUMC_]
AUMCINF_obs X X X N N |N|D]|sig/3 | Y | Mean/SD
[AUMC_]
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D D D D |D |MD

AUMCINF_pred X X X N N|N|D]|sig/3 | Y | Mean/SD
[AUMC,_]

AUMClast X X X N N|N|D|sig/3 | Y | Mean/SD
[AUMCIast]

AURC_Y%Extrap_obs X |'N N|N|S|dec/O|N | Mean/SD
[AURC % Extrap]

AURC_%Extrap_pred X |'N N | N|S |dec/O| N | Med/Min-
[AURC % Extrap] Max

Mean/SD

AURC _all X |'N N|N|D]|sig/3 | Y | Mean/SD
[AURCy]

AURC _INF_obs X | N N|N|D|sig/3 | Y | Mean/SD
[AURC,_]

AURC_INF_pred X | N N|N|D|sig/l3 |Y |NA
[AURC,]

AURC(x-y) X | N N|N|D | sig/l3 Y |NA
[AURCH]

AURCIast X |'N N|N|D]|sig/3 | Y | Mean/SD
[AURCIast]

co X X N N |N|D|sig/3 | Y | Mean/SD
[Col

Cavg X X PKB | Y | N D|sig/3 |Y | Mean/SD
[Cavg]

Cl_F_obs X PKB, | Y |N | D|sig/3 |Y | Mean/SD
[CL/F] Intext

Cl_F_pred X N N|N|D]|sig/3 | Y | Mean/SD
[CL/F]

Cl_obs X X PKB, | Y |N | D|sig/3 | Y | Mean/SD
[CL] Intext

Cl_pred X X N N |N|D|sig/3 | Y | Mean/SD
[CL]

Clast X X| X| X| X N N |N|D|sig/3 | Y | Mean/SD
[Clast]
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1 M|{1 M|1 | M| 1D

D D D D D |D|MD
CLss X X PKB, | Y |N|D|sig/3 | Y | Mean/SD
[CLgs] Intext
ClLss_F X PKB, | Y |N | D|sig/3 | Y | Mean/SD
[CLgs/F] Intext
Cmax X| X| X| X| X| X PKA, 'Y |Y |D]|sig/3 |Y | Mean/SD
[Crmax] Intext
Cmax_D X| X| X| X| X| X N N |N|D]|sig/3 | Y | Mean/SD
[Cmax/Dose]
Cmin X X X N N|N|D]|sig/3 | Y | Mean/SD
[Cminl
Corr_XY X[ X[ X| X| X| X N N | N|S|sig/3 | N | Med/Min-
[Correlation] Max
Fluctuation% X X X PKB, | Y |N | S| dec/0O| N | Mean/SD
[Fluctuation %] Intext
HL_Lambda_z X X[ X| X| X| X PKB, | Y |N | D | dec/2|Y | Mean/SD
[t1/2] Intext
Lambda_z X X[ X X| X| X LZ Y |N|D|sig/3 | N| Mean/SD
(2]
Lambda_z_lower X| X| X| X| X| X LZ N |N|S|dec/2| N| Med/Min-
A2 Lowerl Max
Lambda_z upper X X[ X X| X[ X LZ N | N | S |dec/2 N | Med/Min-
(A2 Upper] Max
Max_Rate X | N N | N|S|sig/3 | Y | Med/Min-
[Max Rate] Max
Mid_Pt_last X | N N | N|S |dec/2| N| Med/Min-
[Midpoint] Max
MRTINF_obs X X[ X| X| X| X N N |N|D|sig/3 | Y | Mean/SD
[MRT,]
MRTINF_pred X X[ X| X| X| X N N|N sig/3 | Y | Mean/SD
[MRT,]
MRTlast X X X N N|N|D|sig/3 | Y | Mean/SD
[MRT 5]
No_points_lambda_z X| X | X| X| X| X LZ N|N|S|dec/O|N | Med/Min-
[Number of Points] Max
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1 M1 M 1 M 1D

D DD |D | D |D | MD
Partial_Area X| X| X| X| X| X PKB | Y |N|D|sig/3 | Y | Mean/SD
[AUCH|
Percent_Recovered X | Urine|Y |Y | S |dec/O|Y | Mean/SD
[fe] Intext
Rate_last X |'N N|N|S|sig/l3 |Y | Med/Min-
[Last Rate] Max
Rsq X[ X[ X| X| X| X N N | N|S|sig/3 | N| Med/Min-
[R?] Max
Rsq_adjusted X[ X[ X| X| X| X X N | N|S|sig/3 | N| Med/Min-
[R2 Adjusted] Max
Tlag X | X PKB | N|N|S|dec/2| N | Med/Min-
[Tlag] Max
Tlast X| X[ X| X| X| X N N| N | S |dec/2| N | Med/Min-
[Tiastl Max
Tmax X| X| X| X| X| X PKA, | Y |N| S | dec/2| N | Med/Min-
[Trmax] Intext Max
Tmax_Rate X | N N | N | S |dec/2 N | Med/Min-
[Tmax Rate] Max
Tmin X X X N N |N|S|dec/2| N | Med/Min-
[(Tminl Max
Vol_UR X [N N|N|D]|dec/O|Y | Mean/SD
[Volume]
Vss_obs X| X| X| X N N|N|D|sig/3 | Y | Mean/SD
[Vssl
Vss_pred X X| X[ X N N |N|D|sig/3 | Y | Mean/SD
[Vssl
Vss/F_obs X | X N N|N|D|sig/l3 |Y | NA
[Vss/Fl
Vss/F_pred X | X N N|N|D|sigl3 |Y | NA
[Vss/Fl
Vz X X PKB, | Y |N | D |sig/3 | Y | Mean/SD
[V Intext
Vz F X PKB, | Y |N | D|sig/3 | Y | Mean/SD
[V,/F] Intext
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1 M|{1 M|1 | M| 1D
D D D D D |D|MD

Vz_F _obs X PKB, | Y |N|D|sig/3 | Y | Mean/SD
[V,/F] Intext
Vz_F_pred X N N |N|D|sig/3 | Y | Mean/SD
[VZ/F]
Vz_obs X X PKB, 'Y |N|D|sig/3 | Y | Mean/SD
[V, Intext
Vz_pred X X N N|N|D|sig/3 | Y | Mean/SD
[VZ]

a. The display name is amended by the time period for the AUC calculation, for example, AUC0-24.

PK comparison parameters

PK Comparison projects calculate the following additional PK parameters, which the user can select
to include for a given comparison run. This includes analyte, accumulation, absolute bioavailability,
and renal clearance comparisons.

(In the following table “Accum” = Accumulation, “AbBio” = Absolute Bioavailability, “RenCl” = Renal

Clearance.)
PK Parameter Equation Precision Type Comparison Type
/Default p
E 5 E o5
8 92 8|8 §
o - < < X
CLr Ae(URN)/AUClast Sig/3 X
DoseExt NA Dec/0 X | X
DoselV NA Dec/0 X | X
Fabs AUCInf(PO)*Dose(IV)/ Dec/0 X | X
AUCNf(IV)*Dose(PO)*100
LI AUCtau(MD)/AUCInf(SD) Dec/3 X
RA2 AUCtau(MD)/AUCtau(SD) Dec/3 X

a. RA is calculated from the equation RA=AUCtau(MD)/AUCtau(SD). Since Phoenix does not calcu-
late AUCtau for SD, the user needs to create a Partial AUC for the SD model that is equal to the in-
terval of the tau. When RA is calculated, AutoPilot Toolkit checks that the parameter Tlast for MD
is the same as the interval for the Partial Area set up in the SD model (e.g., tlast=AUC Partial Inter-
val). If these are the same, RA is calculated using the above equation. If these values do not match,
RA is calculated using the equation, RA=AUCtau (MD)/AUClast (SD).
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Summary Statistics

During automation runs, Phoenix WinNonlin analysis generates summary statistics that can be
included in tabular and graphical output. The following list shows display names for all available statis-
tics, a brief description, and the default precision selected (in parentheses). The AutoPilot Toolkit
administrator can filter the list to make only certain summary statistics available to the user.

The precisions listed below, in decimal places (dec) or significant figures (sig), are used to display the
values in tabular output. Some of the summary statistics are defaulted (can be configured) for tables
and graphs, but these are on a table by table or graph by graph basis.

N: Number of observations with non-missing data (dec/0)
NMiss: Number of observations with missing data (dec/0)
NObs: Number of observations (dec/0)

Mean: Arithmetic Average (Per PK parameter)

SD: Standard Deviation (Per PK parameter)

SE: Standard Error (Per PK parameter)

Variance: Unbiased sample variance (Per PK parameter)
Min: Minimum (Per PK parameter)

Median: Median (Per PK parameter)

Max: Maximum (Per PK parameter)

Range: Range of values, maximum value minus minimum value (Per PK parameter)

Percentiles1: The Pth percentile divides the distribution at a point such that P percent of the distribu-
tion are below this point. (Per PK parameter)

CV%: Coefficient of Variation (dec/0)
Geometric Mean: Geometric Mean (Per PK parameter)

Harmonic Mean: Reciprocal of the arithmetic mean of the reciprocals of the observations (Per PK
parameter)

Mean of Logs: Arithmetic average of the natural logs of the observations (Per PK parameter)

SD of the Logs: Arithmetic average of the natural logs of the observations (Per PK parameter)
Geometric CV%: Geometric coefficient of variation (dec/0)

95% CI Lower Mean: Lower limit of an 95% confidence interval for the mean (Per PK parameter)
95% CI Upper Mean: Upper limit of an 95% confidence interval for the mean (Per PK parameter)
95% CI Lower Var: Lower limit of an 95% confidence interval for the variance (Per PK parameter)
95% CI Upper Var: Upper limit of an 95% confidence interval for the variance (Per PK parameter)
Skewness: Coefficient of skewness (Per PK parameter)

Kurtosis: Coefficient of excess (Per PK parameter)

Pseudo SD: Jackknife estimate of the standard deviation of the harmonic mean. (Per PK parameter)
K-S p-value: Kolmogorov-Smirnov normality test p value (Per PK parameter)

Lower 68% bound: Lower range value based on one standard deviation from the geometric mean
(Per PK parameter)
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Upper 68% bound: Upper range value based on one standard deviation from the geometric mean.
(Per PK parameter)

All the summary statistics are available for display in tabular output. For graphical output, however,
only the following summary statistics are available for summary terms:

mean
median

geometric mean
harmonic mean

Only the following are available for error terms in graphical output:

SD

SE
variance
min/max
68% Range

136
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Automation Output Examples

For each example, images of the output table/graph and settings used when creating the table are
included.

Demographics tables

Plasma time concentration tables

Trough time concentration tables

Urine time concentration tables

PK parameter tables

Intext tables

PK statistics tables

Profile exclusions table

Plasma time concentration graphs

Urine time concentration graph

Trough time concentration graphs

Plasma and urine categorical standard PK parameter graphs
Plasma and urine categorical box and whisker PK parameter graphs
Plasma and urine continuous dose standard PK parameter graphs
Plasma and urine continuous dose box and whisker PK parameter graphs
Plasma and urine continuous demographic PK parameter graphs

Demographics tables

Demographic
Demographic stratified by group

Ape Waight Height BMI BSA Tl
Subyect Tender Race Smeke (v) (kg (em)  (e=m2] (mZ} (ml mon)
1 Female Hispeme No 44 717 158 23 1R 14
2 Bale  Hispenic  No 34 B4 178 B 21 1M
i Female Hispemuce — No 47 54 158 4 172 12
4 bfale Hispenie Mo 44 Tad 17% e 1493 12
] Female Hispanic Na 0 T 13E 6 L7E 14
§ Male Hispanic Moo 43 EOS 178 255 2 130
i Female  Elack Yes 44 BID 173 288 203 B
3 Male Hispanic Yes 1l &0 170 T L& 109
2 Male Cagcmsiam Yex 30 B4 1ED 2713 12 122
i Mlale Elack Tes Eh] TE3 LGB 213 L3 154
i Male Cawessian  Tes 48 tul 1w 31 20 130
12 Female Cavcmsian  Yaz 47 85 160 54 17 i
N 12 12 12 12 12 12
e 4l T3 168 o 121 107
D a 12 4 28 0lE M3
SE 3 15 z 03 003 e
Min pi 50 138 T law 64
Bledian 4 TES 170 73 1;m 106
Ivien n 20 LEQ i 212 7o
C%% il 13 5 10 0 j2
Craomatne Maan 40 T 168 e 1D 102
Variahles Siatislics Precsion |
Gelecied| | Select=d Stalisties
Gandar M Variables  Todwidual |n
g;f:loe :EEH Type value | Type
Ane af AgE Decima - o Doecimal
Wt Hin e E e .
Height Median -
EMI M Height Dedms! - 1] Cecimal
BSA C% BMI Decims - i Coeimal
CrcL Geometric Mear zoy Dedma - a Decimal
i 'E-QIﬁ"'in:'a;'.'t- i S

Figure 13-1. Demographic
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Treatment = Carterolo] It
Ape Weight Eeight BMI  BSA CrCL
Subiect Geoder Bace Somoke Ceoobpe Aleshel frear) (k) (om) o'’ (o) (o)
L Mdale "White Yes IDGEM @ Ves 25 o} 1 46 202 122
k. Female Black No  IDGEM  TVes 18 5.1 176 371 LBl 163
i Femigle White WMo IDGEM Yes 3 12 12 403 2M 3B
4 Male Bleck No IDMEM  Yes 15 474 5] 414 21 MR
i Male  White Mo IDEPM Ves 4 11 177 i34 1BE W
] Mnle Hlack Nao  IDSEM a 2] 0.6 17% 376 1BE 103
7 Miale  White Yes IDEEM Ha 12 TLE 1E5 373 18z 103
i Female Black No IDGEM N zl 3L 174 412 L¥ BB
9 Male Black NB IDGEM NE 21 & 163 3832 178 ®
1 Male Elaxck o 1D6 P2 Mo 42 Bl 173 4% LRE 63
n Male Bleck No  IDGEM Mo i MR 1 419 214 1
n MR NE Yes  IDGEM Ma 1 [ 1] 178 372 1BS 102
N 12 11 1z 12 12 11
Mean 28 i 17 3®3 1985 974
EDy 17 T3 i 1§ 0dx 303
3 12 1 03 0E Al
Ivfin 18 611 168 T1 L7 38
Iiedian 3 Tl e 23 1P 1
Iax i 174 L 5] Ay 24 165
Ci% L] 1] i 5 [
Creometric Mean 26 Tid 178 333 185 913
N = Mot Bacordad
Variables Sisbatics Precisian
Selecled. || Selected: Statistics
Gandar N Variabbes  Todividuoal N
Raca Maan
Bmoka &0 Type Value .'I'rpe
Genatype| | | BE Ao Diacimal - Ot Dacimal
Alcabal Mir Wt Decimal - 1 Dedmal
Ao Median — -
Wt [y Heght Decimal - ] Dedmal
Eﬂluahl Cu% BML Degimsl (= | 1 Decimal
ESA | Geametic Mear) BS54 Decimal T 2 Oecmal
CriL criL Sgnificant - ] Decimal
General | StratficationMormakzztion | Diaplay | Ordaring
Siralification
V| Sraification & | Gendar v] A b -|
T Sretfication B | Face Ard 1.

Plasma time concentration tables

Actual times

Figure 13-2. Demographic stratified by group

Actual times stratified by group

Actual times deviation

Actual times deviation stratified by group

Concentration

Concentration stratified by group
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Treatment = Carteralol
Plasma Cameralol
Actual Time (he) over Wominal Time (b
Subject 0 05 1 2 4 B I XM 8 @
1 0235 1 2 4 B I XM 8 0
1 ooy 1 2 4 B I M & &
3 Doy 1 2 4 B 12 NS 8K T
4 0o0F 1 2 & OB 12 M & 0
5 0 és 10 4 B 12 M &8 N
i 025 1 2 4 B 1 M 47
T 0 25 1 115 4 B 012 M 4 u
i 0 235 1 X 4 B I XM @4 0
g 0 25 1 2 4 T IR XM 4 7
10 0oy 1 2 4 B OB OMH O # 1
Il 003 11y 2 4 B OILTY M 8 T
12 003 1 2 4 B 02 M35 4% T2
N 2 o 12 o 12 1 1 o’ o1
Bl e 0 51 101 201 &2 75 1198 2 &741 TTS
&y 0 00s 0 S04 007 007 00F Qil 02 047
SE 0 ool 001 @01 002 002 00 O05 00 02
Iim 0 25 1 X 4 TT5IISANIS 4T &
Iedian 0235 1 2 4 B I XM 8 0
Iiax 0 65 10% 115 425 B 12 MIF 4B T
(e A 3 4 2 1 1 1 L L 1
(eemetne Mean NA 051 101 201 402 704 1108 M 4780 TITS
NA = Mot Applicabls
Stalistics Frecision
TJeleched: Flatistics
H Warmhles Irmdrricdual L] .-
:L‘I""' Trpe Value | Type
SE Relskive_Moming_Time Decimal hd 2
ﬂind_ Tima_Daiation Dacimal -\ 2 Duaimal
Mz
Cves
Geometric Mear|
Figure 13-3. Actual times
Treztment = Carderalol Form A Dy = 14)
Pazmz Howerolod
Artoa] Tine thel sver Noamina] Tine (hej
Subject 000 015 350 150 100 4.00 BEOd 12.00 1600 2400 30.00 36040 £3.00
L -100 033 D63 L33 3100 3.00 200 1400 2000 ZEOD 34.00 3E00 5000
1 00d 0313 050 L50 100 400 BO0d 12.00 1600 2400 3000 3500 48.00
3 0 033 050 LA 100 400 B0 1200 16000 2400 30.00 3600 48.00
4 008 015 b0 150 100 400 B00 1200 1600 2400 3000 3600 48500
3 006 015 350 1.50 100 400 E0d 1200 4400 2400 3000 3600 4200
[ 008 025 050 1.50 100 400 BOO 1200 1600 2400 30.00 3600 £8.00
7 008 015 050 L350 100 400 E0D 1200 1600 2400 3000 3600 £3.00
1 00 025 050 075 100 150 100 4.00 BEOd 12.00 1600 2400 3000 3600 £3.00
2 00 0313 050 077 100 15D 100 400 B0 1200 1600 2400 3000 300 46.00
10 000 023 050 073 100 15D 100 4.00 B0 12.00 1600 2400 30.00 3500 48.00
Il 0o 033 050 03 L LD 100 400 BOU 1200 1600 2400 30.00 3600 48.00
12 008 0313 050 0.7 L0 150 100 4.00 E00 12.00 1600 2400 3000 300 43.00
M [ v R A O O A O I O O A N
Mlean 08 026 51 0% 102 152 104 408 EOE 117 14353 243 3053 M7 847
£y 0% 003 0 003 007 007 029 029 026 038 105 11§ 013 0358 0GR
&E 00F 060 201 001 002 002 402 00F 008 017 835 033 033 00T 0dv
Ivin -100 025 050 077 L0 15D 100 4.00 B0 1200 1600 2400 3000 300 4600
Iviedian 00 023 050 0.7 L0 15D 100 400 B0 12.00 1600 2400 3000 3500 48.00
Iiax 000 033 D65 0BF 125 175 3100 5.00 900 14.00 20000 2B00 34.00 3E00 50.00
G -4 11 3 4 7T 3 4 7T 4 1 T 3 4 z 1
(eometne Mean  NA 006 051 096 102 152 107 408 B03 12046 1430 2431 3051 3614 4814
MA = Not Appheable
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Priecision

Statistics |

Gelecled
N Wariahles
Maan

an
OE Relstive_Momingl_Time

Median

Mir Time_[eviation

Satistics

Imadipricdual
Type

Decimal

Decimal -

I
Valie | Type
- 2 [

_2_ i Deamal

Mz
CV%
Geometric Mean)

Gersral | StedficatonMomalizetion
Stratification
[¥] Siratification A :Em.lama

=] Simtfication B Race

Display  Chdenng

e [ryone

L P

]

Figure 13-4. Actual times stratified by group

Treamment = Carteralol
Plasma Carterodol
Actaal Time Deviatien (%) from Nominal Tine (hey
Subyject 0 05 1 2 4 g 2 14 & T
L N3 0 o ] o o 0 o ] 0
k- N3 o0 1] LU 0 1] nooarnr
k] N8 0 o U 0 -l 0 0
4 NE 0 ] o0& 0 0 [} ] 0
k] NE w0 U 0 o 0 0
§ N3 0 o ] o o 0 » 208 O
i N 0 LR B 0 1] 0 0
3 NE 0 o LN 0 ] | Y
@ NE 1 i} ] & 313 0 i} o [\
1] N& 0 V] o 0 ] /] ] 0
i NE 0 i 0 0o 0 J0B O ] 1
2 H8 0 ] L volwm 0 1
i} L] 2 n 1 n n B n =z 1
Mean mC 23 125 043 052 D26 1Y 0 DT R3S
[ WGBS 433 217 LB DR 06 04 06 L2
SE WG 25 125 043 052 026 04T Qi3 047 035
Miin |1 1 i} ] B 315 -LOE 104 -20E 417
Bdedian K0 1] oo 0 ] 1] ] 0
M BC 30 15 75 825 0 o 1o D [y
Cins BC 346 Mé 346 M Md 346 NA 346 M8
COeometrichlean NC NA HA NA FA MA NA HNA NA MNA
* = Artual sampling fime exceads =15% of nominal sempling time threshald
ME = No Sample
T = Mot Calculated
NA = Not Apphicable
Slistics Precision
Salectesd: Hatistics
" Waria hles pre—— [w -
"E"E"" Troe value |Type
SE Relative_MNomingl_Time Decimal hd 2
Min Tima_Daiation Dacimal - 2 Duacimal
Mz
Cu'e
Cieomedric Mean)

Figure 13-5. Actual times deviation
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Tr=atmert = Carterolal Fomm & [Day = 14

Flasma Howeradal
Actual Time Deviztion (%45) from Nominal Time ()
Subsject 000 025 050 075 100 S0 100 400 80D 1200 1600 2400 30000 TA00 4800
! NE Capd 30 1333 2500 Tpea7 Tin0 “2500 1230 pe7 200 147 1333 536 447
1 NS o0od 000 000 000 000 400 08 000 000 000 00 000 003 000
3 NS 000 000 003 000 Q00 400 00 000 000 000 00 000 003 00D
4 N5 000 000 003 0D 000 40 08 000 000 D 0N 000 D04 00D
5 N3 000 000 003 000 Q00 400 086 000 000 DO 00 000 D03 00D
5 N3 000 000 000 OO0 OO0 Q00 08 000 000 Q0 002 000D D00 00D
7 N3 000 0o0 000 000 000 @00 08 00D 000 00 00 000 000 00D
3 NS ooo oo 000 000 000 400 08 000 000 00 00 OO0 000 00D
Q NE 00 0 003 D0 O A0 080 000 00 000 008 00 003 00
10 NS o0od 000 000 000 000 400 08 000 000 000 00 000 003 000
il NS 000 000 003 000 Q00 400 00 000 000 000 00 000 003 00D
12 NS 000 000 000 000 0 400 08 000 000 QO 0N 000 D0 00D
1) il 1 1 1z 12 11 12 1z 1 1 1z 12 12 1z 12
Mean WL 33F 250 10N 20B 0 139 407 eE 1 13m0 zZoE 13 L1l D48 D33
EiH MC 1135 366 333 722 481 1443 732 361 481 712 4Bl 3B 180 12D
5E BCO333F 150 111 0B 159 417 14 150 2 13 111 044 035
Bl N o0 g 003 D0 O A0 080 000 00 000 008 00 D03 00
hdedian KGO o000 00 003 000 00 400 08k 00D 000 000 O0e 000 003 000
Mo MO 000 3000 1333 2508 [A6T 5000 2500 1250 1667 2500 1647 0351 556 447
C%e WL 346 & 36 346 346 e 46 346 6 348 346 344 36 346
Oeometne Mean BC N4 0 NA M3 NA 0 MNA 0 Ha NA NA NA 0 NA O NA NA NA NA
* = Actual senpling time exeseds 2154 of nominal sampling time threshold.
E = Mo Sample
BC = Mot Calculated
MA =Nat Apphcahble
Stalistics Precision
Felecled: Slakistcs
[ Wariahles Individual [] me= =
;IEan Type Valie | Type
SE Relskive_Maminal_Time [iecimel hd 2 !
e, Tmefedaton i Dedmd (=] 2 | Dedmal
Mz
cve
Geometric Mean

Gerersl | ShetfcetonMomaslizsion | Dieplay | Ordering
Stratification
[¥] Siatidication A :an:.lama ': And [Hma
|| Stiratfication B | Race A | eme

Figure 13-6. Actual times deviation stratified by group

Treamment = Cart erclol

Flasma Carteradal

Concentration {ng'ml) over Homina Time [ar)

05 1 3 4 &

12

M

i T

3R 233 191 14F 19
336 124 170 134 374
130 2B 136 176 133
181 28 125 142 1
172 232 134 164 138
FLEE O |3 i B
176 184 170 145 120
185 212 194 L5B L33
127 14% 105 W7 77
145 189 131 142 133
131 1BF 146 133 14
190 2146 171 151 1%

ELE
631
B7E
k]
053
a
873
LT
e
093
631
GEL

408
iLz
472
408
518

392

JL2
jaz

36.3

23 133
e 674
3 12
N3 10k
31 12E
414 19
413 243
25T M
L
4.1 28BS
133 728
162 104

M
Mlean
N
£
Iuiin
Bledian

Ilax
i

}uuuuuuﬁuuuuuuuuuuuuu

e

1 12 12 12 12
1 168 1% 14 14
6 T 241 175 198
307 X4 TS 504 565
LBl 283 115 07 T7i7
T 187 173 14 12
190 233 196 176 138
e 42 s 12w

Gooretne hiean N4 04 124 184 143 112

12
i18
145
iz
nE
BT

5
L

13

1

458

447

2 1
1 154

133 474

A = Not Applicable
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Stalistics Precision

Jalecled: Statistics
1 Variables Individual
Maan Trpe |1'alue
gE Relstive_Momiral _Time Deomal -
Mir Time_Dewiatian pecmal |

N ) |Hu
Type .'l'alue I'I'l,-pq I

¢ | Deamal =] @

Geometric Mean

Figure 13-7. Concentration

Treatment = Cartarolcl }'lurg.{ :'Suqugl:r-.-‘., Fepobype = 206 ELD)
Flasma {HH_Cartercdal

Concentmtion (s 'ml) ovrer Komdnal Time (he)
Subiject 000 025 050 075 190 150 200 400 208 12.00 1600 2400
003 2970 231 LYB L& 134 147 104 0610 0380 D230 012D
0 106 130 L9 103 100 BA3 TAS TA3 L0 3B 1355
P53 138 131 120 101 E23 SRE M3 17 1ED M
000 432 227 160 167 133 131 197 491 3346 163 0.0
M 4 4 4 4 L 4 4 4 4 4 i 4
Bdean a0d 375 253 74 T 425 558 445 254 140 4T84 25
&y
EE

i i b —
=
=

000 225 10B 3280 Blé 674 620 309 4% 163 ESe 351
Q00 203 M0 414 403 357 R0 254 124 2L 443 173

hdin 000 0070 230 LTE L&D B34 LAT D04 0510 030D D230 000
Iliedian 000 269 BS3 TL2 633 353 436 336 25F 16T 104 1M
Bla ange 953% 172 166 167 138 131 187 491 336 QR0 750
% LT T 1 i U L N w7 138
(oometnchisan MNA 143 350 240 241 208 182 155 90 475 424 NA
A = Not Applicable
Stalistics Precision
TJalecled: Statistics )
b Warin hles f—— [w Mea
g;m Type Value Il'lme Valse T _ |
SE Relstive_Moming_Time Decimal hd 2 !
Min Tima_Daiakion Dacimal - 2 Duacimal -t 0
Medizn —
Mz
C%
Cieometric Mear)

Cereral | SteificatonM™omalization | Display | Ordenng

Stratification
[¥] Stratification A :Em.lar-:-a ': #rd | Genanpe -]
|=| Siniffication B | Race A |Hons

Figure 13-8. Concentration stratified by group

Trough time concentration tables

Trough actual times
Trough concentration
Trough concentrations stratified by group
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Treatmert = Carterolal FO Form A
Plazena Carteralal
Day
4 H Il
Mol Time i)
Subrect O D8 000
S0 LD 100
0y D80 00D
o 083 000
onn 083 000
oo 0 00D
00 080 000
G DA 00D
00 08 000
00 08 000
i 0y D0 00D

R N

™
Bdian 404 008 D08
D 020 D25 020
£E

Ddin 18 100 -1
Bledian oo 080 000
Max o0 020 000
% -ME G40 -Me
(eomatne hiean  MA N4 WA
Mominal Tanes mstead of Actual
Times

MA = Not Applicabla

Stalistics Precision

[ — Statistics

H Variables Incdividizal

o Type [vanae
9E _Rclal:r.le_hlnrlnal_'ﬁre Deomel hdl 2

Mir Relatie_sctial_Time Decimal - 2 | Dacimal - ]
Median S S
M

Cwie

Geomefriz Mean

.| |Hea
Twpe vale |Typd __

Figure 13-9. Trough actual times

Treatment = Carterolol PO Form A
Plazma NE
Concentmiton over Day Mominal Time)
Subject Dayd(0br) DavE{0br) Day 11 (Dho
1 LB 1% L1g
1 333 30 3BS
k] 122 B3 B
4 118 M 13
] 1210 155 124
d Lag 1EE i 1)
7 260 i R7
3 | 02 M
g L] L] kS
10 620 sl 550
Il 603 33 a6
12 132 Ell T2
M 12 2 12
Mem 127 124 113
ETr it 263 X1
&E 733 T T
Ivin LB 115 L1®
Iviedian ne 03 kLT
Iax /1n nE 213
s L Zl0 F )
(ecmatne hMean M3 3] 339
HNomirml Times mstead of Actozl Tmes
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Stalistics Pracision
Salecied: Slatistics
I Variablac Tndivid izl N
Maan ¥
an Type |\'a|.|r Type value ...
SE LS Cartaralol_RawCanc Significant |- | 3 Dacimal |- o
Median
Mz
CV%
Geometric Mean)
Figure 13-10. Trough concentration
Ireatment = Carterolo] PO Form A (Oender=Miale, Face = Black)
Masma NE
Coscentration over Day (Neaninal Time)
Subsject Dayd Py Day 80kt Day 11 (0he
4 113 124 13
& 193 138 210
@ a0 3 A8
1 L el 330
11 608 13 .94
M 5 5 5
Biemn 255 1435 261
=D m 336 7]
£ 154 T3 152
Iniin 608 723 6.05
Iledian 113 124 113
Do 200 243 218
% 143 147 1+
(acmatne hean 951 74 6.5
HNomiral Times mstead of Actual Tines
Sinlistics Fracaion
Salecled: Statmiis
H Varmables Indrsicdual [ ]
;‘;i" Type Yalue |'r-,|-.r~ Valee . ..
SE PLS Carterolel_Rew(onc Sgnrficant hd 3 Decimal Ll i}
Mir
Median
Mz
L%
Geometric Mean

Gensral
Siratification

[¥] Siratilication A

=] Strattication B

SradficaionMormalization

Dizpley | Chrdering

|Gandar

= ] A e

<] And [race =

Figure 13-11. Trough concentrations stratified by group

Urine time concentration tables

Urine amount
Urine amount stratified by group

Urine cumulative amount

Urine cumulative amount stratified by group
Urine actual times
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Anahyte = Trine OH-Carterolal
Amourg Excreted {og) over the Nominal Caollection Interval thr)
Subject 0-11 12.24 24-48
1 1383 101923 HR2.75
2 43RES 134141 H0E30.06
3 ol ¥35.5 2300564
1 137748 23R 212356
5 Jng.E #1n L4578
§ 44568 jule 1406486
7 M0ns 58675 26082
B 3504 1015 13385.1
El JI57S 13662 286802
19 18 IESRTS GTE1D
11 119765 1278613 AR
12 10212 115168 216
i i 1 12
[Wzan 145912 12096 .65 3156846
5D LI 29345 16251.53
S5E [ ] 2463.71 4aRial
[iin 43883 21015 1516
Median 1385 101925 271851
Mniax s 303921 UL H
W% Qe 1503 51.4%
|Ge cmetea e Maon 1885 B5 aT08 2TE30.20
Variables Srxtiskics Precision
Jelecied: Selecied: Statistics
Amourd_Urnine | || N Variahles Tndradual ]
Hoan Type vale | Type [wame
2E Reelakive_Nominal_Tims Decmal  [=] 2 "
m“dmn Reelative_Piamisal_End_Time Dedmal  [w] 2
Max Amaunt_Uriss signficant | w| 3 Dacinal - ¥
Geamelric Mean
Figure 13-12. Urine amount
Treatment = Carteralol Form A (Seqoezce = B)
Urine OH_Carteralol
Mozl Time (i)
0.00 - 12.00 1200 - 24.00
Concentration  Midpoint Tome  Violume Amoemt  Rate  Cooceptration  Midpoint Time  Volume Amewrt Rate
Soloct faa'anl ) (heh {ali (o) dnghe) {an'ml} (heh Cml) (ngd  dephe)
] Q.45 L] 10 8.8 450 Q.87 1500 12249 1060 EB.3
& Ll ] [y TH =11 415 0310 1500 1820 Shid 470
7 111 X ] 240 Mg 131 0470 1800 1380 &34 120
B 0200 G0 ME k] NS 2.170 1800 1420 241 .1
M 4 4 3 E] E] i 4 4 q 4 aa
Mleai 0628 600 363 23 135 0455 18.00 1453 625 521
S0 0384 0. £ L] e 183 0.303 0o 239 337 181
SE 1w R 183 131 199 0.151 e 139 1% 141
Mdia 0200 (X 11 EB.E 4.90 0.170 1800 1210 241 1
Media Q80 L] 230 I 131 Q.35 1500 1384 9 49.5
bk 1.11 [ ] T =11 425 0870 15060 1630 1060 EB.5
e &1 1] 87 &0 i) 67 L] 18 L] 44
Creonetris M Q537 G0 27E 23 153 0.383 1800 1434 S50 45.9
24,00 - 48.00
Comcenitration  Midpoiok Tise Vobmme Amount  Rafe
(np/mi)y (&) (ml} iz (mg'hry
Il 3,00 562 SesQ 137
[ b o] 34.00 3822 1610 ] ]
(R 38,00 2533 3019 125
L&7 35.00 2582 A5E0 207
4 4 1 1 4
134 15,00 IDSH 3R 159
OTe .00 143 1860 7748
m3RR LR ] 172 231 SRR
D420 38.00 2342 1610 669
137 G0 s 3580 164
1m 38600 3821 s&x0 237
5B o (] 4% 4%
L13 36.00 3016 3420 142
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Varizhles Stalislics Frecsion
Selecied: Talected: Statistics
Matred_[Anmbbe] "Cons” :'1 Variables Indnesdual M
Midpaint_Time aan Tore Value |Type [value . .« .
:I:"f:::n-LUlil'lB a.E.-. _PL‘S_Elrt!rulul_hl-Eanl: Significant H 3 Decimsl |; 1]
Median
Iz
CV%
Geometric Mean)

General | StethcatonMonmalizabion | Display | Ordenirg

Stratification
[ Simficaion A | Sequence =| #d [one -
=] Girtfhcation B Race A |Hone
Figure 13-13. Urine amount stratified by group
Tr-um-nl- = urterclol IV [I.'Ia_fy- 14y
Ui OH-Martenalol
Aummuant Exereted (nF) over the ¥ cmined Caollectios Jedenral (i
Thabjest L300 - 2400 1200 - 42.00
L L4000 627000
Z 263000 35T000
3 oo 134000
4 3000 armon
k] Ni 00
& 2000 £17000
7 215000 661000
£ LEA0DD 203000
o 246000 1080000
n 7§00 442000
1L 253000 11mong
12 2000 1130000
H 1n 1z0
Ilaaiy =000 JET00
Nl 3600 2000
SE 25200 gwnn
Mlien 7200 443000
Melackieen 246000 ges000
Tlax P00 1240000
I 16.0 350
Seometnc [san ZLnno J41000
H3 = o Jample
Source = CATeskmg
Dhate/Time = S/L9G008 11 57:06 AN
Sherlishicn Pracision
Selecied: Statistics
M Veriables Individual |m
s T = [k
=E Relative_Momnal_Time Decmal -
::::dlal'l Relative_Nommnal_End_Time Decmal
Max URM_Carterolol_P¥Con significant Dedimal "l [
Geometrc Mean|

Figure 13-14. Urine cumulative amount
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T:umx = Carjsrolo] [V (Ila_.'lr =1¢ Cepdsr = Wele, R,u_.v:u = '-‘i"l'ﬂe‘_l
Uenes GiH-Carisraled
Apiourd Excoeted (g oves the Hominal Code ction [nterral (hel
Subdeat 1200 - 2410 1200 - 8.00

1 140000 23000

i HE dan

T 215000 61000
H il an
Iduat 1TE00.0 R
| EE SEA0 L]
SE 3Té0.0 60100
Wi 140000 6dn0o
Madien 172000 17000
Taz 2100 ca1mn
I on 180
Creotheleic M aat 1749000 Z7En0n
H3 = lo Sample
Bource = Taskng
Doate Tiswe = W LHE00E 115706 ALL

Slabslics

Selected:
M

Mean
=0

SE

Min
Medimn
Ml
[t

Geometic Msan

Frecmion

Statistics
Warbizs Indrvidusl L]

Type [vale | Tvpe value
Relztive_Wominal Time Decimal |+ 2 e
felstive_Wominal_End_Time Cecimal F 1
UAN_Certernlol_M{Conc Significent [+ 3 Dedmal  [= 0

Gararal | SyalficationMomalization | Display | Qrdaring
Strakhcabon
[¥] Stmfication A | Gender | A [Race =]
[[] Seceion B Race And o
Figure 13-15. Urine cumulative amount stratified by group
Treziment = Carteralol Form A
Urine Carterolol
Actm] Time (br)} over Mommal Trne (he)
0.00 - 12.00 12.00 - 24.00 24.00 - 45.00
Start Time Stop Time Start Téme  Stop Time Stert Time Step Tane
Subject () (k) (hr) (b} (hr} (hr)
1 -1.00 12,00 1400 30.00 2500 H.00
2 0,00 12.00 12.00 24.00 .00 48.00
3 0.00 12.00 12.00 14.00 24.00 48.00
4 0.0 1200 12.00 2400 2400 45.00
] Q.00 12.00 12.00 2400 24.00 48.00
i 0.0 12.00 12.00 2400 2200 48.00
T 0.0 12.00 12.00 24.00 2400 48.00
] 0.0 12.00 12.00 24.00 .00 48.00
9 0.0 12.00 12.00 1400 I4.00 48.00
10 0.00 12.00 12.00 400 2400 43.00
11 0.00 12.00 12.00 2400 2400 48.00
12 0.00 12.00 12.00 2400 2200 48.00
N 12 12 12 12 12 12
Niean -0.08 LZ.00 12.17 1450 433 4817
5D 0.1% 0.00 053 1.13 1.15 058
5E 0.08 0.00 017 0.50 133 017
nlin -1.00 12.00 12.00 400 2200 48.00
Iiedian 0.00 12.00 12.00 1400 2200 48.00
Max 0.00 1200 14.00 30.00 2500 500
CV2a -3 o 5 T 5 1
Geometric Mean A 12.00 12.16 14,45 .31 48.16
romdnal Time wsed a5 wne venabds for HOA
A =Not Applicahle
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Varishles Salistics Precision
Selacied Sslacted Statistics _
Aslaive Acius| Time M WVariables Tndividual |N
Ralsive Arcius| End Tims 'S"Eﬂl'l Type vahse | Type | vatue
SE Relskive_Mamisal_Time Dasimal - z
m::dian Relative_sctual_Time Dedmal T| z pecimal T|
M Relskive_Momisal_End_Time Decimal [=] 2
CY% Relative_actual_End_Time Dexdmal - 2 Derimal -
Geomatric Mean| Ueezzz=zeaao o om e o e e e e b
Figure 13-16. Urine actual times
PK parameter tables
Lambda Z
Lambda_Z stratified by group
Cumulative AUC
Cumulative AUC stratified by group
Plasma PK parameter
Plasma PK parameter stratified by group
Urine PK parameter
Urine PK parameter stratified by group
Treatment = Carferalol
Flazma Cartercdal
Flagrassann Poeits Used i Lembda ¥ Caleulasion
Aolowe A Uppe .
Sukjeet they  (hey  Musiber of Pomts RS
L et T2 k] 0.0
2 | it 3 1
3 2375 L 3 0oy
3 2 I 3 099
i M n 3 D00g
[ -2 7 £l 347
7 4 7 3 03]
1 M 7 I 1000
@ et T2 k] 1
10 | 2 3 neeg
I M L 3 090G
2 MW\ N 3 [y
i 11 12 11 1
Blean -2 TS £l aad
D ol aar L] 000251
£E 00z [k L] 0000724
Mim 13.73 6o 3 naaL
Iledian 2 T2 3 (L
Ml 1425 L k] 1
Cl%% L] 1 Ll i
i} Klsan 4 .75 3 000%
Verisbles | Embisriic Precision
Selecied: Zelected: Satistics
Lambda 2 lower N Variabies Individusal N
Lambda z upper Mear :
Mo points Bmbda z B0 Type l“m Type Value
Raa SE fsg Significant - 3 Decimal |-r [ S
::ma,, :m.jl.“h.“._.lsn;ﬁ&j B R o s e o
M_.a,r; _Lrbd-:_;_luwcf Decimal F 2 Decimal F (1]
Ezu?:mhmh'laan Lembda_z_upper Ciecimal |; 2 [iecima! |; 1]

Figure 13-17. Lambda_Z
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Treatment = Carterolol Fomm A Emuke-Nuiﬁkuhu]—h'u!
Plazma OF_Carterolad
Ragrassion Poets Used in Lembda ¥ Calculation
Arloreas Ao lippar .
Subqeet (he) (hiy  Mumber of Peants  RY
§ 1 1600 T ooz
3 200 4.00 1 0089
10 o5 1400 ¥ 981
1 150 2400 1 oA
] 4 £ 4
Blean 131 1o nogs
T 147 4,00 1 S005EE
EE 174 R 1 200204
Bufin o5 1600 4 0eg1
Biedian 123 a0 T 009
Bl am 40 ¥ L]
C% 113 1k £} 1
Craeematne hlian 173 1160 & 0080
Varisblaz Sintinlice Precisian
Salacted: .Sclemd: Statistics
Lambda z lower H Varahbles Trdmedus N
Lambda z upper Meman
Mo poines lamhds z | | 80 Tvpe Value | Type valse
Hsa 8E Rsg Sgnificant - 3 Crecimal wi 0 aanm
H:l:han :rvh:-_purts-_lambdu Decimal 3 1] Creimal [« o
Max Lambds_z_lower Diecimal - 2 Drecimal l [i]
g:;ﬁmﬂir. Mian| || 270G 2_pprer Decmal = | 2 Decmal =i 10
General | StatficabonMormaleation | Deplay | Ordering
Stralificabion
] Srificalion A | Smoke v] And | eoha =
I Grficstion B | Fisce And e
Figure 13-18. Lambda_Z stratified by group
Treatment = Carterolol
Flzsma Carterodol
AU fngder’m) cover Memnina] Time ()
Subject a 05 1 1 4 2 1z 4 43 72
L 0 1273 B4Z 28544 63033 103491 1513301 122121 562 3374
2 a0 134 578 2B 737 WIS 124203 1TBANA IXRQAT 13074
3 Q70 1PIEI 39543 TIN34 137133 180623 2573BT 3IQLR 37RsE7
4 0 045 1483 6557 6504 B3I 120608 10071 2463923 30150
5 O SRS 1204 53T AR420 1154 174033 240304 357484 405000
[ O &0 283) 15533 4ED4 1006 1416574 2554835 3508 44470
7 0 44 134 33744 2P0 105863 156820 243738 IEI052 44084
3 O 6625 18500 3BEZ T4154 133164 179940 266207 353089 401306
g 0 3173 992] 22774 L4945 TIIBI 10THAT 62584 223537 261997
10 0 6123 16915 33807 63135 103266 164443 260420 3BIGEY 46642
11} O 5773 1PLER 3FE3 61073 108709 130404 92323 2FRT1Y 16369
12 0TI 19R0e FURAT W7 10639Y IILLE] 2110 IRM.T 0632
N 12 n 11 11 12 12 12 1l 12 12
Mean 0 108 12272 28023 0908 110488 140533 XMA44 30708 356159
N 0 04 6847 42T X108 18577 156.ES SIEDT SEXOY  TEL6)
£ O TEl 107 00 351 R34S BT 10341 18320 11541
IEn 0 043 LA} 65T 361594 TERB3 IOTSST L6238 Z2I53T 1074
Iledian 0 S0BE 13LEF 333E 62927 104377 I512.BE I2BETE 317319 338506
Il 0 7L 19E{e 30543 THT34 I3TL3E 180621 266297 3BI6RY 466432
% BT k] kL 2 17 14 [ 19 2
(roometnic hean  NA 202 3174 2231 SBE4 I075 147535 MMEET 301900 34811
MA = Not Apphcable
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Shahalice Precision
M Variables Individeal [
félman R
an Type Value | Type Wahere
E'IE Felative_rominal_Time Decimsl .| z H
it s Decimdl z Dacimal =) 0
Mlax
O
Gaomedne Mean
Figure 13-19. Cumulative AUC
Treatment = Carterlal Form A !&_Tmh- Toa, Alcohel = Ma)
Flasma OH_Carteradal
AT fng=he'ml) aver Nominal Time the)
Subject 08¢ 025 050 75100 150 o0 A0 BDD 1200 1600 400
[ 080 519 504 12653 19300 0901 41164 TEZAD I152.54 136487 143325 157023
L 08 232 643 980 1245 1705 L4 3610 36T TOED Bp &7 B34
10 080 2641 22 R4 23350 J4087 44330 TILER I167HT 135E43 146024 135991
1 083 157 530 BT1 1821 0555 1007 30006 4008 SR30 A3 T #RmR
M 4 4 4 4 4 4 4 4 4 4 4 4
e 080 87 4025 TETR 111356 17134 1150F 39700 S08311  TIRIS TTIO2 8152
D 080 D135 4173 RILOT 10740 12082 13740 431386 S4130 T4EEY BT 80
080 377 2133 4104 375 S04l 1833 063 320070 37444 M09 42097
Iufin 08 157 330 ETI 1B21 BESROIR07 30T 4B0R 3R30 &T1 63ED
Iiedian Q9 175 3071 GB36 19273 16348 21644 330461 G0EG61  TI463  TIRSS 33652
Dolan 080 2541 22 16045 23350 4487 443356 TELED 116797 13487 148325 157025
C% Ma om0 e i ws 105 108 185 {11 108 0
Ceometric Mean  NA 545 2055 81 5000 Tigd S10E I503R 24754 0530 314 A2 35450
MA = Naot Appheakl
Shatistics Pracmion
Saledad Statistics
M Variables Indnodual N
Mean .
a0 Type Value | Type Valkse
fsﬂE Rl abiwe_Mominal_Time Decmal LI- 2 i CE ]
Megian B o Dmmal (o] 2 Demal (7] 0
Max
GW%
Gaometnic Mean
Gereral | SwatificationMomalization | Duplay | Ordaring
Sirabficabon
|¥] Stetibication A | Soee L x|
[ Stemtrication B Race L T

Figure 13-20. Cumulative AUC stratified by group




Automation Output Examples

Treatment = Carteralol
Flasma Carterclal
Taw CTam  AlCHy AUC,  AUC % Eatrap
Subject i) (mpml) (mrhemd jophewl (%)
L 1 233 337 3840 L4
2 2 L] 2500 paa bl 7
3 By 2 IR0 4220 0
4 425 142 ki ] 3400 11
i 1 m 415 3050 17
[ 2 181 4150 E200 28
7 1 184 aa0n ] e
3 05 285 4015 4530 11
9 1 143 2620 kI Rch] L6
10 03 M3 255N 5400 k4
i [/ 1| 2 2 L)
12 05 e e 3500 11
] 12 11 12 12 12
Blean 123 X7 ] 4510 16
D L 12 B2 1200 7
£E 032 148 226 T 2
Ivim 1] 142 2508 T 7
Mdedian 1 232 b ] Bl 4] 13
M 425 M0 250 E400 28
Ci% B 4 4] k] L]
i Maan 005 M1 38E0 4140 14
Variables Steriatics Precision
Selecied Selectad Statistics
Trna M Variables Indreidual N
vl so Troe __[value | Type | Value
AUCINF oba 3£ Tmex Dedmsl | =| 2 Decimal |=} & "7
AIC %Evtmp ohs :'"ﬂ Cmax Signficant (= | 3 Crecimal [=] @
M:xlan AlCIast Sgnficant - 3 Decimal -l B
oy ALII:IMF_nbs N aunflmnr i e e -| o
Geamelnic Maan ——
AUC_=mBtrap_ohs Decimal - (1] Cecimal T| ]

Figure 13-21. Plasma PK parameter

Trestment = Carteralol (Smaolke = Yes
Flasma Cameredal
Taw Cam AUk  AUC.  AUC Y Estrap
Subet ) (azed) Gophem) faghomd 09
i 100 184 410 Iren |
3 050 263 an10 4530 11
? 100 143 2620 JLsn L6
n i L] 00 Y
i [N - 240 1900 i
12 050 280 E1R L 3500 11
M & & ] 6 6
Miean [ - 35T 4570 L6
] B26 541 L] 1460 7
SE 11 2111 35 105 3
Ivim 50 143 2620 1800 g
Ieledian 030 23k 3560 4020 14
Ivian oo e A6 0 Y
CV% wooon 23 i3 L5
it Muign 063 TN 34R0 4180 15
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Warables Sledatics Pracaion
Seleciad Selected: Statistics
Ewax :k variables Indradual [w
A =in
AL ast 30 Twpe . Yalus IT'rp-e |\I'nl|.r: .
ALCINF oha 8E Tm Decimal - 2 Decimal T[ i
AN %Estap obs Flin - T=1
Wadian Cmax Signficant k3 3 Decimal El I
Max Al ast SignFicant jhd 3 Crecimal ﬂ ]
GV ALICINF_obe Sgnficant = | 3 Decimal [v[ &
Gieamatic Maan Aut_ﬁimrap_uh: B e I e S el -| .
Gareral | Stedficalion™omalization | Dieplay | Ordenng
Sirabficabion
|¥] Stratilication A .Srmkt - | A Pane v]
[ Simicetion B Race And 8
Figure 13-22. Plasma PK parameter stratified by group
Treatment = Carterclol Form A {Day 14)
Uit OH_Carterolol
Ar fa
Subject {ng) (e}
1 34700 347
z 4800 548
3 33500 138
4 00 .00
5 SO0 502
] LES00 L85
T 34000 340
E A4E000 4.60
El ATS00 4.75
10 112000 1118
11 A3T00 437
12 22000 2.29
M 12 12
Mean 44 E00 4.48
50 24400 2.44
SE T 0.70
Min 18300 1.8%
Median 39200 302
M 112000 11.1%
OV 52 54
Geometric Mean A0 4.02
Warinblen Siefiatice Fracison
Geleci=d: Seleded: Statistics
Amourd Recowened M Wariahles Inelividisal .h
Peroerd Recowened ;‘luun Tepa o T‘I"N |1.|'alu¢
rsﬂE Amount_Recoverad Sgnificasc. ||| 3 pegmal [+« 0 """
M:ad-an Percert_Recovered Decimal |+ 3 Decimal | = o
Bl
ow
Geometnc Mean

Figure 13-23. Urine PK parameter




Automation Output Examples

Treatment = Carterolol Form A (Sequence = B)
Urine OH_Carterolol
Ae fe
Subject [ng) (%)
5 &E10 0.68
] 2680 0.27
7 3920 039
8 5220 0.5Z
N El 4
Mean 4660 047
5D 1770 018
5E BES 0.09
Min 2680 0I7
Median 4570 0.44
Max &E10 0.68
W% is 38
Geometric Mean 400 044
Wariablas Biefatice Pracimon
Selecied: Statitics )
Amoun! Racovanad M ‘Warishles Indivichnsl ]
Parcard Racovanad g‘luran E— |'|.I‘alm .Tﬂ:ﬂ |1.|'.1I|m
gE Amount_Recovered Gignificesk IL ] i Decimal IL p-""
::and-an Parcent_Recoverad pecimal x| 2 pedmal | w[ D
Ma
Gy
Geomalnc Maan

Gararal | SzfficsionMomalization | Diaplay | Ordaring

Strafficaton
|+ Stetthcation A ISEq.H'II:E w| A e -
[7] Gimtdcaion B Gerder L -

Figure 13-24. Urine PK parameter stratified by group

Intext tables

Plasma intext PK parameter
Urine intext PK parameter

Mean = 8D Plazma Carteralal
Carterolol Carterolol + Rifarrgdn

N 12 12
fiz 010+ 718 G025 2487
(e}

d
Tonax 123 (0.50-425) | 1.10(0.50 - £00)
ibr)
Comax T+512 199+ 47.1
(gl
AUC 156D + T2 3350 = 253
{ng=hemi}
AUC, 4310 < 1290 4040 £ 12850
(agebe/ml)
CLF o .
L) 754 =217 200 =241
VP 0= 490 3441233
(L}
* hean {Min - Max)

153



AutoPilot Toolkit

User’s Guide
Variables | | stmiistics Frecizion
Salaciad: BMen-Tima Dapardant Tima Dapardant Fracizion
HL_Lambsda_z
T ArH Al - Gy Statistics
Crrex Variables Endividual | Mezn
e e M Tima Dapardant St Tirna Depandart Stake Tupe v [T [walue
C1 F aoba | e ‘_] HL_Lambde_z Decimal - 2 Bedmal T[ X
Wz F abs £ dafinad Moan hd Adeined |10 | Trems Decima! A Dedmil ir] 2
B defin=d BO = B defined Min '] Crmax Sonfcant v | 3 Sgnficant w| 1
: | sucias Sgrificant - 3 Signiicant -| 3
Cdefined  |[MEX - | BUCHF cta significant = | 3 Sgnfint =] 3
Locasbonin | Dinglay in Tie = 'CI_F_an: Sigrifizant - 3 SlgniFicaint -| 3
RN : |v2_F_aba Sgrificamt = | 3 signficant | =} 1
Figure 13-25. Plasma intext PK parameter
Mean + 8D Unine Cartercial
Carterolol Form A | Carterolol Form B | Carterolel Form C
M 12 12 12
Ae =
. 21900 = 13700 | 35000+ 13900 | 47100 = 14600
]
fe 1 17 -
. 219137 350139 471148
(i
Warinbles Statiaties Prasigion
Salactad Han-Tima Depandoni Tirne Deponder Pracision
Amourt Recovered
Parcart Recavemd AsB Al -C) OEEEs
Variablos Mean [50
Hon Tirme Depandsr Siats Time Dispendent St Type [vatuo_[Type Vakst
E . omoant_Recovensd Sgnificant - 3 =gnificant w 1
adefned Mz - Adefined  |Meen - Fore e~ e = s e
Bdatned |50 z] Bdefried | Min bl
Coalneg | Max bl
m'ir" in | Disglayin Title: =
u

Figure 13-26. Urine intext PK parameter

PK statistics tables

Plasma PK ratios

Urine PK ratios

Plasma PK statistics

Plasma PK statistics

Plasma PK statistics table with multiple tabs of data.
Urine PK statistics

Urine PK statistics table with multiple tabs of data.
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FE Farameter Eatios {Test Beference
Comy  AUC, Al AU
ject I i ‘il =h 't b/
L 198 i in 30E
2 31 442 Ly ] ]
k 1.16 0704 1) 0744
4 0360 a9l 043l 005
] D362 0. Té6 0.71e 0889
§ it 0135 0131 013
i 132 333 kN k) ENES
3 1.3 i 343 633
1 167 133 21X 22
i 100 1.00 100 L.00
1n 312 T1.3 i 67
12 NC ML N NIC
B 11 11 11 I
Blean 393 21l B 163
SIx 1ng 17 23 [
R 34 B 1+
Mm [ A] 0135 0 A1
Bledian 1.67 1133 M 13e
Bdax 312 113 THE 607
C% 153 L) 52 130
Oeometric Mean 108 211 204 a1
BIC = Mot calenlatad
Tast =Canerclol PO Fom B
Faference = Carterole] PO Fomm A
Vahu=s ars caloulabed by divpsion (T est Bef)
Sabistical Anabysis
Feference Treatment  |Catsnolol PO Fom A -
Varizbles Staisbics Precision
Salected: Selecied Precigion Salechion:
Cmax ]
AL I Mazn Stalntes
ALICINF oba =0 Variables Tndiiduaal H
A TAu ﬁ" Typi Value |Typs
Median AUClast Soeifiant [+ 3 Diedmal ]
o [ucrwr be + Sgufia e 3 | eawd [} o
Cearetio Mean| ||&UE_Ta0 Sguificant - 3 Dedmal '

Figure 13-27. Plasma PK ratios
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PK Parameter Ratios (Test/Reference)
TTrine Carteralol
Ae fe#
Subject (o} (%a)
1 4. 62 18.75
2 0401 -14.90
3 03ed 968
k! 3EE 3007
5 1.0 1.64
3 451 1418
7 185 1245
3 1.5%9 31.51
o 1.63 12.57
10 0.43 -29.10
11 1.59 11.53
12 3.58 23.539
N 12.00 12.00
Meaan 221 10.12
Sh 1.5% 2003
SE 045 578
Min 034 2332
Median 038 1251
Max 036 3907
CW%% 036 12800
Geometric Mean 0.36 MNA
MaA =DNat Applicable
Test = Carterolel Form B
Reference = Carterclol Form A
# Values are caleulated by subtraction
(Test - Ref)

Stabzical Analysis

Reference Treatrment: :ﬂa'l.erdnl Faivr &

Varizhles Satisiics Pragision

Salacted: Salaciad Praasion Selechon:

Armunt Remvered | || N Siotal

Pement Rewmvered Mearn oLty _
ED Wariables Indrcual _N [
e Tvpe valse |Type [vabue
Median [Ameusr_Recoverad Significant [l 3 Decimal [«}] 0
Max Parcant_Raccyarad Cracimal -l = Dacimal - 0
Cv'% —
Cmomeiric Mean|

Figure 13-28. Urine PK ratios

PE Ststs: Statisteal Compenzon fior a (Mutipde-Dose) Crossever Dasign

P-¥aues from Log Transformed Anahesis of Vanance

Cay AllCiz AUC: AU,
Factar (pg/ml) {pgrhe/ml) (pg=hrml} (pgrhr'ml}
Teeatment 0247 027 0359 02532
Inmasubject OV 433 453 473 4451
Pair-oise Compariscn: Cateralol PO Foem B (Tast) vs. Carteralal PO Form A (Ref)
Eatio of Least Square Geometdic Aizans (%) ] | 16 24 L
20 Coofidence Ioterval around Ratio &5-BlE 44704 JZvR &T-B42
Frobability « 80% 0.0B17 0.0831 0116 DOTEE
Preatliny = 125% 0. 0.7R6 0.137 [E:1 1)
Tortal Probabidity (<80% >115%) DETS 04372 0.E35 0381
Statistical Power (3] 11.2 114 113 IL:

Treatments = [Carterolo] PO Form A, Carterslol PO Form E|
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Stafishics| Anakysis

Ralerence Treatmant: | Ganerolol Foma =)

Vorlahilas
Salartad:

Cmax

AL as

AUCIMF obs
ALG TAL

Figure 13-29. Plasma PK statistics

Dependant Units Diagnaostic Walus
Ln{iCmant) ngfml  Total Ohsenations 24
Ln{Cmax) ngfml (bsanations Lsed |
Ln{Crna) nigfml Obs. Missing Madal Tarms ]
Ln{Cmax) nigfmnl Residual 55 1.262242343
LfCman) no/ml | Residual df 2
LngiCra) ng/rml Resigual Varianoz 0.057374652
Ln{Cmas) ng/ml | REML log(likelihood) [.223021445
Ln{Crant) ng/ml  |-2 = REML lng{likzlihond) -0.446042839
Ln{iCmans) ngfml  Akalke's Information Criterion | 5.553957111
Ln{iCmang) ngfml schwarz's Bayesan Criterion | B.B27084471
Ln{Crmax) ng/ml  Hessien sigervalue 3341.585341
Ln{alClast) hr*ng/ml | Tatal Obserations 29
Ln{AUCIast) hr*ngi/ml Obsermtions Us=d 4
o Bl bt r¥en el | Milnn hdlenins Bindnl Teeea s i
3 Cizgnostics Sequental Tests Partia Testt ... [#)

Figure 13-30. Plasma PK statistics table with multiple tabs of data.

PE Stats: Statistical Comparison for a (Multiple-Dose) Crossever Design

P-Values from Log-Transformed Analvsis of Variance

Az fa
Factor (ng) (%)
Period 0763 0753
Sequence =0.05 = 0.05
Treatment <0.05 <003
Intersubject CVh NC NC
Intrasubject CVeo 63.4 63.4

Pair-wise Comparison: Carterolol Form B (Test) va. Carteralol Form A (Ref)

Ratio of Least Square Geometric Means (%) 160 160
Q0% Confidence Interval around Eatio 102-251 102-251
P‘mb:a'nﬂ{t:.r < B0% 00730 000730
Probability = 125% D825 0815
Total Prnhﬂhﬂit:.' (=80%.=123%) 0.832 0.g32
Statistical Power (%) .7 207
Pair-wise Comparison: Carterolol Form C (Test)vs. Carterolol Form A (Ref)

Ratio of Least Square Geometric Means (%) 231 231
0% Confidence Interval around Ratio 148-362 148-362
P:uba.bi]ity = B0% 0.000285 0000285
P‘mba'nﬂ{t}'} 12584 0986 0988
Total Probability (<80%,>125%) 0988 0988
Statistical Power (%) 0.7 20.7

Treattnents = [Carterolo] Form A, Carterolol Form B, Carterolol Form C]

NC - Mot Caleulated

Statistical Anakysis

Aalarence Trealmenl. | Canertlal Foma )

Varlablas

Salacted:

Aamount Recovered
Pereent Recowsred

Figure 13-31. Urine PK statistics
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Depandant Unit= Dimgnostic Valug
LnfAmount_Reoxvered) mi®ng’ml Total Observations "6
Lnfamount_Recoverad) mi*ng/ml Cbservations Used s
Ln(Amourt_Recoversd) mi*ng/ml Dbs. Missing Model Terms D
Ln{rmournt_Recoversd) mi*ng/ml Resdual 55 3.176421 004B6437
LnfAamount_Recoverad) mi*ng'ml Resdual of 20
LniAmaount_Recovarad) mi*ng/ml Resdual Varisnoa 0.208921 050244219
Ln{Amourt_Recovered} mi®ng/ml Comeergence Achieved
LnfArmount_Recovered) mi*ng/ml REML logllikelihood) ~18.0339797361584

LafArmount_Recoverad) mi*ng/ml -2 * REML lag[likelihood) "35,0670504723158
Ln{Amount_Recoversd) mi*ng/mi Akaike's Informakion Criterion '54.0670504723168
Ln(Amaurt_Recoverad} mi*nofml Schwarz's Bayesan Criterion 56, 3736219421951

LniAmaount_Recovered} mi*ng/ml Hessian eiganvales #1 265,061 33130446
Ln{&mourt_Recowvared} mi®ng/ml Hessian aiganvakles #2 01 723575523627
Ln(Percent_Recoversd) {%} Tolal Dbssrvatans '}6
Ln{Percent_Recovered) {%} Dhsenvations Used EL
PP SR P S T T —— -

[ DCiagnostics Sequential Tests Partial Tests mitial ¥ .. [#)

Figure 13-32. Urine PK statistics table with multiple tabs of data.

Profile exclusions table

Profile Exclusions

Subject Treatment

8 Carterolol

8 Carterolol + Eifampin

10 Carterolol

10 Carterolol + Eifampin

1 Carterolol

1 Carterolol + Eifampin

12 Carterolol

12 Carterolol + Eifampin
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General | Stratification/™ormalization | Display | Crdering

| Define Exclusion Criteria...

Output Options  Digplay Options  Orientation  Time Scale Algorithm

[] &pply Time Point Exclusion to
Output Options

Limit of Quantification

Ise settings from d

() Usze value

(® Mo limit of quartific

o) Excluded Profiles From Summary Statistics — O x
Subject = Treatment_Description Sort Columns:
EI ] A
..... Carteralal Treatment_Deszcription

----- Carterolol + Rifampin
(=

----- ] Carteralal

----- [] Carterolal = Rifampin
----- Carterolol

----- Carterolol + Rifampin
=l 11 v

Maove Up

Move Down

FProperties | Information | Hi

Reason for Bxclusion

Restore Select Al

Collapse Al

[ 1 Apply Reason To All Exclusions

QK Cancel Apply

Plasma time concentration graphs

Concentration by subject
Concentration by treatment

Concentration by treatment, sorted by treatment and strat. by group

Summary concentration by treatment

Summary conc. by treatment, sorted by treatment, and strat. by group
Summary conc. by treatment, sorted and strat. by group
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Figure 13-60. Summary amount excreted by treatment
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Figure 13-61. Summary amt. excreted by treatment, sorted by treatment, and strat. by group
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Figure 13-62. Summary amt. excreted by treatment, sorted and strat. by group
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Figure 13-64. Concentration by treatment
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Figure 13-66. Summary concentration by treatment
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Figure 13-67. Summary conc. by treatment and strat. by group
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Figure 13-68. Summary conc. by treatment and strat. by group value

Plasma and urine categorical standard PK parameter graphs
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Figure 13-71. PK parameter sorted by treatment and strat. by group
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Figure 13-72. PK parameter strat. by group

Plasma and urine categorical box and whisker PK parameter graphs

Box and whisker PK parameter

Box and whisker PK parameter sorted by treatment and strat. by group
Box and whisker PK parameter sorted and strat. by group
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Figure 13-74. Box and whisker PK parameter sorted by treatment and strat. by group
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Figure 13-75. Box and whisker PK parameter sorted and strat. by group
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Figure 13-77. PK parameter by dose sorted by treatment and strat. by group
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Figure 13-78. PK parameter by dose sorted and strat. by group

Plasma and urine continuous dose box and whisker PK parameter graphs

Box and whisker PK parameter by dose
Box and whisker PK parameter by dose and strat. by group
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Figure 13-80. Box and whisker PK parameter by dose and strat. by group

Plasma and urine continuous demographic PK parameter graphs

PK parameter vs. continuous demographic

PK parameter vs. continuous demographic sorted by treatment and strat. by group

PK parameter vs. continuous demographic by treatment

+ PK parameter vs. continuous demographic by treatment, sorted by treatment and strat. by group
PK parameter vs. continuous demographic by treatment, sorted and strat. by group

Al in ssme graph

Separate by Treatment |

Analyie = OH_Carterohol
& Cartenoks] Form & Deay 14
— Cpm =-2.23(Age) + 278, B2 = 00141
140600 O Carterolal Form B Dy 14
Coem = -260(Age]) + 371, B2 = 000351
L w  Canterolol Form C Day 14
12000 —— = g = «42.7(Age) + 2760, BE = 00347
104K
T =000
F,
LE O E000
=]
L
E LUl
2000 =T
L] T _—
0 Lo : i s
r — T — T d
o 2k a0 a 20 1)
Agw (year)
]
Duipat
Henretcion
FEFarameter
(Chemt Nanae] Gelarted
Line | Equation |

Figure 13-81. PK parameter vs. continuous demographic
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Figure 13-82. PK parameter vs. continuous demographic sorted by treatment and strat. by group
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Figure 13-83. PK parameter vs. continuous demographic by treatment
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Figure 13-84. PK parameter vs. continuous demographic by treatment, sorted by treatment and strat. by group
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Figure 13-85. PK parameter vs. continuous demographic by treatment, sorted and strat. by group
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For each table example, images of the output table/graph and settings used when creating the table

are included.

Comparison time concentration tables

Comparison PK parameter tables

Comparison intext tables
Plasma comparison time concentration
Urine comparison time concentration

Trough comparison time concentration

Plasma and urine comparison categorical standard PK parameter graphs

Plasma and urine comparison categorical box and whisker PK parameter graphs
Comparison continuous demographic PK parameter graphs

Comparison time concentration tables

Plasma concentration ratios comparison
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Urine amount ratios comparison
Cumulative urine amount ratios comparison
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Figure 14-1. Plasma concentration ratios comparison
Analvte Comparison (Metabolite/Parent)
Treatment = Carterolol Form A
Plasma
Concentration Ratio over Day and Nominal Time (hr)
Subject Dav 4 (Ohr) Day 8 (Ohr) Day 11 (Ohr)
1 1.00 1.00 1.00
2 1.00 1.00 1.00
3 1.00 1.00 1.00
4 1.00 1.00 1.00
5 1.00 1.00 1.00
6 1.00 1.00 1.00
7 1.00 1.00 1.00
8 1.00 1.00 1.00
9 1.00 1.00 1.00
10 1.00 1.00 1.00
11 1.00 1.00 1.00
12 1.00 1.00 1.00
N 12 12 12
Mean 1.00 1.00 1.00
SD 0.00 0.00 0.00
SE 0.00 0.00 0.00
Min 1.00 1.00 1.00
Median 1.00 1.00 1.00
Max 1.00 1.00 1.00
CV% 0 0 0
Geometric Mean 1.00 1.00 1.00
Metabolite=Carterolol
Parent=Carterolol
Nominal Time used as time variable for NCA
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Statistics Precision
Selected: Precision Selection:
M -
Statist
Mean arEnes -nn
an Variables Individual N
r.S,qE Type Value |Type Value
in
Median Relative_Nominal_Time Decimal - 2
Max Concentration Ratio Significant - 3 Decimal - 0
CW%
Geometric Mean

Figure 14-2. Trough concentration ratios comparison

Analyte Comparison (Metabolite/Parent)
Treatment = Carterolol Form A
Urine
Amount Excreted (ng) over the Nominal Collection Interval (hr)
Subject 0-12 2-2 24 - 48
1 0.340 022 NS
2 0.22 022 0.220
3 NS 0.220 0.220
4 0.777 0.220 0.220
5 0.22 0.220 0.220
& 0.200 NS 0.220
7 0.934 0.220 0.220
8 0455 0.220 0.232
o 0800 0.220 0.220
10 0.22 0.220 0.220
11 0.512 0.220 0.220
2 0.600 0.220 0.220
N 11 11 11
Mean 0.544 022 022
SD 277 0.000162 0.00369
SE 0.0835 0.0000490 0.00111
Min 0.22 022 022
Median 0512 022 022
Max 0.934 0.220 0.232
CV% 51 0 2
Geometric Mean 0473 0.220 0221
Metabolite=OH_Carterolol
Parent=Carterolol
NS =No Sample
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Statistics

Precision

Selected:

Precision Selection:

M
Mean
sD

SE

Min
Median
Max
CWe%

Geometric Mean

Statistics

Variables

Individual

Type

Value

Type

Concentration Ratio

Significant

- 3

Decimal -

Midpaoint_Time

Decimal

Figure 14-3. Urine amount ratios comparison

Analyte Comparison (Metabolite/Parent)
Treatment = Carterolol Form A
Urine
Amount Excreted (ng) over the Nominal Collection Interval
Subject 0-12 0-24 0-48
1 0.340 230 0.716
0.220 0.220 0.220
3 NS 0.220 0.22
4 0.777 0.245 0.227
5 0.220 0.220 0.220
6 0.900 0.900 0.269
7 0.934 0.287 0.233
8 0.455 0.246 0.233
9 0.500 0.275 0.239
10 0.220 0.220 0.220
11 0.512 0.231 0.223
12 0.600 0.242 0.232
N 11 12 12
Mean 0.544 0.295 0.271
sD 0277 0.192 0.141
SE 0.0835 0.0554 0.0407
Min 0.220 0.220 0.220
Median 0.512 237 0.230
Max 0.934 0.900 0.716
CV% 51 65 52
Geometric Mean 0.473 0.267 0.253
Metabolite=OH_Carterolol
Parent=Carterolol
NS =No Sample
Source = compare [C:'\Users'ladams'Documents'Pharsight
Projects'compare phxproj]
Date/Time = 12/19/2011 1:33:47 PM
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Statistics

Selected:

M

Mean

sD

SE

Min

Median

Max

CWe%

Geometric Mean

Precision

Precision Selection:

Statistics
Variables Individual N

Type Value |Type Value
Concentration Ratio Significant - 3 Decimal - 0
Midpaoint_Time Decimal - 2

Figure 14-4. Cumulative urine amount ratios comparison

Comparison PK parameter tables

PK parameter ratios plasma comparison

PK parameter ratios urine comparison

PK parameter ratios accumulation comparison
PK parameter ratios absolute bioavailability comparison

PK parameter ratios renal comparison
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Analyte Comparison (Metabolite Parent)
Plasma
Period=1
OH_Carterolol vs Carterolol
Carterolol Form A
Tom® Com  AUCE, AUC, AUC% Extrap#
Subject {ht) (ng/ml) (ng~hr'ml) (ng-he'ml) )]
1 000 0334 0347 0346 0
2 000 0230 0297 0306 2
3 000 0334 0333 0332 1]
4 000 0333 0333 0333 1]
3 000 0230 0304 0313 3
(] 000 0333 0334 0334 1]
7 000 0334 0334 0328 -2
8 000 0333 0334 0342 2
@ 030 0305 0327 0327 0
10 000 0230 0232 0234 1
1 000 0408 0338 0338 1]
12 030 0271 0323 0323 0
I 12 12 12 12 12
Mean 008 0311 0321 0323 1
sD 019 00480 00260 0.0243 1
SE 006 00132 0.00731 0.00703 1]
Min 000 0230 02352 0234 -2
Median 000 0333 0333 0330 1]
Max 030 0408 0347 0346 3
CV%% 234 13 ) 3 248
Geometric hean NA 0308 0320 0322 NA
MNA =Not Applicable
= Values are calculated by subtraction (Test - Eef)
Variables Statistice Precizion |
Selected: Selected Statistics
Tmax M Variables Individual N
E[Jngrast I"S-"Igan Type Value| Type "J'alun. .
AUCIMF obs SE Tmax Decimal | 2 iDecimal|«f 0
AUC %Extrap obs | | | Min Cmax Significant |« || 3 Decimal|=[ 0
Median
Max AUClast Significant | = || 3 [Decimal|=[ 0
CVi% AUCINF obs Significant ||| 3 Decimal|~| 0
Geometric Mean i !
AUC_"6Extrap_obs: Decimal |- 0 iDecimal| = 0
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Figure 14-5. PK parameter ratios plasma comparison
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Analyte Comparison {Metabolite/Parent)
Urine
Carterolol Carterolol Form B  Carterolol Form
Ae fe # Ae fe # Ae fe #
Subject (ng) (%) (ng) (%)  (ng) (%)
1 0.749 -1.16 022 -16.69 0282 -16.11
2 0.220 -1941 022 -7.99 022 -20.76
3 0.220 -11.88 022 -433 022 -46.72
4 0.227 -10.50 0.220 -41.07 0220 -2488
5 0.220 -21.00 0.220 -22.2 0220 -17.65
6 0.269 -5.04 0.220 -2423 0220 -2290
7 0.233 -11.20 0.220 -21.10 0220 -2464
8 0.233 -15.16 0.220 -3999 0220 -28.70
9 0.239 -1514 0.220 -2532 0220 -38.12
10 0.220 -39.65 0.220 -1695 0220 -43.18
11 0.223 -1520 0.220 -2426 0220 -4380
2 0.232 -7.56 0.220 -2748 0220 -41.08
N 12 12 12 12 12 12
Mean 0274 -144 022 -22. 022 -30.7
sD 0.150 977 0.0000597 109 00180 111
SE 0.0434 282 0.0000172 3.14 0.00520 321
Min 022 -396 022 -41.1 022 -46.7
Median 0.230 -135 022 -233 022 -26.8
Max 0.749 -1.16 0.220 -433 0282 -16.1
CV% 55 -68 0 -48 8 -36
Geometric Mean (0254 NA 0.220 NA 0225 NA
NA = Not Applicable
# Values are calculated by subtraction (Test - Ref)
Variables Statistics \_ Precizion |
Selected: Selected: Statistics
Amount Recovered N Variables Individual N
Percent Recovered I"S-'Ean Type Value| Type -
SE Amount_Recovered : Significant |« 3 Decimal |« 0
Min . Percent_Recovered : Decimal |« 2 Decimal | w | | EI
Median | | b T e b e
Max
CW%

Geometric Mean

Figure 14-6. PK parameter ratios urine comparison
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|
Carterclol PO Form A
Diare 1 Doy 1
T.. C.. &G,  AUC. AUCHEsep T, C., AUC,,  AUC.  AUCHEdep
Sukgecl (e} _{rgvnl] [ngehvml] _{ngshefri) [%] [hel _[ngimi) _(ngeheml] [rgehdmi] %)
1 085 23 154 w8 g 0Es 2w 11 27 2
2 050 1 137 wE 2 0% 324 37 /3 7
3 050 8 96 84 7 o am 1250 el 3
4 050 =@ 070 10 i 050 313 ] 760 5
5 02 930 56.2 59 % 0s0  0s i} 1] 5
3 050 243 e 5 g 0rs 3 7 2880 5
7 0rs |2 =3 w9 g 050 433 303 1 4
g 0% W 91 ird B 0ms 53 M 54 B
9 10 WD RSO 7200 7 07s M40 7ETD 810 3
M 050 448 321 8 v 075 435 551 EGE 3
n 0s0 w3 24 74 4 05 744 481 530 g
e 1 06 08 2 150 W7 7] MC NC
7 T ® [H] © B o © 1l 1
P dear: 058 BE 97 i i 0es o 270 k] B
=0 024 = 8e0 2020 3 o 230 239 3
£3 007 867 542 583 2 0o 57 B 72 1
pin 0% 23 54 %4 2 s 2w m 7k} 3
P dechan 0s0 w2 Bl wr ] 07w 78 % 53 5
b o 100 WD 660 7200 2 150 W40 7870 810 2
= PR . il 200 56 FL I T s %7 4
[GecmetricMean 053 403 243 mn 9 058 459 36 v 5
JHC = Mot caleudabed
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Comparison Output Examples

Duny Companizon
Flazrma OH_Carterclol
Carterclol PO Farm B
Dhane 1 D 14
AL, T.,. C.. AU, AUC. AUCHEdrep T, C.,,  AUG,, AUC. AUCHEsresp  alC,
ngebetml] Ba L k) inglel] [rgeberrl] [ngehitend) (3] [hr] [rgirel] [ngshofral] [reebetred] (2 [rgebutred) Fa U
ME 0750 0&3 100 3% 243 280 £} 0% 430 w5 nr 3 BHE 14T 1
261 190 148 075 W8 280 1340 4 150 A1 440 M0 3 TED 105 1M
1230 134 125 050 202 52 1] T 5 0s0 2% B b1 3 a4 133 1%
B0 157 142 050 199 36 870 3 080 23 B0 w0 i B/ 163 153
873 15 13 1) 762 538 B4.0 [ o s 824 B9 1 TeE 128 120
2580 174 158 050 423 a2 330 i 0%1 509 367 K] 2 5 14 106
27 169 186 100 533 aT7 22 9 07s w0 975 529 1 B73 183 167
208 22 154 075 282 HWao 1450 4 050 264 1350 360 i} B0 0507 08TS
THID 13 1 0s)  1Ed 300 T2e00 =2 100 7 o300 400 1 ®EOD 147 13
465 145 120 050 448 )] 386 w 075 435 ]| 566 3 465 146 120
4871 0E38 0653 075 M8 pErdl 730 25 1 277 ] 4080 9 ZE0 22 B4
839 0733 077 050 W2 BB a76 3 MC  MC MC MC MC WNC NC
z z 2 7] 1 12 z 7] i1 i || il i 1 il 1 1
&0 140 124 0B9 228 B 7o | 0r: >4 2 2730 2 2400 144 13
2090 0486 034 022 430 320 40 7 0> 430 5270 5330 2 AT80 03T 026D
BOZ 00 0T DoeE 124 500 020 2 0w ue 1530 L] 1 a0 D2 0.07Es
TE 063 0663 050 3% 24.3 280 3 025 430 k-1 mr i} 356 0907 08TS
270 150 128 063 3 T ] E20 7 o 2A 975 529 2 04 146 1%
THO0 224 154 100 THBeD 300 12600 25 150 730 18300 400 9 ®EOD 223 167
G K 7] Z oA L] 205 207 i1 a7 LT =3 136 93 153 B X
m 132 1% 08 726 464 o1 7 0 106 M 845 2 |E 13 15
Variables Statistics Precision
Selected: Selected: statistics
Tmax N Variables Individual N
Cmax Mean
AlCIast an Type Value |Type Valugs= = =
AUCINF obs SE Tmax Decimal E 2 Decimal |E| 0
AUC %Extrap obs| | | Min i A
Median Cmax Significant E ...... 3 Decimal |E| 0
Max AUClast Significant (v || 3 | Decimal [+ 0
Ve i i E
) AUCINF_obs Significant 3 Decimal d 0
Geometric Mean = g IE‘ ...... IE‘
ALUC_%Bdrap_obs: Decimal E 0 Decimal |E| 0

Figure 14-7. PK parameter ratios accumulation comparison
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Fb=olule Eioavalabilily Comparison
Plasrna OH_Carterclol
IV [Referance) Extravascidar [ Test 7]
Taww Caa ALC,,, AUC. AUCHEskep Dosey Tan Caw  AUC.. ALC.  ALC X Extrap

Subtect  [hr) (ngimi] [ngehdmi) (ngehml) (%) (mg) (k) [ngimll (ngehdmi) (ngehdml) (%)

1 025 8 ES1 s 3 Wy o0es 23 154 168 g

2 03 B0 E45 743 13 0oo0s0 | 137 5 2

3 025 223 1230 1440 0 0o o050 =8 s G4 7

4 025 450 2760 3030 3 00 os0 2 070 1530 0

E 025 320 =20 1600 5 0o o025 930 562 BE9 1

E 0% w7 BOE are 8 00 050 MBD w30 )

7 DS 25 454 503 2 oo |2 s 73 &

g 025 2000 00 00 4 Wl 025 \e 31 o7 <]

9 025 100 AT000 47700 i 0000 WED BES( 200 7

L1 025 350 TE40 1700 3 0l 050 448 ey | k-1 7

1 S ur 1760 2050 L uyoo0s0 w3 B8 B 3 4

| F. 05 25 - 385 7 wlo1oo | s ] 2

I L z 2 1@ 12 12 2 2 2 2 2
ean 025 1260 5840 B30 7 W0 058 T/E 927 010 LI
= Doy 3D 13300 13500 4 0 024 300 380 2020 &
ISE 0oy Boe =240 3830 1 0 0o7  8E7 542 &3 2
i 025 88 E5.1 ] 1 w02 2: 4 18 2
dedian 0% M L] 520 7 00 050 |2 L]l 77 9
e 025 1000 47000 47700 L 00 100 WED BEID 7200 2
ICW o 245 228 224 1 a 42 12 203 200 5B
IGeometnc bearn 025 278 1500 B0 B W 063 403 243 2N k)
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Estravaseular [ Test 2

Fu Dosee, To. Co.  AUC,,  AUC.  AUCHEsrap F, Dose,
(3] imgl (k] (ngirdl [ngeheiml]  [ngehoimi] [#] 1] [mg]
23 Wy 10 3. 243 280 13 K. 00
24 W o0 %l 1290 1340 4 -1l 00
B9 Wy 050 M B30 m 5 50 00
. W) 0s0 1B 536 a7 3 32 100
4 0y 100 7E2 L &40 B 4 00
w0 W0 050 429 302 330 g 3E 00
36 00 100 583 477 522 | pit 100
1 w0 o= W40 Han 4 13 00
£ 00 050 60 11300 12800 2 27 W
23 W) 050 448 m 386 7 &3 00
3 W 075 W 10 790 % 87 0
1 Wy 050 |2 BB 876 3 3 00
1] 2 12 12 12 2 © 12 12
¥ W 069 520 710 9 0 W
1 0 02 430 380 3540 7 510
1] 0 00 124 300 020 2 1] 1]
1 Wy 050 3% 24.3 280 3 4 00
23 Wy 0E2 W3 574 620 7 £ 00
' M 100 1SE0 =00 12800 a3 -1l L]
u 1] n g 205 207 Fi= m o
w W) 0OBE T26 464 513 7 12 0
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Varnables Statistics Precision
Selected: Selected: Statistics
Tmax N Variables Individual N
ELTSTEH I"S-"Igan Type Value| Type Valus = =
AUCIMF obs SE Tmax Decimal |- 2 Decimal |« 0
AUC %Extrap obs | | [Min ) Cmax Significant |+ Decimal |w| 0
Fab=s [ F o = N OO boo ORI = SOOI SOV e SO
Dasely Max AUClast Significant | = 3 Decimal |« 0
DoseExt Cv% AUCINF_ohs Significant | v | 3 | Decimal |w| 0
GEomEtrie ME@N| | o e S ens e  EEET oerens eeseeesesesesso  EEEE eree
AUC_%Bxtrap_obs: Decimal |- 0 Decimal |« 0
Fabs Decimal | = 0 Decimal |« 0
Doselv Decimal |« 0 Decimal |« [ 0
Dosebxt Decimal | = 0 Decimal |« 0
Figure 14-8. PK parameter ratios absolute bioavailability comparison
Fenal Clearatice Compatison
Treatment = Carterolol Fortm & Treatment = Carterolol Fortn B Treatment = Carterolol Form C
CL; CL; CL;
Subiject {mlfh) (lh) (trlh)
1 3120 1220 204
2 166 153 38
3 265 139 Qa2
4 185 1A 160
5 544 TEd 212
i a63 184 550
7 112 Al a5l
2 197 233 19
a a.04 i, 1.4a
10 41 4 ] 198
11 210 183 130
12 132 M A3.1
B 12 11 12
Ilean 440 230 209
=D 287 394 323
=E 236 119 031
Iulity a.04 i, 1.4a
Ilediat 122 TlA a3.1
Tl ax 3120 1220 Qa2
CW%% 201 172 155
Geometric Mean 059 a7 50
M = Mot calculated
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Precision

Min
Median
Max
C\%

Geometric Mean

CLr

Variables

Statistics

Individual

Type

Value

Type

Value = = =

Significant |E|

Decimal |E|

0

Figure 14-9. PK parameter ratios renal comparison

Comparison intext tables

Intext PK parameter plasma comparison
Intext PK parameter urine comparison

Intext PK parameter accumulation comparison
Intext PK parameter absolute bioavailability comparison
Intext PK parameter renal comparison

Mean = 5D Anahite Comparison - Plasma
Treatrvent Carverobel Form A Canerolol Form B Carverclol Form C

Anahite | OH Carterolol Carterclol OH_Carterolo Caztezolol OH_Carterolol Caztezolol
N 12 12 11 11 12 12
:‘IP:) B35£2390 1070+ 584 1524262 135+ 262 BT42578 E924388
;:;‘l 0,62 (025 « 1.500| 0,49 (0.25 - 0.75){0.73 (0.25 - 1.50) (0,64 (0.25 - 100} 0.52 (0.25 - 1.00) (0,56 (0,25 - 1.50)
Coa 216z 311 G78 = 943 204 T 490 1140 £ 1970 1560 = 3300 6240 = 15200
gz ‘enl}
JAUC -

1460 = 2260 4540 = §8T0 2670 = 5270 GEB0 = 19000 | 10500 = 23300 | 40800 = SO700
jirzhe )
(A 1630 = 2410% $200 = N0 2730 2 5330 GEOO £ 16200 | 10700 £ 23400 | 41200 £ 91100
{Tugr}t'!‘ﬂj]
AUC, 1360 = 2110 4350 = 5530 2400 = 4780 8520 = 17500 9630 = X1800 JB000 £ BS300
ing e ‘')
CLwF 121 %242 IB4 =805 4,63 = .60 143+2.79 161 =4.02 0700 £ 1,10
LB}
:LJF 144 = 280" 5594952 4552841 13.8+237.2 2532306 7.0 8.07
—

?:[} : M =TI 350 = 65 BO= 134 JEB =124 W09 =91 ErES:

" Mean (Min - Max)

" o=11, Subgect 12 not mchaded in caleulation of summany statstics
NC = Mot calealsted
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Variables | | Salistics Fracision
Selected: MNon-Time Dependent Time Dependent Precision
_':;;':'“bd’—z AsB - AB-C) . Statistics
Variables Individual M
ESET , Mon Time Dependent Stats  Time Dependent Stats = - =i — =
as Ype all Type a
AUCINF_obs A defined | Mean * || Adefined HL_Lambda_z Decimal |+| 2 | Decimal |+| 2
AUC_TAL . I 1 ) e e
- Tmax Decimal | 2| Decimal |+ 2
CI_F_obks : . -
"..l';-_F- obs B defined | SO )| B defined Cmax Significant| = | 3 | Significant |« | 3
Fluctuationte || rm—r— = — C defined AUClast Signfffu nt »| 3 _agnfffcant_; v)3
in Output isplay in Ti AUCINF_obs Egmflcan.t.v 3 .Egnlflcant_:v.. 3
AUC_TAU Significant = || 3 |Significant || 3
C_Fobs Significant| = || 3 Significant|~| 3
Vz_F obs |Significant| = || 3 Significant|~| 3
Fluctuation® | Decimal |+|| 0| Decimal ~| 0
Figure 14-10. Intext PK parameter plasma comparison
Ie=an + 5T Analyte Companiscn
Carteralal Form A Carteraks] Form B Carterodol Form
Carteralal OH-Carteralal Clarterads] OH-Carterodol Carteralal OH-Carteralal
2} 12 12 12 12 12 12
‘:ln; TES0m) £ 121000 A4H00 £ 24400 2000 £ 140000 SERL0 £ FOTO0 SO0 £ 191000 BE100 £ 23600
ﬁ'ﬁ] 1388+ 1211 448 + 2 44 2o £ 1385 6. 3R+ 307 3352+ 1407 EH1 4208
F[rh:j“R’“ 21.50¢1E.00 - 360003150 (18,00 - 36,003 |22 50 [18.00 - 36, 00] |22 50¢18 00 - 36 003[31.50 (1200 - 36,00 3150 18.00 - 36,00
Eﬂaﬁ““ £340 % 3010 1400 + 667 9500 4 2600 2090 + 753 128000 & 2660 2810 & BOG
L oa
Bﬂifpw 3450018 00 - 36.00)[36. 17 (36,00 - 38,000 | 34 50 [18.00 - 36,007 |34 5018 00 - 36 003 [36.00 (36,00 - 36,00 [36.00 ¢ 36.00 - 36,00
If':;h'?m BI040 £ 3030 1330 £ 672 T340 £ E5ED 1610 £ 783 A0 £ 4870 2580 + 1020
Wohine
427 £ BRG 274 £ b S140 £ 1427 5140 £ 1427 4804 £ 1007 4804 £ 1007
[ieily
‘:‘;RC“‘" 125000 £ BOS0Y | 20200 + 16500 | 202000+ 93700 | 44400 £ 21700 2440010 £ 22300 55000 + 15500
ATRC
i) 12F000 £ FADO 2H200 £ 16500 ZOAOO0 £ 98700 A4400 £ 2100 2480000 £ =230 S5000 £ 15&00
AR, W - = = ' -~ a 4 =
(g HiZ & M T W I I £ T B £ TeS & M7
ATTEC % Exfee
o) ¢ HC £ He* B HOE HO £ HCE HO £ HCE HC £ 107 HE £ H(E
ATERC, I
o) HC 10" I & Hi® B [ TS [ | A o I & Hi®
ATERC % Bxdr
o) | moswnc 4 O+ 10 HO £ M HC £ 1 I 4 R
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Variables Pracmion
Selecied Fredsion
Amgunt Recowsd
Pamant Recowmed Statietics
Tmar_Rane Variables Individual MHean
Max_Raie Typs= Walie |Type Walus
;‘::F:LIT“ amount_Recovened Significast F 3 Significant =] 3
FH
\-'OI_'JH Perzent_Hecovered Diecimal IL 2 Dacmal = 2
AURC Jest TmanRate i beonal  [w]| 2 i Dedmal [~ 2
AURC_all Mex_fate Significast |- 3 Sgnificant |~ 3
ALURE INF obs
- Mid_Pt_las: Diecimal - z Decdmal - )
MIRC_%Exfrap_oba I ; —
MURC_INF_pred Feke_lesk =ignificak F 3 =ignificant = 3
MURC_%Exirap_pred Wal_LIR Domcirmal IL ] Dacimal =] 1]
MAChst 1 swifae [l 3 1 Sgufian 713
AURC_all Significast |- 3 Sgnificant - 3
ALIHJ:_INF_uhs- T Significant |.- 3 Significant - 3
AURC_“Extrap_nbs Decimal F ] De=cmal ] ]
AURC_INF_pred SigniFicaek IL 3 Significant = 3
AURC %oBdrap pred | Decinal  [-]| 0 i Dedmal (=] 0
Figure 14-11. Intext PK parameter urine comparison
Diay Comparisan
Plasma OH_Carterobol
Camteralol PO Foem A
Day 1 Day 14
Tow CTgm AU Al  AUCYEstap Ty Cpn  AUCH AUC; AUC%Esmp ALUC,
Subject  (h) (opml) (ophemh (ngbrml) @) () (ol pbrm) mpbem)  (38)  (npbem) Ry U
1 65 231 154 16.5 g 53 207 1.1 | ) 12 L6 0750 049l
1 030 1% 137 173 12 23 324 15 33 T 251 150 14
3 050 13E "5 4 7 073 203 1280 L3 3 1130 134 125
4 50 2 1] 1130 (1] 050 313 1670 174 5 1470
5 025 230 61 d6.0 113 050 104 106 111 5 ns
[ 050 243 1280 1830 L] 075 300 T R8O 5 2380
T s 182 L66 179 g a5y 453 303 3T 4 275
i 025 186 LEN] 107 13 073 253 134 254 B 4
& 100 105D G600 7100 T 073 1040 [m Bl 3 TI0)
10 030 4F 32l 33 17 Q73 483 13 i 3 i
Il 030 173 GEE Ty 4 023 TH 481 o 9 431
12 100 % 104 104 2 150 147 174 re NG 350
M 2 2 12 11 11 12 12 11 11 11 11
Blem 058 156 07 1040 (i} 084 170 1270 144 & 1150
ETr 024 50 1880 A0 & 031 19 30 2300 3 200
3 007 BAT 34z a3 1 e 857 fad 21 1 602
Ivim 025 231 154 16.8 1 033 247 11 117 3 IL6
Iviedian 050 182 151 1m L 0 378 3l 35 3 1
Iviax 100 10sD G680 7100 1 130 1040 \m Bl 12 T
O 42 192 mE 0 15 49 173 1m 147 W 178
(Geometne Mean 055 483 243 m & 039 459 g £17 3 39

HC = M caloalated
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Carterolol PO Form B
Day 1 Day 14
Tomw Cam AUCH AUC,  AUC%Edrap Ty COgu  ADCL AUC, AUC%Extap AU,
) ingim) (b ehem) %) G (el oeheol ogheal) 590 (opheo) Ry L
L0036 3 ED 13 025 430 i3 o7 3 i3E L47 127
n3s 153 1250 L340 4 150 221 440 1490 3 1360 Lo Lm
05 ey ni k1 050 1M i Lt 3 e 13 124
050 103 e o 3 050 24 L1620 1850 1 1530 L6 15E
100 142 in8 B4 1 6 07?5 912 E24 ek ] 1 1.3 128 1.3
0% 420 i) 350 2 050 509 367 375 1 345 114 L05
100 533 7 512 o 75 1 o7s 40 1 i 183 L&7
0375 @m2 1440 L1480 4 050 B L350 1350 L 1310 1007 B7S
050 1360 L1300 12800 12 L0 1730 18300 13400 1 16600 L4713
05 44E e 3BA 17 075 425 351 366 3 265 L45 120
07 143 1330 LT 20 w2 TN 4090 k) 209 223 L4
0.5 182 S Eig i NG NG NC NE HNC NC NE NG
11 1 12 12 12 11 11 11 i i 11 1] i1
05 x4 1520 1710 9 0': X 2670 1750 2 2200 L4 LIB
02 430 e 1] 3540 7 034 0 5270 1350 1 4780 571 024D
005 124 By LazD F o 4k L58D 1610 1 L4400 112 O7TES
030 316 43 280 3 0235 430 383 T 0 i35 0907 0BT
nax 103 o 620 v 0s o7 o 1 o L45 126
L0016 L1300 H2300 2 | Jecl U 1 18300 13400 g G0N0 123 a7
i 135 . 11} 207 5 147 198 156 ¥ 1w L o
LY 4 512 7 6 104 ay 245 1 158 130 135
Varimhloa Steriaticn Fracision
Salapted: Salactaid: Skatistics
Trax :! Variahles Individual L
Dt o0 L Ve [Type |valte - - .
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Figure 14-12. Intext PK parameter accumulation comparison




Comparison Output Examples

Mean+ 5D Absolote Bioavailabdity Comparison - Plasma OH_Carteralol
Rouats v Extravascular
Treatment Carteralol IV Carterclel PO Form A Carteraled PO Form B
N 11 12 11
hiz 10432503 E 1+
. 250 +23) 7.52 £ 262
(]}
@
Town 0.27{0.25 - 0.500 0.6 {125 - 1.50) 0.73 (0.25 - 1.50)
()
oz 1580 + 3780 170 = 297 294 = 45
(g /ml)
AU, 11900 = Z3500 1270 = 2230 2670 = SX70
{ng=hw'ml)
AUC.
12200 £ 23600 1430 = 2300F 2730 = 5330
(b 'm)
AUC,
10700 £ 22200 1150 = 2080 2400 = 47RO
(mg-fur'mf)
L./ WC £ N 1220000 = 2420000 263000 = BE0000
(el '
Tl 162000 £ 3Z5000 WO L N wo Lt
(ke -
".‘.'_u
(ﬂ‘-ll-:.:'; WC £ NC° T4GCHI = 2T ASE0000 = B410000
E'mn 1630000 £ 2000 WO+ NCY NC £ WCt
Fuctuztion % 344 £ 170 I3+ 30 130+ 14
()
L
NG+ NC® 15 2607 4= 68
(%)
Doser: 100 £0 NC £ NC* WO =N
(eng)
Dosspy
o o e 1m+0 W +0
(mg)
# Mean (Mir - M)
et Bubject 1,2, 3,4, 5, 6.7, 8,9, 80, 11, 12 not inchaded in calcalaticn of summary statistics
“ =11, Subject 17 not inchuded m caloulation of summary statistics
BIC = Mok caleuladed
Variables | | Srmlistics | Frecision
Salaciad: Men-Tima Dapandant Timsa Dapandant Frasisien
HL_Lambda_z
Trna ArH AB - C) Statictics
Crrzs aria Bl Indisidual Maan
et o || MonTimeDepsrdsntBiskls  Time Depanderd Siats Typa Vakse | Type Vaua
ALG_TAL T HL_Lsmbda_z Crecimal - 2 Dagimal - 2
1 F ohs Adofned | Mean T/ & deined Pl - nrm ......... Dwm| —T=1 .: ...... U.E‘E";J.I ....... z. g
Ve'E abs B defined |50 )| @ defined Mn=] ||[ome T sguicmt =3 | sguifcmt  |w] 3
Wz F ) . aldact sgnificant - 3 sgnificast - 3
E'aﬁ"'bﬂ"* Cdefined (Mex 7| ALCINF_aba Ggndicat = )| 3 Sonificast =] 3
i Dume?ﬁnnl[ﬁ&plnin Trke * | ALC_TAL Sgnificant Tel ] Gonificest =] 3
Dot C1_F nba Sgnificant =l 3 Sgnificest | = 3
les_F Sgnificant el 3 Significast =] 3
We_F_oba Sgnificant =] 3 Sgnificest | = 3
We_F Sgniicnt  |=)| 3 Snificast  |v]| 3
Flactsation Drecimal E ] Dzcimal E L
Fabs Cedmal = @ Decmal =i 0
Dasely Coecimal =] ® Dacimal =i ®
Dasesst Cedmal - [ Decmal - 0

Figure 14-13. Intext PK parameter absolute bioavailability comparison
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Figure 14-14. Intext PK parameter renal comparison
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Figure 14-15. Individual analyte comparison by subject
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Figure 14-16. Individual accum. comparison by subject
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Figure 14-17. Individual absolute bioavail. comparison by subject
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Figure 14-18. Analyte concentration comparison summary
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Figure 14-19. Accumulation concentration comparison summary.
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Figure 14-20. Absolute bioavail. concentration comparison summary
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Figure 14-21. Analyte conc. comp. summary by treatment and strat. by group
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Figure 14-22. Accumulation conc. comp. summary by treatment and strat. by group
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Figure 14-23. Absolute bioavail. conc. comp. summary by treatment and strat. by group
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Figure 14-25. Accumulation conc. comp. summary sorted and strat. by group
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Figure 14-27. Excretion rate comparison by subject
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Figure 14-28. Excretion comparison summary by treatment
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Figure 14-29. Excretion comp. summary by treatment, sorted by treatment, and strat. by group
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Figure 14-30. Excretion comp. summary by treatment, sorted and strat. by group
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Figure 14-31. Cumulative amt. excreted comparison by subject
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Figure 14-33. Cum. amt. excreted comp. summary by treatment, sorted by treatment, and strat. by group
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Figure 14-36. Amount excreted comp. summary by treatment
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Figure 14-37. Amt. excreted comp. summary by treatment, sorted by treatment, and strat. by group
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Figure 14-38. Amt. excreted comp. summary by treatment, sorted and strat. by group
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Figure 14-43. Trough concentration comparison by subject
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Figure 14-45. Trough conc. comp. summary by treatment, sorted by treatment, and strat. by group
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Figure 14-46. Trough conc. comp. summary by treatment, sorted and strat. by group
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Figure 14-51. PK param. analyte comp. by treatment, sorted by treatment, and strat. by group
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Figure 14-57. PK param. abs. bioavail. comp. by treatment, sorted and strat. by group

0.30

0.25

0.20

013

2 (1/hr)

0.10

0.05

0.00

Analyte = Carterolol
Gender = Female

e

—— Individual vahes
=0— Median (MinMax) values

N
0@@

s

[

e

&

&
ot®

T El T

\:)

261



AutoPilot Toolkit

262

User’'s Guide
Output Display
Stratification
Sorted By | Sorted BY |y axic Scaling (Linear)
[Treatment | Demograph
PK Parameler 1 ke
(Client Name) Selected Gender Gender
Error
Summary Value
Selected Selected
Value Direction
Lambda_z | " n "l Median u Min and Max u Both u

General | StrathcatonMormalizabon | Display | Orde

Stratification

(7] Stratfication A |Gender v | Ad |None

[7] Stratification B | Gender

General | StratificationMormalization | Display | Oy

And | pona . Ttem Table Graph
H-tis Split n

Figure 14-58. PK param. renal clearance comp. by treatment, sorted and strat. by group

Box and whisker PK param.
Box and whisker PK param.
Box and whisker PK param.
Box and whisker PK param.
Box and whisker PK param.
Box and whisker PK param.
Box and whisker PK param.
Box and whisker PK param.

group

Box and whisker PK param.
Box and whisker PK param.
Box and whisker PK param.

by group

Box and whisker PK param.

Plasma and urine comparison categorical box and whisker PK parameter graphs

analyte comparison

analyte comp. by treatment, sorted by treatment, and strat. by group
analyte comp. by treatment, sorted and strat. by group

accum. comparison

accum. comp. by treatment, sorted by treatment, and strat. by group
accum. comp. by treatment, sorted and strat. by group

abs. bioavail. comp.

abs. bioavail. comp. by treatment, sorted by treatment, and strat. by

abs. bioavail. comp. by treatment, sorted and strat. by group
renal clearance comp.
renal clearance comp. by treatment, sorted by treatment, and strat.

renal clearance comp. by treatment, sorted and strat. by group




Comparison Output Examples

T00000 -

600000 - 4+

500000 - L] +
= 400000 _ ,,,,,,,,,,,
3z ]
< 3we4 | =

200000 4 "'

100000 ]

] w»
0
Ad E A 3 Jet e
e o e o ol
b A o~ Y N gt~ G 5 o
E A% o A% E R Y
u@ o g@‘! A=l gb‘! #'-: 9@‘!
3% B 3% 1@?’ 3 %9
‘0\0 \"Ed@ e m\qn ‘U\ﬂ m\qn
[ Cp&‘n\n [ 1{,&";0 o ?‘:,&.“LD
Output
PK Parameter Treatment Display
(Client Name) selected
All in same graph | Separate by graph

Amount_Recovered " W [ |
Figure 14-59. Box and whisker PK param. analyte comparison

263



AutoPilot Toolkit

User’s Guide
Analyte = OH_Carterolol
2000
1800 ®
1600 ™
1400 T
£ 1200 —_
=
£ 1000 b .
B
o 800 T
600
400
o || BE=
; - — s
% . -\3 N '\5:
o 4 .l
@bﬁa p s " o W
v o “:{‘# o
0 o¥ 3° <O°
é\ﬁ G\pk s \D\
o
C@F‘ C-:-"r";" o o
Output
PK Parameter Treatment Display

(Client Name)  salected

Allin same graph | Separate by graph

Figure 14-60. Box and whisker PK param. accum. comparison

264




Comparison Output Examples

e (Mziml)

12000

10000

8000

6000

4000

2000

Analyte = OH_Carterolol

L ]
L]
1 ] ]
gV e U
h e oy
o o ot
e 20 3
o o
{@_1.- {F‘i
¥ -
Output
PK Parameter
(Client Name)  salected
Cmax W

Figure 14-61. Box and whisker PK param. abs. bioavail. comp.

265



AutoPilot Toolkit
User’s Guide

Analyte = Carterolol
0.30 5

0.25 - °

0.20

i, (1)
o
¢

0.10 :
0.05 - .
0.00 -
Carterolol PO Form A Carterolol PO Form B
Output

PK Parameter
(Client Name) Selected

Figure 14-62. Box and whisker PK param. renal clearance comp.

266




Comparison Output Examples

TOO0)

Acing)

¥ b y Yo = : e Y 1:"‘"
2P SRS N et u?@‘-"- 5 *’ﬁuﬁ:‘ .':qﬂ‘@h";&ﬁc?\ﬁ%; i
S PRI 15'*\?*."(‘\*‘1 \5.-’- 1% S ¥
O N C IR R N o e o N S e o
T O T cfﬁtﬁcﬁﬁ{# G
Output
Stratification
Sorted By | Sorted By
[Treatmen D_emngrap
PK Parameter t == Treatment Display
(Client Name) Selected | Gender Gender
Selected Selected
All in same graph | Separate by graph
Amount_Recovered W W [ | W |

General | Stratification/Mormalization | Display| Crdering

Stratification
Stratffication A | Gender v] And [Nune -
[] Stratfication B | Gender And | 1one

Figure 14-63. Box and whisker PK param. analyte comp. by treatment, sorted by treatment, and strat. by group

267



AutoPilot Toolkit

User’'s Guide
Analyte = OH_Carerolol
2000
1800
1600
1400
E 1. 200
E 1000
I
G0
400
2000
0 == =8
\ b x IR N L Rt L Yy
ﬁ%@ ﬂ‘m‘ ':P«ax* o, Dt O oo T otiget 0F
R
hq:‘“‘gﬂ:ﬁ&gﬁ% ;.:: WA @e&‘“ ~ bi&ﬁ;ﬂﬁ;§$¥¢b\$*ﬁ
o v % 1 m“ \: ST
SERRESEREERRG iﬁf";@w ‘
KL ©
H T e #‘*‘* ¢ {15‘“" L
Output
Stratification
Sorted By | Sorted By
[Treatmen | Demograp
t hi -
PK Parameter 1 o Treatment Display
(Client Name) Gender Gender
Selected and Race |and Race
Selected Selected

Allin same graph | Separate by graph

General | Stratification/™ormalization | Displa'_r| Ordering

Stratification
Stratfiication A | Gender ~| Ad [Race -
[ Stratffication B | Gender And | pone

Figure 14-64. Box and whisker PK param. accum. comp. by treatment, sorted by treatment, and strat. by group
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Figure 14-67. Box and whisker PK param. analyte comp. by treatment, sorted and strat. by group
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Comparison Output Examples
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Figure 14-76. PK param. vs continuous demographic accum. comp. by treatment, sorted by treatment, and strat.
by group
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Figure 14-78. PK param. vs continuous demographic renal clearance comp. by treatment, sorted by treatment,
and strat. by group
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Figure 14-79. PK param. vs continuous demographic analyte comp. by treatment, sorted and strat. by group
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Administration Module

Users can open the Administrator Module to configure AutoPilot Toolkit business rules and system
settings for analyses, and output, including formatting. Settings made in the Administrator Module
override the p shipped defaults and provide the default settings in the AutoPilot Toolkit User Module.
The administrator settings are saved to an XML file, which can be shared among systems and users
to standardize AutoPilot Toolkit configuration across your organization.

See “Study data variables” for a list of user- and administrator-configurable settings.

For all PK_Parameter graphs the [PK_Param] part of the filename can be changed by the administra-
tor. The resulting filename can include only allowed characters for the Windows operating system.

To open the Admin Module

Preferences >
AutoPilot Toolkit for Phoenix
Adminigtrator Access
Default Corfiguration:  Factory Default
User D: | |
_____ A toPilot Password: | |
Open Admin Module

Execution
[ ] Execute as Part of Wordlow
Waming
By selecting this option all Automation and Comparison objects will execute as part of an
executing wordlow. Selecting this option could result is very lang runtimes.

oK

Figure 15-1. AutoPilot Toolkit administrator access

In the Edit menu, select Preferences.
In the list, select AutoPilot.
Enter administrator user credentials in the User ID and Password fields.

admin is the default user name and Admin is the default password. The password is case-sen-
sitive.

Click Open Admin Module.

AutoPilot Toolkit's default system files directory is located at C:\Users\<user name>\My
Documents\APSystem\<user name>.

This section contains the following topics:

Administrator and user settings

General settings

AutoPilot Toolkit business rules

General business rules

Table business rules

Graph business rules

Selecting content for generated output

PK Automation and PK Comparison intext table formatting
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Administrator and user settings

Some attributes in AutoPilot Toolkit are user configurable, while others are only configurable by an
administrator. Configurable options range from PK parameter selection to chart and table output for-
mats.

Strikeout effect not supported: Users can edit table and graph s for automation and comparison
projects. The Font dialog displays a Strikeout effect option. The Strikeout effect is not supported in
AutoPilot Toolkit output, so this option is not applied if it is selected.

The following lists show AutoPilot Toolkit configurable features and describe the modifications that
administrators and users can make.

Input settings

Analysis settings

Business rules: settings affecting all outputs
Business rules: table settings

Formatted output: table settings

Business rules: graph settings

Formatted output: settings affecting all output
Formatted output: graph settings

Formatted output: text and appendix settings

Input settings
Study data column nomenclature configuration (column mapping)

Admin can configure the mapping of study input column headers to system names in AutoPilot
Toolkit and has ability to create new demographic variables (e.g. phenotype) and define the data
type (e.g. discrete). Also can define the concentration column header potentially for matrix and
analyte per the concentration variable template.

User cannot modify these settings.

Selection of study data and output location to use in an Automation or Comparison run

Only applicable with the PKS Edition of AutoPilot Toolkit, the ability to decide if PKS can be used
as an input and output location.

User can select the input (load study) and output (save AutoPilot Toolkit objects created) to PKS
and/or non-PKS (local) destinations through a standard browsing feature.

Analysis settings
Selection of study design

Admin — Not applicable
User can select study design type and subtype (e.g., Crossover, Randomized).

Normalizations

Admin — Not applicable
User can select PK Parameters to be normalized by continuous demographics (e.g., weight)
located in the study data. The user can select up to two normalization schemes per run.

Stratifications

Admin — Not applicable

User can select output to be stratified (summarized) by discrete demographics (e.g., gender)
located in the study data. The user can select up to two stratification schemes and for each
scheme they can define one or two stratification variables (e.g., Gender, Gender and Smoking)
per run.
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Statistical analysis

Admin — Not applicable
User can select to run inferential statistics on PK Parameters during PK automation of crossover
studies, using WinNonlin's LinMix BE tool.

Business rules: settings affecting all outputs
AUC % Extrapolation

Admin can configure rule regarding the display of a flag or a replacement value and associated
footnote for PK parameters selected by the Admin where the AUC % extrapolation exceeds the
threshold set by the user on an individual run. The Admin can also specify which parameters are
affected and if the values that exceed the threshold are used for summary statistics calculations.
User can select whether to use the settings if the rule is activated by Admin and can also set the
threshold value (e.g., 30%).

Display of source data

Admin can set the default to display information in the form of a footnote regarding the source
data (study file) in tables or graphs.

User can decide to apply the source data footnotes per tables and graphs independently per run
and what parts of the source information are displayed (location, path, time and date).

Exclusion

Admin can allow for exclusions and set how exclusions are displayed in final tables and figures,
including corresponding footnotes.

If Admin enables exclusions, User can define the exclusion on a profile-by-profile basis. User can
also define if corresponding graphs and tables created reflect the excluded profiles.

Display order

Admin — Not applicable
User can decide the order of the treatment identifiers (e.g. treatment, day, etc.) that are displayed
in intext tables (top to bottom) and X-axis for categorical graphs (left to right).

Matrix mapping

Admin can configure through addition or deletion matrix abbreviations and map to the concentra-
tion column headers to encompass full matrix names into the final tables and graphs. For exam-
ple, PLS in the concentration column would equate to 'Plasma' in the final output.

User cannot modify these settings.

Concentration variable used for concentration final output

Admin can set the default of which concentration column in the study data to use in the creation
of the concentration tables and graphs independently.

User can select which concentration column in the study data to use in creation of the concentra-
tion tables and graphs independently.

Business rules: table settings
Table splitting

Allows splitting of tables if they won't fit on one page per page type and in margins set in the
Administration module. Admin can enable or disable the table splitting feature for Users.
If Admin enables table splitting, User can activate/deactivate it per run.

Context-sensitive footnotes-display-calculation of non-numeric values for descriptive statistics

Allows definition/modification via addition or deletion of the default list of non-numeric values
(e.g., NS) and associated footnotes (NS: No Sample). In addition, Admin can configure how
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these non-numeric values are handled during descriptive statistics calculations (missing or zero).
User cannot modify these settings.

Intext table template

Admin can configure the style, including number of descriptive statistics and define if PK param-
eters are time-dependent. Also, can default the specific descriptive statistics.

User can modify the selection of summary statistics (Mean, SD, etc.), but cannot modify the style
nor PK parameters assigned to time-dependent.

Display of different sample sizes in intext tables

Admin can configure a rule that displays if there are differences in sample size used to calculate
summary statistics for PK parameters via flags and corresponding footnotes.
User cannot modify these settings.

Calculation/display of summary statistics for small sample sizes

Admin can configure rule that allows the values of summary statistics involved with small sample
sizes (1-3) to be overwritten by text values and apply corresponding footnotes (e.g., NC — Not
calculated, sample size is too small).

User cannot modify these settings.

Significance level is displayed in statistics tables

Admin can configure a threshold for the display of p-values (e.g., 0.05), along with a correspond-
ing footnote to be displayed or replaced by non-numeric text if the value is lower than the thresh-
old.

User cannot modify these settings.

Summary statistics based on % threshold

Admin can configure a rule to set a minimum percentage of values relative to total sample size
that must exist in a profile before calculations are performed.
User cannot modify these settings.

Individual values of zero treated as “missing”

Admin can configure a rule that allows values of 0 to be treated as Missing prior to any summary
statistic calculation.
User cannot modify these settings.

LOQ replacement and display

Admin can configure a rule that allows replacement of numerical values with text values and cor-
responding footnotes if value is less than the threshold set by the user per run (value of 0.01 is
replaced with BQL). Also can configure which PK parameters are governed by this rule.

User can decide whether to use the rule and set the replacement threshold that is used.

Time deviations calculation, flags, and footnotes

Allows Admin to select how the time deviation is calculated and how time deviation is displayed
(threshold, footnote, and footnote flag)
User cannot modify these settings.

Display of missing references

Admin can configure the display, including value and corresponding footnote, for 'missing' values
for the following table types, time-concentration, demographics, all others.
User cannot modify these settings.
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Relative nominal time replacement

Admin can apply the rule and configure the associated footnote that if relative nominal times are
used instead of relative actual times, each concentration value is flagged in the time-concentra-
tion tables and has an associated footnote assigned.

User cannot modify these settings.

Display analyte, matrix, and day

Admin can independently select as a default for the Matrix (e.g., Plasma), Analyte (e.g. Parent),
and Day (e.g., Day 1) to be displayed in the final table as headers.

User can independently select for the Matrix (e.g., Plasma), Analyte (e.g., Parent), and Day (e.g.,
Day 1) to be displayed in the final table as headers.

Formatted output: table settings
Selection of tables

Admin can determine which tables are available for the user and from this list initially create the
default list of available tables.

From the list of available tables as set by Admin, User can determine which of these tables are
actually generated per run, i.e., User can modify the default list set by Admin.

Selection of variables for tables

For each table, Admin can determine which variables are available for inclusion, along with their
order. From the list of available variables, Admin determines which variables are actually included
and their default ordering in the generated table.

From the list of available table variables based on the Admin settings, User can determine which
of these variables are actually included in the table and their order per run, i.e., User can change
the defaults that were set by Admin.

Summary statistics

Admin can determine which summary statistics are available to be included in the table along
with their order. From the list of available statistics, Admin determines which statistics are actually
included and their default ordering in the generated tables.

From the list of available summary statistics based on the Admin settings, User can determine
which of these summary statistics are actually included in the table and their order per run, i.e.,
User can change the defaults that were set by Admin.

Precision

Admin can set the defaults for the precision of variables and summary statistic values.
User can modify the Admin defaults for precision per variable. Precision choices include number
of decimal places, significant figures, or special significant figures.

If SpecialSignificant is selected and the number of digits before the decimal is more than or
equal to the number of significant digits specified, the result is the value before the decimal. Oth-
erwise, the traditional significant rule is applied to the value.

Formatting

Tables are considered to be constructed from basic elements such as Header, Body, Footnotes,
Variable Names, Variable Values, etc. Admin can set the font, font style, font size, alignment, and
underline/no underline for these elements. In addition the thickness of separation lines (e.g.,
between the header and body of a table) can be set and grid lines can be switched on and off.
Output settings such as paper size (US Letter vs. A4) and orientation (portrait vs. landscape) can
be configured and set as defaults per table type.

User cannot modify most of the formatting options for tables. The exceptions are the settings for
output setting, which can be user-modified for a specific run.
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Business rules: graph settings
Time-Scale factors set on a per time scale range basis

Admin can configure time scale factors independently for each time scale range, to define the
number of major ticks based on minutes, hours, days, and weeks for time-concentration graphs.
Admin can also configure if all concentration graphs have the same scaling and ticks inde-
pendently for the X- and Y-axis.

User can make changes for individual runs.

Display analyte, matrix, and day

Admin can default to have independently the Matrix (e.g., Plasma), Analyte (e.g., Parent), and
Day (e.g., Day 1) be displayed in the final graph as labels.

User can independently have the Matrix (e.g., Plasma), Analyte (e.g., Parent), and Day (e.g., Day
1) be displayed in the final graph as labels.

X-Axis format for categorical graphs

Admin can default if categorical graphs have split or offset display for the X-axis.
User can select if categorical graphs in a run have split or offset display for the X-axis.

Axis starting points

Admin can default independently to either force the X-axis and/or Y-axis to start from zero or not.
User cannot modify these settings.

Formatted output: settings affecting all output
Variable and PK parameter nomenclature (mapping)

Admin can configure the display name to be used in the final output created by AutoPilot Toolkit
for variables (e.g., gender) and PK parameters (e.g., AUCinf). Also, Admin can configure the
name of the PK parameter graph filenames.

User cannot modify these settings.

PK parameter selection

The configuration settings file does not retain the PK Parameter settings that are changed by the
Administrator.

User cannot modify which PK parameters are available, but can assign per table which PK
parameters are displayed in the output.

Descriptive statistics selection

Admin can configure which descriptive statistics are available to the user for the overall system.
User cannot modify which descriptive statistics are available, but can assign per table which PK
parameters are displayed in the output.

Precision selection

Admin can configure the precision per variable for the overall system.
User can modify these precision per output and run.

Formatted output: graph settings
Selection of graphs

Admin can determine which graphs are available and from this list initially create the default list
of available graphs.

From the list of available graphs as determined by Admin, User can determine which of these
graphs are actually generated per run, i.e., User can modify Admin default for generated graphs.




Administration Module

Output details

Admin can determine default values for output details on the graphs that are generated. Depend-
ing on graph type, these details can include:

Creation of lin and/or log Y-axis

Display of a summary value such as mean or median

Display of an error value such as Standard Deviation or Standard Error

Display of up and/or down error bars

Display of regression line (for PK Parameters)

Display of LOQ lines (for PK Parameters)

User can modify all of the output details on a per-run basis.
Formatting

Admin can determine the following formatting options for graphs:

Print options such as orientation, paper size and margins

Text elements of a graph such as title, legend, and labels can be activated or deactivated, the for-
mat (font, font style, font size)

Legend position (note that center or left alignment may not work for a legend, in which case the
default of upper-right is used)

Line elements of a graph such as error bars, axis line, tick lines, etc.

Grid lines and line thickness have not yet been implemented.
On occasion, the individual plot of the first subject may not display the same font as what is set
here, whereas the remaining plots use the specified font.

User cannot modify most of the options for the formatting of graphs. An exception is the print ori-
entation (portrait vs. landscape).

Formatted output: text and appendix settings
Selection

Admin can determine which text items are available for the user and from this list initially create
the default of available text items.

From the list of available text items as determined by admin, User can determine which items are
actually generated per run, i.e., User can modify the Admin default for generated text output.

Formatting

Admin can set the defaults for orientation, paper size, and margins and select the order and lay-
out options for the graphs that are included in the text document that incorporates all the individ-
ual time-concentration, excretion rate, and percent dose remaining graphs.

User can modify all of the Admin formatting settings on a per-run basis.

General settings

The following options are available under the General Settings node. You can override any parame-
ters set under this node for individual tables or graphs found under the applicable node, such as PK
Automation or PK Comparison. For example, the administrator can select to allow the user access to
specific parameters for specific types of studies. For a specific example, see “Selecting content for
generated output”.

PK parameters

On the Available to User tab, the administrator determines which PK parameters are available to the
user for inclusion in generated output on a model-specific basis. If you clear a parameter checkbox on
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this page, then it is also unavailable for individual selection under the PK Automation node, when
selecting details on tabular and graphical output.

J PK Parameters Model 200 Extravascular | Model 201 IV Bolus | Model 202 IV Infusion | pmodel 210-212 e
s | MD s | MD sD MD Urine

1 Rsq W v W ¥ W W

z Rsq_adjusted W v W ] W W v

3 Corr_XY ¥ v W ¥ v v
4_Nn_pmnt5_larnbda_z v e ™ ¥ o v

5_ Lambda_z W . v W . ¥ L v

6 | Lambda_z_lower v > v v v v

7 I Lambda_z_upper ' v W W L v

E ' HL_Lambda z v v v ¥ w W

9 Tiag ¥ i .

Figure 15-2. Available to User tab

On the User Default Selection tab, the administrator determines whether a PK parameter is included
in all of the generated output by default. The user can then choose to not include a given parameter
on a per-run basis.

Variable data

An administrator can configure variables and their associated descriptive statistics and precision.

Variables tab

Using the Variables tabs, an administrator can determine which demographic and data collection
points (DCP) are available to users and which are selected by default in the AP Automation object. An
administrator can define discrete demographics which are used in stratifications, continuous demo-
graphics, which are used in normalizations, or sample collection points.

» With the Category set to Discrete Demographics or Continuous Demographics, click Edit
Master List to add or remove custom demographic variables.

Category: [ Discrete Demographics -

Awvailable to User | User Default Selection

Unavailable: Available:
Sequence
Gender
e
Smoke
Add > Alcohol
Child_Pugh
Add All >> Genotype

II

Remaove

<= Remave All

Figure 15-3. Variables tab

* In the dialog, click Add to add custom System and Client Name variables.
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User Defined Variables

System Name

Client Name

] [ Delete ] [Duseand Save

Figure 15-4. User Defined Variables dialog

* Click Delete to remove a demographic variable, and click Close and Save to add the new demo-

graphic variable.

Statistics tab

Using the Statistics tabs, an administrator can determine which statistical variables along with their
order of display in worksheet output are available to the user and which are included by default. Sta-
tistical variables are available for all study variables and PK parameters.

|Unavailable:

Awvailable:

M

MMiss

MObs

Mean

d =1

SE

Wariance

Min

Median

< Remove Max

Range

<= Remove Al Percentiles
CWi

Geometric Mean
Harmaonic Mean
Mean Log

SD Log

C\W% Geometric Mean

Cl 95% Lower Mean
GRS | lemee Alaam

Add Al ==

IH

m

Precision tab

Figure 15-5. Statistics tab

Using the Precision tab, an administrator can set the precision type, decimal or significant digits, and
the corresponding value for each variable and statistic combination.
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Precision Selection:
Statistics
Variables Individual N NMiss NOk
Type Value |Type Value |Type Value |Typ
Sequence : MNone | Decimal |« 0 Decimal | 0 Deci
Age .Decimal - 0 Decimal |« 0 Decimal |+ 0 Deci
Wat Decimal | ¥ (| Decimal |« 0 Decimal | 0 Deci
Height .Decimal - 0 Decimal |« 0 Decimal |+ 0 Deci
BMI Decimal | i Decimal | = 0 Decimal | 0 Deci
LBW Decimal | = 1 Decimal | » 0 Decimal | = 0 Deci
[ =T ol Cimciom =l ! Ciocional i Cimeiomal fal Cioc-i

Figure 15-6. Precision tab

Column mapping

An administrator can use column mapping to apply an organization’s settings regarding input or study
data and output nomenclature for PK parameters by using the Study Variables tab, PK Parameters
tab, Concentration Variable Template Selection tab, and Time Variables tab.

Study Variables tab

In the Study Variables tab, an administrator can change the default names in AutoPilot Toolkit, which
are called System names, to match what is used in the study data, or the Client name. The Plasma
and Urine Display Names show how the variables are displayed in the AP Automation output. The
Display names are independent of both System names and Client names and can be changed at any
time. To support stacked datasets a new column called Analyte is included in the Study Variables tab.

Note: The Plasma and Urine Display Names for Treatment_Description cannot be changed because
they are not used in the output. The Display Names for Treatment_Display are used instead.

Treatment_Description and Treatment_Display

AutoPilot Toolkit's default behavior requires the use of a Treatment_Description column in datasets as
a sort variable for crossover studies. Treatment_Description in AutoPilot Toolkit can be mapped to
whatever column in a dataset that contains treatment information.

Some datasets use a treatment information column that solely contains alphanumeric values (1, 2, A,
or B, for example) that are used as sort variables in a model, and a treatment display column that is
used to display meaningful treatment information in table and graph output.

AutoPilot Toolkit provides a study variable, Treatment_Display, that allows for meaningful treatment
descriptions in table and graph output instead of simply 1, 2, A, or B.

The treatment display order is displayed in the Treatments tab in the AP Automation object’s Ordering
tab. The Treatment Description values are matched to the corresponding Treatment Display values.
There must be a one to one correspondence between the Treatment_Description and Treatment_Dis-
play values.
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Treatments | Dizcrete Variables

Display Order

Treatment Description
Carterolol

Carterolol + Rifampin

Figure 15-7. Default treatment order

Treatments | Discrete "u’ariables|

Display Order

Treatment Description
Carterolol + Rifampin

Carteralol

Mowve Down

Figure 15-8. Custom treatment order

If a user wants to use a custom treatment display, an administrator must change the treatment sort
variable from its default setting to a custom setting. If a dataset contains Treatment and Treatment_-
Description columns, and a user wants to set Treatment as the NCA model’s sort variable and include
Treatment_Description in the output, an administrator must make the following changes:

*  Open the Admin Module.

* In the Admin Module menu, select Config > General > Column Mapping.

+ Select the Treatment_Description Client Name field. Change the Client Name to Treatment.
The System Name Treatment_Display is mapped to Treatment_Description by default.

If needed, change the default mapping by selecting the Treatment_Display Client Name field.
Change the Client Name to the treatment description variable in the input dataset.

Note: Treatment_Display can be mapped to any column in a dataset.

* Click to save the custom System Config file.

B save Changes? — O x

Would you like to save changes?

[ ] Make the Default Configuration for New AutoPilot Objects
Yes Mo

Figure 15-9. Save Changes? dialog
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« To make this configuration the default one, select the Make Default Configuration checkbox in
the Save Changes? dialog.

+ Click Yes to save the system configuration file.

To load a custom configuration file in the Admin Module
* Open the Admin Module.

«  Click (7] to select a custom configuration file.

Users can only load a custom configuration file before mapping an input dataset to the AP Automation
object.

+ Select the Use Custom Configuration option button in the General tab.
+ Click the [...] button to browse to the custom system configuration file.
+ Select the file in the Select System Configuration dialog and click Open.

+ Click Set as Default to set the custom configuration as the default configuration.

System Name Client Name E‘;:E: Name g;:f“ Name
15 | Gender Gender Gender Gender

16 | Sequence Sequence Sequence Sequence

17 |Dose Dose Dose Dose
Treatment_Description TreatmentDescription Treatment Treatment

19 |Period Period Period Period

20 | Day Day Day Day

21 | Treatment_Display Treatment_Description Treatment Treatment

22 | Analyte Analyte Analyte Analyte

23 |L00Q LOGg LOQg LOG

24 |Relative_Mominal_Time : *Relative_Nominal_Time*: Nominal Time :MNominal Time

Figure 15-10. Default study variables

Study Variables  PK Parameters Concentration Variable Template Selection  Time Variables

System Name Client Name I;;:E: Name g:_:fay Name

115 | Gender Gender Gender Gender

16 | Sequence Sequence Sequence Seguence

17 [Dose Dose Dose Dose

: reatmentDescription Treatment Treatment

19 | Period Period Period Period

20 [Day Day Day

21 | Treatment_Display : Trea"{:m ent_DispI.éyr ) Treatment Treatment

22 | Analyte An a.;' 3 Analyte Analyte

23 |LOQ LOGQ LaQ LOQ

24 |Relative_MNominal_Time : *Relative_Nominal_Time*: Naminal Time {Naominal Time

Figure 15-11. Custom study variables

Note: If Treatment_Display is not in the dataset, AutoPilot Toolkit displays a warning and defaults to the
Client Name that Treatment_Description is mapped to. Users can either fix the problem or proceed
with the project.
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Note:

If the Treatment and Treatment_Display columns do not match with unique values, AutoPilot Tool-
kit gives an error message and does not allow the user to proceed with the project until the prob-
lem is fixed.

LOQ study variable

While LOQ numbers can be set on a run-by-run basis, AutoPilot Toolkit can also be configured to read
LOQ values from a data column by mapping the LOQ system name to the correct column.

For wide data, a cell in the LOQ column can be empty or contain a value. However, the LOQ value
must be the same for all concentration variables that use the column. For example, wide data can
contain an LOQ column with empty cells and cells with a value of 0.05.

For data stacked by analyte, a different LOQ value can be set for each analyte. The value for LOQ
must be the same across a single analyte. For example, the following table depicts data stacked by
analyte for three analytes.

Analyte |[Time LOO
Alpha 0

Alpha 2

Alpha 4

Alpha 8

Alpha 16

Beta 0 0.05
Beta 2 0.05
Beta 4

Beta 2

Beta 16

Gamma 1] 0.05
Gamma 2

Gamma 4 0.08
Gamma a8

Gamima 16

Figure 15-12. Example of data stacked by analyte

In this case, the Alpha analyte will have no LOQ, the Beta analyte will have an LOQ of 0.05, and the
Gamma analyte will have no LOQ: if different LOQ values are entered for the same analyte, they are
all ignored.

» To use LOQ values from the data columns, select the Output Options tab in the AP Automation
object.

For more information see “Display tabs”.

PK Parameters tab

In the PK Parameters tab, an administrator can set the display name, which is used in the final gener-
ated output, and the file name, which determines the root name of the graph output file for a specific
parameter (AUCHast. Jpg, for example). The display name can have superscripts, subscripts, and
some symbols.
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System Name Client Name File Name + | Display Name:
5 : m no
2 |Rsqg_adjusted : Rsg_adjusted Rsg_adjusted H2
3 [ Corr_XY Corr_XY Carr_XY
4 |No_points_lambda z: No_points_lambda ziNao_paints_lambda_z E
5 |Lambda_z Lambda_z Lambda_z
6 |Lambda_z_lower Lambda_z_lower Lambda_z_lower
7 |Lambda_z_upper Lambda_z_upper Lambda_z_upper
£ |HL_Lambda_z HL_Lambda_z HL_Lambda_=z bl

Figure 15-13. PK Parameters tab

To set the file name
» Select a parameter in the File Name column.
» Change the file name.
To set the display name
+ Select a PK Parameter.
The parameter is displayed in the Display Name area.
* Modify the parameter display name by clicking the Superscript or Subscript button.

* Add a symbol to the parameter display name by selecting one in the Symbols menu.

Concentration Variable Template Selection tab

On the Concentration Variable Template Selection tab, administrators can set the mapping for the
Concentration Variable column by using the pointer to drag the matrix [M], analyte [A], route [R], and
asterisk [*] symbols from the Palette to the Template, or by typing a base name in the Base Name
field.

Note: In order to support a greater variety of concentration columns, the concentration variable template
now contains an asterisk [*] as a wildcard field.

As shown below, no route is selected and the base name is Conc, so the column name is defined by
the template [Matrix]_[Analyte] *Conc*.
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Study Variables PK Parameters Concentration Varable Template Selection  Time V|
Palette Template

MI[M] _ [A] = _ R
(A}

[R]
[]

Base | _

Hamg — |CEII'IC

Preview:

[Matnix]_[Analyte] *Conc*

Mote: Uinderscores within the Matrix, Analyte and Route names may introduce
ambiguity that would prevent us from recognizing your concentration columns. So
please avoid using underscores in concentration column names.

Figure 15-14. Default Concentration Variable Template Selection tab

Concentration variable template using an asterisk

Some concentration column names in datasets that must be supported by AutoPilot Toolkit have com-
ponents set off by underscores that are neither analytes, matrices, routes, or base names. For exam-
ple, Concentration_1, Concentration_2, and Concentration_3. or the name of the compound being
tested. To handle a greater variety of concentration columns, the concentration variable template rec-
ognizes a wildcard field with an asterisk [*].

For example, if the concentration column name is PLS_XYZ_PKConc, use the following steps to
change the concentration variable template:

» Use the pointer to drag [A] (analyte) from the Template to the Palette.

» Use the pointer to drag [*] (asterisk) from the Palette to the Template to allow AutoPilot Toolkit to
bypass the XYZ part of the name.

The column name PLS_XYZ_PKConc is defined by the template [Matrix]_[*]_*Conc*.

301



AutoPilot Toolkit
User’s Guide

Study Variables PK Parameters Concertration Varable Template Selection  Time |
Palette Template

LU 1) IS € (e
[A]

[R]
[]

Base | _

Hamg — ||:EII'IC
Preview:

[Matrix] [*] *Conc*

Mote: LUinderscores within the Matrix, Anahte and Route names may introduce
ambiguity that would prevent us from recognizing your concentration columns. Sao
please avoid using underscores in concentration column names.

Figure 15-15. Concentration Variable Template using asterisk

Concentration variable template selection for stacked data

To use stacked data, use the pointer to drag [A] (analyte) to the Pallet. The column name is defined by
the template [Matrix]_ *Conc*.

Study Varables  PK Parameters  Concentration Varable Template Selection  Time
Palette Template

MMl
(A

[R]
[]

Base | _

Hame — ||:|:I|'IC
Preview:

[Matnx] *Conc*

Mote: Underscores within the Matrix, Analyte and Route names may introduce
ambiguity that would prevent us from recognizing your concentration columns. Sa
please avoid using underscores in concentration column names.

Figure 15-16. Concentration Variable Template used for stacked data
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The AutoPilot Toolkit project AutoPilot Comparison Demo - Stacked Data.phxproj
is located in . \Examples\AutoPi lot. This project file can be used to run a comparison project
using stacked data. Users can compare the output from a stacked data comparison project with the
output from a wide data comparison project.

Missing analyte columns

An analyte must be present in a data column in order for AutoPilot Toolkit to recognize a stacked data-
set. If an analyte column is not present, the data is analyzed as if it was wide data.

Time Variables tab

The Time Variables tab is used to set the default time variables and to map the Relative and Nominal
start and end times to the correct column names in the dataset. Users can select the time variable to
map, and enter the input data variable name in the Identifying Text field.

In the screen shot below, Time is entered as the identifying text for Relative Nominal End Time. This
means that AutoPilot Toolkit will select all columns with Time in the name.

Study Variables PK Parameters Concentration Variable Template Selection Time Variables
Default Time Value

By default, WinMonlin models use ® actual or ) nominal time values

Time Variable Identifying Text
1 Relative Mominal End Time :Relative_Mominal_End_Time
2 Relative Mominal Time Relative_MNaominal_Time
3 Relative Actual End Time Relative_Actual_End_Time
4 Relative Actual Time Relative_Actual_Time

Figure 15-17. Time Variables tab

When an AP Automation object is created, users have the option to select which column to use. See
“Display tabs”.

Item Table Graph

Decimal Alignment

Automatic Splitting

¥-Padis Split -
Display Matrix W v
DisplayAnalyte W v

Concentration Qutput (Variable Used) | PLS_Carterolal_PKCONC |« [ PLS_Carterolol_PKCONC |

Actual Time Qutput (Variable Used) Relative_Actual_Time |w [ Relative_Actual_Time |-

Mominal Time Output (Variable Used) | Relative_Nominal_Time H Relative_Mominal_Time Rg

Include Source Information

Tables Graphs Texts
Source Location Source Location Source Location
Date and time stamp Date and time stamp Date and time stamp

Figure 15-18. Time variable column selection
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AutoPilot Toolkit business rules

The following table summarizes the business rules that set formats and options for calculations and
output in AutoPilot Toolkit. For each rule the table indicates whether the rule is approved for work-
sheet and graph output and whether the user can activate/deactivate or modify the rule on a run-by-
run basis. For details see the descriptions for each rule listed after the AutoPilot Toolkit Business

Rules table.

Business rules

Rule and page number for details Tables | Graphs | Run-specific | Enable/Disable;
default selection
General
Context-sensitive footnotes Y Y N Y; disabled
Managing footnotes Y Y N
PK parameter percent-extrapolated thresh- Y; enabled
old
— Calculation of summary values Y Y N
— Footnote Y N N
PK parameter Rsq adjusted threshold Yes; enabled
— Calculation of summary values Y
— Footnote Y N N
LOQ replacement Y; some enabled
— Calculation of summary values Y Y N
— Footnote Y N N
Matrix mapping Y Y N Y; enabled
Summary statistics display for small sample | Y Y N N; admin can set
sizes (Summary stat calculation criteria) defaults
Summary statistics based on % threshold Y Y N N; admin can set
(Summary stat calculation criteria) defaults
Individual values of zero treated as missing | Y Y N N; admin can set
(Summary stat calculation criteria) defaults
Exclusions Y Y Y Y; enabled
Tables
General business rules Y N Y; tables only; | N
all footnotes
on each split
Missing references in WinNonlin Y N N Y; enabled
Intext Table Template tab Y N N N
Display of different sample sizes in intext Y N N Y; enabled
tables
Significance level display in statistical tables | Y N N Y; enabled
Footnote about model time Y N N Y; enabled
RNT predose replacement Y Y Y; set LOQ Y; disabled
value only
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Business rules

Rule and page number for details Tables | Graphs | Run-specific | Enable/Disable;
default selection

Display analyte and matrix information Y Y Y

Time deviations Y N N N

Multiple analyte handling Y Y

Graphs

Time scale algorithm N Y N Y; enabled

Categorical PK parameter graph X-axis N Y Y N

split/offset

Display analyte and matrix information Y Y Y N; admin can set
defaults

Axis starting points N

— Display negative scale for X-axis/Y-axis | N Y N

— Force X-axis/Y-axis to start at zero N Y N

Multiple analyte handling Y Y

Suppression of summary values below LOQ| N Y Y

General business rules

Context-sensitive footnotes

Managing footnotes

PK parameter percent-extrapolated threshold
PK parameter Rsq adjusted threshold

LOQ replacement

Matrix mapping

Summary stat calculation criteria

Exclusions

Context-sensitive footnotes

The Context Sensitive Footnotes tab under General business rules contains a list of non-numeric
default values. For example, NRC and EM are assigned the corresponding strings “No Sample
Received” and “Extensive Metabolizer” (respectively), which serve as footnotes for worksheet output.

The Enabled checkbox controls whether or not the context-sensitive footnote rules are applied.

In the Context Sensitive Footnotes tab, administrators can add footnotes to or remove footnotes from
this list by clicking Add and Remove. Administrators can also set Key and Footnote values and con-
figure whether matching values are set equal to zero when calculating summary statistics or if the
data should not be included (missing), which decreases the n-value.

In addition, administrators can configure which of the non-numeric values and corresponding foot-
notes are associated with the LOQ rule set. See “LOQ replacement”. The default settings for foot-
notes are shown in the following table.

Key Footnote Summary Stat LOQ GUI Overwrite
Calculation
LOQ LOQ: Lower limit of quantification. Zero No
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Key Footnote Summary Stat LOQ GUI Overwrite
Calculation
BQL BQL: Below limit of quantification. Zero No
HEM HEM: No sample, hemolyzed. Missing No
NRC NRC: No sample received. Missing No
INS INS: Insufficient volume to analyze. Missing No
PLC PLC: Placebo, not analyzed. Missing No
BLK BLK: Blank, not analyzed. Missing No
NBC NBC: No barcode, not analyzed. Missing No
NRI NRI: Assay interference, not analyzed. | Missing No
EM EM: Extensive Metabolizer Missing No
PM PM: Poor Metabolizer Missing No

More on the LOQ GUI Overwrite option

+ Ifthe LOQ GUI Overwrite is set to No or if an LOQ value is not entered in an AP Automation
object, then the Context Sensitive Footnote rules for calculation of summary statistics applies.

+ Ifthe LOQ GUI Overwrite is set to Yes and an LOQ value is entered in an AP Automation object,
then the Context Sensitive Footnote Rules for the calculation of summary statistics is disabled,
and the LOQ Replacement rules apply.

The LOQ GUI Overwrite feature associated with these rules and the context-sensitive footnotes work
as illustrated in the following table. Note that the settings in the third case potentially create two differ-

ent footnotes for the same entry in the concentration table and should be avoided by the administra-

tor.
LOQ GUI overwrite and context-sensitive footnotes settings
Data Context | LOQ GUI | LOQ Replacement Setting | Resulting Display in Table
Values Sensitive | Overwrite (values, footnote)
Footnote
BQL BQL: CSF | No Value: 0.5 BQL
04 footnote Replacement: LLOQ LLOQ
10.0 Footnote: LLOQ: LOQ foot- 10.0
note Footnotes
BQL: CSF footnote
LLOQ: LOQ footnote
BQL BQL: CSF | Yes Value: 0.5 LLOQ
0.4 footnote Replacement: LLOQ LLOQ
10.0 Footnote: LLOQ: LOQ foot- 10.0
note Footnotes
LLOQ: LOQ footnote
BQL BQL: CSF | No Value: 0.5 BQL
0.4 footnote Replacement: BQL BQL
10.0 Footnote: LLOQ: LOQ foot- 10.0
note Footnotes
BQL: CSF footnote
BQL: LOQ footnote
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LOQ GUI overwrite and context-sensitive footnotes settings

Data Context | LOQ GUI | LOQ Replacement Setting Resulting Display in Table
Values Sensitive | Overwrite (values, footnote)
Footnote
BQL BQL: CSF | Yes Value: 0.5 BQL
0.4 footnote Replacement: BQL BQL
10.0 Footnote: BQL: LOQ footnote | 10.0
Footnotes
BQL: LOQ footnote

For non-analyte comparisons, each automation run applies its own LOQ and AUC%EXxtrap rules.
However, only the rule for the reference study gets footnoted in the output. For plasma analyte com-
parisons, if there is a LOQ value set in the reference study, those same settings are used in the com-
parison.

Managing footnotes

Footnotes for graphs and/or tables can be selected and cleared in the Footnotes tab. An administrator
can manage footnotes in the Tables and Texts and Graphs areas. When the Provide source foot-
notes checkbox for graphs is selected, the checkboxes in the Include Source Information (Integral)
areas are selected. checkboxes for each footnote can then be selected or cleared. Clearing the Pro-
vide source footnotes checkbox disables all footnotes. When a table or graph footnote is disabled,
the area is made unavailable.

| Context Sensitive Footnotes |F|:u:|tnntes

All Footnotes: Enabling or Disabling

Tables and Texts |Cur|tead Sensitive Footnotes | Footniotes I AUCY; Exrap | Rsg Adjusted | LOGQ Replacement
Rrgvide source foot Enabled PK Parameter LOQ Rule
[] Provide all other fog Cmax W

Cmax_D
Footnote: < HVALUEH = Below limit of qu3 Cmin v
C
Summary Statistics i
co '
Clast

Figure 15-19. Footnote disabled for LOQ replacement

Multiple footnotes can be managed in the Footnotes tab. Settings made in the tab override any local
settings, although the local settings can still be edited.

PK parameter percent-extrapolated threshold

PK parameters that rely on the regression can be altered in the final presentation of graphs and work-
sheets. Administrators can choose to apply the rules by turning on the Enabled checkbox.

The display rules can be configured as follows:

» Specify whether the extrapolated value is to be based on Observed or Predicted data (pred or
obs).

+ Define a flag or replacement value for these PK values, with a corresponding footnote.
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The default is to flag the value with an asterisk when the value is greater than a value set in the
User Module and to provide a corresponding footnote: “* - Extrapolation exceeds #VALUE#%”,
where #VALUE#% is the user-defined value.

If the individual values are flagged, they are still displayed in the graphs. However, if individual
values are replaced with non-numerical values, they are not displayed in the graphs. The sum-
mary values are displayed the same for both graphs and tables.

Specify whether or not values that exceed the threshold are to be included in summary statistics
and derived parameter calculations.

Display crteria if value exceeds thrashold

Display Fule: | Use Fag - |
Calculstion Fue: |Include in Calculation vl
Abbreviation: )

Footnote: * BExtrapolation exceeds EVALUEHY, included in calculation.

Mote: HEVALUEH is a placeholder for the value selected by the user
in the Automation Display screen.

Figure 15-20. Default display settings for parameter values exceeding the threshold

Administrators can configure which, if any, PK parameters are affected by this rule by turning on
the corresponding checkbox in the table. This selection applies to both graphs and tables. Default
parameters include any PK Parameter that uses the regression fit as part of its computation,
including Volume, Clearance, any ‘infinity’ and ‘tau’ parameters, Half-Life, Lambda z, and Partial
AUCs.

PK parameter Rsq adjusted threshold

PK parameters that rely on the regression can be altered in the final presentation of graphs and work-
sheets. Administrators can choose to apply the rules by turning on the Enabled checkbox.

The display rules can be configured as follows:

Define a flag or replacement value for these PK values, with a corresponding footnote.

The default is to flag the value with a hash sign when the value is greater than a value set in the
User Module and to provide a corresponding footnote: “# - Rsq Adjusted lower than #VALUE#,
included in calculation”, where #VALUE# is the user-defined value.

If the individual values are flagged, they are still displayed in the graphs. However, if individual
values are replaced with non-numerical values, they are not displayed in the graphs. The sum-
mary values are displayed the same for both graphs and tables.

Specify whether or not values that exceed the threshold are to be included in summary statistics
and derived parameter calculations.
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Display crteria if value exceeds threshold

Display Rule: | Use Flag - |
Caoilston Bile: | Include in Calculation - |
Abbreviation: H

Footnate: # R=q Adjusted lower than #VALUEH, included in calculation.

Mote: EWVALLUEH is a placeholder for the value selected by the user
in the Automation Display screen.

Figure 15-21. Default display settings for parameter values exceeding the threshold

+ Administrators can configure which, if any, PK parameters are affected by this rule. This selection
applies to both graphs and tables. Default parameters include any PK Parameter that uses the
regression fit as part of its computation, including Volume, Clearance, any ‘infinity’ and ‘tau’
parameters, Half-Life, Lambda z, and Partial AUCs.

LOQ replacement

Limit of quantification (LOQ) replacement affects both tables and graphs for NCA models 200-202
and Trough only. It applies only if the automation user enters a value in the LOQ field of the Display -
Output Options tab of the AP Automation object (see the “Output Options tab” section). If a user
enters an LOQ value, values in the Concentration tables that are less than the LOQ and affected indi-
vidual PK parameters (Cmax, for example) are replaced with a text value, such as <#VALUE#, where
#VALUE# is the LOQ. Since they are replaced with text values, LOQ values are not displayed in
graphs.

All Concentration graphs and some PK parameter graphs include a horizontal line at the value of the
LOQ and a legend item identifying this line.

The display rules can be configured as follows:
* Use the Enabled checkbox to apply the rules.
+ Define a replacement value for these PK values, with a corresponding footnote.

The default is to replace the original value with < #VALUE# when it is less than a value set in the
User Module and to provide a corresponding footnote: “< #VALUE# = Below limit of quantification
(#UNITS#)”, where #VALUE# is the user-defined value and #UNITS# are the units of the column
used in the y-variable of the model (ng/mL, for example).

+ Specify if values below the threshold are to be included in summary statistics and derived param-
eter calculations as Zero, Missing, or a certain fraction of the specified LOQ value (Derivation).

* Indicate whether multiple footnotes are to be identified using letters or numbers.

« Administrators can configure which, if any, PK parameters are affected by this rule, in addition to
concentration tables. The complete list of PK parameters is Cmax, Cmax_D, Cmin, Cavg, CO,
Clast. By default, the rule is applied to Cmax, Cmin, and CO.

Matrix mapping

The Matrix Mapping tab allows administrators to specify matrix names in graph and table output. The
matrix names used in the input study data are listed in the Study Data Column Header Matrix Value
column.

Administrators can choose to apply the rules by turning on the Enabled checkbox.
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Complete names can be entered for the study data matrices in the Full Text Displayed In Output col-
umn. For example, PLS in the concentration column is displayed as Plasma in AutoPilot Toolkit out-

put.

The Type of Matrix Value column allows administrators to specify whether the matrix is Non-urine or
Urine.

Enabled

Study Data Column Header Matrix Value Full Text Displayed In Output| Type of Matrix Value

FLS Plasma MonUrine -

URM Urine Urine -

SER Serum MaonUrine -

WEBL Whole Blood Monlrine -
Add | | Deete

Figure 15-22. Matrix Mapping tab

Administrators can add matrix names to or remove matrix names from this list by clicking Add and
Delete.

Summary stat calculation criteria
Administrators can choose to apply the rules by turning on the Enabled checkbox.

Values of summary statistics with small sample sizes can be overwritten by text values with corre-
sponding footnotes. Administrators can set the following options:

» The text value and footnote applied for the overwritten statistics. This setting applies to all sum-
mary statistics. The user can set the footnotes based on output type. The default value is “NC”
with footnote: “NC = Not Calculated” for both of the output types. Depending on the output type
(Time Concentration/PK Parameter) the corresponding value is displayed in the tables. If a value
is changed to non-numeric (e.g., NC) in the tables, this value is not displayed in the graphs.

» The text value and footnote applied for the overwritten statistics when the number of samples is
less than the specified minimum. The user can set the footnotes to appear in tables and/or
graphs. The default is to apply the value (a solid circle) and footnote (“Small sample size rule
applied to calculation of summary variable”) to tables and graphs. In graphs, a single footnote is
displayed at the bottom of the graph. In worksheets, the footnote is displayed on a statistic by sta-
tistic basis.

» The text value and footnote applied when a value of zero is set to be treated as a missing value.
The user can set the footnotes to appear in tables and/or graphs. The default is to apply the value
(an empty circle) and footnote (“Zero treated as missing for calculation of statistics”) to tables and
graphs.

There are two business rules that can be used to set minimum sample size:
» the absolute number of values required
+ the minimum percentage

If both of these business rules are used in conjunction with one another, both minimum sample size
business rule conditions must be met before the summary statistics are calculated and displayed in
the tables.

*  Turn on the Apply Zero as missing only under Small Sample Size checkbox to set zero values
as missing only when the Small Sample Size rule is not met.
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Note:

Turn on the Do Not Overwrite LOQ Summary Statistics Replacements to retain the LOQ sum-
mary statistics values.

Turn on the Do Not Use Raw Data for Small Sample Size checkbox to prevent small sample
size from using raw values of data.

Administrators can configure which, if any, PK parameters are affected by the rules. Turn on the
Select checkbox to apply the rule to the parameter. For the minimum sample size, select the
value from the pull-down menu. For the sample percentage, enter the minimum percentage, rela-
tive to the total sample size, that must exist in a profile before summary statistic calculations are
performed. (This percentage is calculated as the number of non-missing, non-alphanumeric val-
ues divided by the total number of samples.)

By default, the minimum sample size of two rule is applied to all PK parameters.

Turn on the Treat zero as missing checkbox for a summary statistic to allow values of zero to be
treated as though they were missing during the calculation.

When loading a saved system XML file in which the small sample size is set to a value other than
the default, you may have to reset that value. There are situations that can cause the small sample
size for certain summary statistics to become frozen at a value of 1, so the value in a saved sys-
tem XML file may be ignored.

Exclusions

The general exclusion display rules can be configured as follows:

Turn on the Enabled checkbox to apply the rules.
Define a replacement value for excluded values in tables, with a corresponding footnote.

The default is to replace the excluded value with an asterisk and to provide a corresponding foot-
note: “Excluded from the calculation of descriptive statistics”.

Turn on the Apply as Default Time Point Exclusion to Concentration Tables checkbox to
have the Apply Time Point Exclusion to Concentration Tables option in the User mode
checked by default.

Define a replacement value for excluded values in graphs.

The default is to replace the excluded value with a cross hair symbol (+).

Table business rules

Missing references in WinNonlin

Intext Table Template tab

Table data display using decimal alignment
Table splitting

Display of different sample sizes in intext tables
Significance level display in statistical tables
Footnote about model time

RNT predose replacement

Display analyte and matrix information

Time deviations

Multiple analyte handling
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Missing references in WinNonlin

In the Missing References in WinNonlin tab under Table business rules, administrators can specify
how missing or non-existing data points are handled.

Turn on the Enabled checkbox to apply the corresponding rule.

Missing values

For existing WinNonlin missing values of '.", -, 'missing,’ or ‘blank’ in study data, values are replaced
with the string listed in the Value Replacement field. A footnote is also added below the table.

Footnote defaults for specific table types

Table Type Body of Table Statistical Block Footnote

Time Concentration NS NA NS=No Sample
Demographic NR NA NR=Not Recorded
PK Parameter NC NA NC=Not Calculated

As shown in the table above, missing values summary statistics use NA in two different ways, NR,
and NC with corresponding footnotes. Footnotes associated with other business rules such as LOQ
are discussed separately under each of the rules.

Note: The wildcard character for context-sensitive footnotes is * (asterisk).

Non-existent values

For non-existent time points, administrators can choose a replacement value and a footnote instead
of leaving the cell blank. For example, if a study design indicates that concentration readings are
taken every 15 minutes for three subjects, and only every hour for one subject. The single subject will
have three missing values for each hour. In this type of situation, users can replace the empty data
field with the text string listed in Value Replacement.

Missing descriptive statistic values

For missing descriptive statistic values of '.", '-', 'missing,' or ‘blank’, values are replaced with the string
listed in the Value Replacement field, ‘NA’ by default.

Intext Table Template tab

The Admin Module allows users to configure the intext tables to display values using one of the tem-
plates below and sets which PK parameters, if any, are considered time dependent. A list of possible
time-dependent PK parameters is displayed with the following selected as defaults: Tmax, Tlag,
Tmin, Tlast, Tmax_Rate, and Mid_Pt_last.

Intext template

Template Subgroup 1A Subgroup 1B

(not time-dependent) (time-dependent)
Template 1 AxB A(B-C)
Template 2 A (B) A (B, C)
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Intext template

Template Subgroup 1A Subgroup 1B
(not time-dependent) (time-dependent)
Template 3 A A
B (B-C)
A
(B, C)
Template 4 A+B A
() (B-C)
Template 5 A (B) A
[C] (B,C)
Template 6 AtB A
(C) D] (B-C)
Template 7 A (B) A
(C) D] (B.C)
Template 8 A(B-C) A (B, C)
Template 9 A(B, C) AB-C)

In the table above, A, B, C, and D in the Template 1A column and A, B, and C in the Template 1B col-
umn represent unique summary statistics, e.g., A = B could represent Mean + SD in Template 1A and
A (B — C) could represent Median (Min — Max) in Template 1B. Select the summary statistic for each
variable using the pull-down menus beneath the template equation. Use the Location in Output
option to define where the template information is to be displayed.

Additional rules

Table data display using decimal alignment

This rule allows all tables to be created with decimal alignment. Admins can set this rule as a default,
or allow the user to select it on a run-by-run basis. This selection is made to alter the horizontal align-
ment of numerical values in tables such that all values in a given column are aligned around their dec-
imal points.

The exceptions to this rule are:
* Values that have an associated footnote are not decimal aligned

* Negative values are not decimal aligned

Table splitting

In some cases, all information within a specific table might not fit within the standard margins of a sin-
gle page due to a large number of subjects, treatments, and others. In such cases, admins can allow
tables to be split across multiple pages. If splitting is allowed, the user sets whether to split tables for
each automation or comparison run. This selection affects all tables in a run and appends a split seg-
ment to table file names for that run. All tables can be split except for PK_Stats.

During a run, AutoPilot Toolkit determines whether splitting is warranted for each table and deter-
mines the splits needed to conform to the appropriate page margins using the following rules:

+ Table headers are carried over to each file in a split table.

» Data columns that are underneath a set of merged cells can be separated across split table files
with the exception of the Intext tables. Columns that are underneath a set of merged cells within
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an Intext table are considered a group. These groups cannot be split; the entire group is moved to
the next split table file when needed.

« Splitting across rows within the summary statistics section is not allowed.

« Identical footnotes are displayed at the bottom of each split table, independent of whether the
associated value is contained in that specific split table. For example, a table containing the foot-
note “BQL - Below quantification limit” is split into four smaller tables. Each of these split tables
has the identical footnote “BQL - Below quantification limit” even if the BQL value is not present in
each of the smaller split tables.

« The split table file names indicate the position of each file in the whole table following the scheme
mapped out below. Two numbers are appended to each the end of each file name. The first num-
ber identifies the split table’s position by row; the second, by column, as follows:

11 1.2
21 22
Examples of file names with table splitting
Original (Un-split) Table Splitting Total Number of Files | Final (Split) File
Table File Name Selected in User after Splitting and Names
Module Description
Concentration_Trt1 No 1; no splitting allowed | Concentration_Trt1
Concentration_Trt1 Yes 1; no splitting needed | Concentra-
tion_Trt1_1 1
Concentration_Trt1 Yes 2; original table too Concentra-
wide tion_Trt1_1_1
Concentra-
tion_Trt1_1 2
Concentration_Trt1 Yes 2; original table too Concentra-
long tion_Trt1_1_1
Concentra-
tion_Trt1 2 1
Concentration_Trt1 Yes 4; original table too Concentra-
long and too wide tion_Trt1_1 1
Concentra-
tion_Trt1 1 2
Concentra-
tion_Trt1 2 1
Concentra-
tion_Trt1 2 2

Display of different sample sizes in intext tables

For intext tables, summary statistics on PK parameters might have different sample sizes within the
same treatment. The representative sample size for each treatment, presented in a row at the top of
the intext table, is based on the number of subjects with Cmax values for each treatment. PK param-
eter summaries that are based on a different sample size are footnoted. Administrators can set the
following options:

« Whether or not to enable this rule. The default is Enabled.

+ If this rule is used, then administrators can choose to flag footnotes using letters or numbers. The
default is letters.
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Significance level display in statistical tables

P-values below a certain threshold can be overwritten by a configurable text string. Administrators
can configure the following:

*  Whether to implement this rule. The default is Enabled.

+ Aglobal threshold value below which p-values are overwritten. The default is to replace values
less than 0.05.

+ The text value with which to replace the p-values. The default is “< 0.05".

Footnote about model time

Values that are based on Relative Nominal Time rather than the default, Relative Actual Time, can be
automatically flagged and footnoted. All tables except demographics are displayed with a footnote
indicating that Nominal Times were used instead of Actual times. Administrator configurations include
the following:

« Turn on the Enabled checkbox in the Footnote about Model Time area to set this rule. The default
is enabled.

« In the NCA model time footnote field, users can enter a new footnote. The default footnote is
“Nominal Times used as time variable for NCA”.

RNT predose replacement

RNT values that are less than zero can be replaced with a text value indicating predose values. This
option is enabled by default to replace all RNT values less than zero with the text value Predose.
Administrators can choose to replace values that are less than or equal to zero, and can edit the
replacement text value. To use negative RNT values, the Enabled checkbox must be cleared.

Display analyte and matrix information

Matrix and analyte information can be included in the column headers of output tables by turning on
the Matrix and/or Analyte checkbox below the desired table types. Administrators can use the Column
Mapping tab to map the matrix abbreviation for concentration columns in the study data to a full name,
which is displayed in the final output. The concentration column headers follow the nomenclature of
[Matrix]_(AnalytelD) CONC, where the [Matrix] defines the sample matrix. The [Matrix] information
can be abbreviated in the column header; with the aid of the mapping, the entire text can be displayed
in the output. For tables, the display is in the form of an additional header.

Administrators can make this functionality available as user options by turning on the Available to
user checkbox.

Time deviations

Administrators can configure settings to calculate and flag deviations from planned time as follows:
* Choose a formula for the calculation of the Time Deviations parameter

» Set a threshold for flagging values

» The abbreviation (flag) and footnote to use are set in the corresponding fields

The default is to use the formula: ((Relative Actual Time — Relative Nominal Time)/Relative Nominal
Time)*100, with a threshold of 15. Time deviations are then flagged with an asterisk and the footnote
“Actual sampling time exceeds +/-#VALUE#% of nominal sampling time threshold".
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Multiple analyte handling

Administrators can select whether or not to produce separate tables for each analyte. They can also
select whether or not to group table columns by treatment and then by analyte.

Graph business rules

Time scale algorithm

Categorical PK parameter graph X-axis split/offset
Display analyte and matrix information

Axis starting points

Multiple analyte handling

Suppression of summary values below LOQ

Time scale algorithm

The Time Scale algorithm, which is applicable to graphs with a continuous time-based X-axis (for
example, time or midpoint), is enabled by default in the Admin Module. If it is disabled, graphs use
SigmaPlot's internal algorithm for applying X- and Y-axis scales and for minor and major ticks. Admin-
istrators can both enable and configure the settings for this rule, and also choose whether to make
the settings configurable by the user during automation and comparison runs.

Note: Any settings selected in the Admin Module can be overridden by the user if the Available to user

checkbox is selected.

This rule has two parts:

» Force all graphs to have the same X-axis and/or Y-axis scales.

* Force graphs to have consistent ticks and labels for time-related x-variables.
Part 1: Force all graphs that have a continuous time-based X-axis (time, midpoint, etc.) to have the
same X-axis scale and ticks and/or the same Y-axis scale and ticks. The following configurations are
available:
* Y-axis scaling (choose one option in the user interface):

» Uniform automatic across all graphs: Based on the maximum value of the dependent variable
associated with all data points from the entire dataset. This option is the default.

« On a graph by graph basis: Based on the maximum value of the dependent variable associ-
ated with all data points for a given graph.

» Uniform for linear and on a graph by graph basis for log graphs: Combination of the first two
options, the first is applied to linear graphs and the second to log graphs.

* On a graph by graph basis for linear and uniform for log graphs: Combination of the first two
options, the first is applied to log graphs and the second to linear graphs.
+ X-axis scaling (choose one option in the user interface):
» Uniform across all graphs: Based on the maximum time point associated with all data points
from the entire dataset. This option is the default.
« On a graph by graph basis: Based on the maximum time point associated with all data points
for a given graph.
Part 2: Force all graphs that have a continuous time-based X-axis (time, midpoint, etc.) to have con-
sistent ticks and labels for time-related x-variables.

The Major ticks time scale table in the Admin Module and user interface is shown in the screen shot
below. If the maximum time point value in a dataset (or a subset of the dataset if the On a graph by
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graph basis option is selected) is within the range specified by the lower and upper bounds, that row
in the table is used to establish the associated major tick frequency, tick units, and the maximum time
scale. The range is always interpreted in hours regardless of the original dataset study units.

[ Enabled (Siama Piot defaults will be used if disabled) B Available to user
Y-mas scaling:  Uniform aulematic across all graphs -
K-Poris
Scaling: Uniform acnoss all graphs -
Maijor Ticks
Time Scale:
tﬁ:‘:‘; EES:E ;—rﬁg Tick units Maximum time s¢

If max time of profile is between] 0 jand| 48  hours,then tick every, 4 [study unil:sj - ';with a max. time scz

IF max time of profile is between] 48 [and| o ho urs, then tick every] 8 . -sl:udy.r un]l:s: - -;with a max. time scz

Mirior Ticks
Mumber of ticks displayed: 1

Figure 15-23. Time Scale Algorithm tab

For example, for a Concentration by Treatment graph, users might have two treatments, where the
last observation of Trt A is at 24 hours and last observation of Trt A is at 240 hours. If the default
selection of Uniform across all graphs is specified for the X-axis scaling, using the screenshot below
as an example, only the second row in the table applies to both treatments. However, if the X-axis
scaling is changed to On a graph by graph basis, then users can see that for Trt A the first row in the
table would apply, but for Trt B, the second would apply.

The second row in the table overrides the study units and that the graphs are generated with time
units of days. In the screen shot below, because the Tick unit column was changed from the default
Study units to Days, an administrator made the applicable calculation and changed the value in the
Tick frequency column to reflect the tick frequency.

Major Ticks
Time Seale:

I;::::J EEE:E ;l":z Tick units Maximum time scale

If max time of profile is between] 0 jand| 48 hours, then tick every] 4 [study units - ';wi‘th a max. time scale am

I max time of profile is between! 48 [and| oo i'lnurs, then tick every| 05 -stud':.r units - .:with a max. time scale am

< | m | b

Figure 15-24. Major Ticks Time Scale table

The user interface is similar to the screen shots above, with the exception of the Enabled or Available
to user checkboxes, which are not shown, and the time units displayed in the Tick units column are in
the units for the current study loaded. These settings only apply to the JNB, JPG, EMF, and WMF files
that are created by AutoPilot Toolkit. The settings do not apply to the WinNonlin charts that are cre-
ated in the Summary_PK_Text document.
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Additional rules

Categorical PK parameter graph X-axis split/offset

PK parameter graphs can have a Split X-axis based on individual and summary values or Offset.
Administrators can make this functionality available as user options by turning on the Available to
user checkbox.

Display analyte and matrix information

Matrix and analyte information can be included in the axes labels of graphs by turning on the Matrix
and/or Analyte checkbox below the desired graph types. Administrators can use the Column Mapping
tab to map the matrix abbreviation for concentration columns in the study data to a full name, which is
displayed in the final output. The concentration column headers follow the nomenclature of
[Matrix]_(AnalytelD) CONC, where the [Matrix] defines the sample matrix. The [Matrix] information
can be abbreviated in the column header; with the aid of the mapping, the entire text can be displayed
in the output. For graphs, the display is included at the beginning of the y-label. Note that the Analyte
name only displays in the y-label for wide (non-stacked) data.

Administrators can make this functionality available as user options by turning on the Available to
user checkbox.
Axis starting points

Administrators can set the starting points for the X-axis and Y-axis independently. The options
include:

» Force the X-axis and/or Y-axis to start from zero (ignoring negative values)

» Force the X-axis and/or Y-axis to start from zero if all values in the set are positive values (if neg-
ative values are present, use the data values to determine the scale of the axis)

» Use the data values to determine the scale of the axis

Multiple analyte handling

Administrators can select whether or not to produce separate tables for each analyte. They can also
select whether or not to group table columns by treatment and then by analyte.

Suppression of summary values below LOQ

In AP Automation objects, administrators can prevent summary data values such as mean, median,
etc., that fall below the LOQ from appearing in any of the following types of graphs by turning on the
corresponding Suppress checkbox.

+ Plasma Time Concentration by Treatment
* Plasma Summary Time Concentration by Treatment
* Trough Time Concentration by Treatment
* Trough Summary Time Concentration by Treatment

This business rule is invoked on a run-by-run basis by setting LOQ output options in the Display tab in
the AP Automation object.

Selecting content for generated output

Administrators can use the options located under the PK Automation and PK Comparison nodes to
select which content is generated by default and which content the user can select to be generated
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when an automation or comparison run is performed. These options can be applied to tables, graphs,
and text.

Note:

Table data: An administrator can select which tables are available to the user and which are
selected by default by category under PK Automation and PK Comparison. In the Format section,
administrators can specify the orientation and page size, and margins. Administrators can also
specify alignment, font, font size, and font style and border elements. Text elements can be
assigned by table category and section of table.

Graph data: An administrator can select which graphs are available to the user and which are
selected by default by category under PK Automation and PK Comparison.In the Format section,
the administrator can specify the orientation and page size, margins, and the graph presentation
order and number of graphs per page. In the Output Detail section, the administrator can select
graph summaries to include by selecting the Create Graph checkbox.

The Create Graph checkbox only affects the summary portion of the graph. Clearing the checkbox
DOES NOT prevent the creation of the graph, only the summary information.

Appendix data: Administrators can specify which appendix types are available for users and
which types are selected by default for the output. In the Format section, an administrator can
specify the orientation and page size, margins, and the graph presentation order and number of
graphs per page. The format options apply to individual appendices only.

Crossover/Parallel: Administrators can use this node to select which studies are available to the
user and which are generated by default.

Example

In the General > PK Parameters menu, administrators can select a PK parameter, such as AUCall,
and make it available to users for a given type of study. For example, a single-dose extravascular
model. Administrators can further refine the selection by limiting the PK parameters that are available
to the user for an automation or a comparison run.

Select PK Automation > Table Data > Tables in the Admin Module menu.
Select PK Parameter in the Category menu.
The Available to User tab is displayed.

Select PK Parameter B in the Available: list and click Remove.
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PK Automation and PK Comparison intext table formatting

Intext table formatting options can be set in the Table Data Format sections in the Admin Module.

B 2dmin Module — O 4
= 7 € e Category: | ntext « #| Table Element
=1 Corfig Printing Table Elements  Line Elemerts Border Options
H- General
=" p}{ Putomation MName: Title ~ izplay
- T;al:-le Data Aignment: [Corter - Table Element
i Tables M
e Fort Info end
+ Graph Data Fant: |T|mes Mew Roman | ] Underdine
41~ Appendix Data Font Style: [Regular |
+- Crossover/Parallel
+1- PK Comparison /Fu:-nt Size: |12 | Edit
Table Element Border Elements
Formatting Options | Border Element: | Inside Horizontal W
[] Show:
Thickness: Single b
Weight: Thin o

Figure 15-25. Formatting options for the PK Automation Intext table

In the Admin Module, select Config > PK Automation > Table Data > Format or Config > PK
Comparison > Table Data > Format.

In the Category menu, select Intext or Comparison Intext.

Select the Table Elements tab.

In the Name menu, select a table element.

Clear the Display checkbox to remove a table element from the table output.

For example, select Footnotes in the Name menu and clear the Display checkbox to not include
footnotes in the Intext table output.

Click Edit to edit a table element’s font and style.

For Intext tables, Body formatting settings always override the Summary Statistic Value Settings.

In the Border Element menu, select a border section.

Available border sections include Inside Horizontal, Inside Vertical, Outline Bottom, Outline Left,
Outline Right, and Outline Top.

Borders can be removed from the output by selecting a border element and clearing the Show
checkbox.

Use the Thickness and Weight menus to define border shape and size.

Border formatting can be overwritten by other border formats. For example, the bottom border of
Title field overwrites the top border in the Header field.
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The following graphic shows where table elements are displayed in the Intext table.
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Figure 15-26. Example intext table
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table splitting, 313 Model
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urine data variables, 13
Normalization, 37
P
Partial AUCs, 15
PK Automation, 17
PK parameters
comparisons, 134
normalization, 37
R
Renal Clearance comparison, 69
RNT predose replacement, 315
S
Sample Collection Points, 10
SigmaPlot SPW.ini file, 4
Stacked data, 13
concentration variable template, 302
theory, 13
Stratification, 37
output requirements, 37
Strikeout effect not supported, 288
Study data
dosing, 10
Sample Collection Points, 10
subject variables, 10
Study variables page, 296
Subject IDs, 10
T
Tables, 97
automation output, 97
comparison output, 102
table splitting, 313
Treatment Description, 296
Treatment Display, 296
U
Undoing edits, 128
W
Wildcard character, 312
Word personalization, 5
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