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Integral Introduction

The ability to analyze and manage pharmacokinetic/pharmacodynamic (PK/PD) data from a
variety of sources in a centralized, systematic, and organized manner is increasingly import-
ant as pharmaceutical scientists attempt to process and analyze data from early stage drug
development and apply that information in the later stages of clinical testing. Added to this
need are growing demands for regulatory compliance to Food and Drug Agency guidelines
with respect to the way drug development data are collected and submitted for review.

Integral is a secure central repository for PK/PD and related data such as demographics and
covariate information, as well as modeling and analysis files from other tools, with the
resulting output data, images, and reports. Integral supports the use of Certara tools as part
of an improved decision-making process within the pharmaceutical development organiza-
tion. The system can manage and provide effective access to data across a diverse set of
compounds and development phases to support an improved, information-driven decision
process during drug development.

Integral enables users to capture essential data from internal studies as well as publicly
available information. With this information, users can build models of drug, disease, and
subject interactions useful for clinical trial design. Integral enables members of the clinical
development team, including biostatisticians, clinical pharmacologists, physicians, and trial
designers, to communicate using the language of drug models and clinical trial simulation.

Select one of the following links to learn more:
User Interface Description
Working with Folders
Working with Files
Search Repositories
Filter the Browser List
Copy and Link
Blind and Unblind Folders and Files
Lock and Unlock Files
Controlling Notifications
Folder Types
Property Types
File Types
Audit Reasons
Database Security
Auditing Changes to Integral Data
System Audit Report
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Glossary
Integral Plugin, synchronize Phoenix projects with data stored in Integral
Integral Client Application, synchronize local data with data stored in Integral.

See the “Compatibility and Whitelisted URLs” section for browser compatibility information
and a list URLs to be whitelisted.




Compatibility and Whitelisted URLs

Compatibility and Whitelisted URLs

The Integral application is compatible with Firefox version 77 or greater, Chrome version 83
or greater, Microsoft Edge version 83 or greater.

There are executables that may be flagged/quarantined by different antivirus software. This
can cause Integral to function improperly or even fail. To avoid these types of problems, the
following items should be included in an exception list for virus protection by your IT profes-
sional to enable all functionality, including Help and Support sites.

https://fonts.googleapis.com
https://integral.certara.com/
http://integral.certara.com/
https://integral-staging.certara.com/
http://integral-staging.certara.com/
https://auth.certara.com/
https://certara.com/
https://certara-ext-gw2ywp.okta.com/
https://api.segment.io
https://cdn.segment.com
https://ok11static.oktacdn.com
https://api.certara.io
https://onlinehelp.certara.com/
https://support.certara.com/

https://www.certara.com/

Note: On the login page, if you are unable to see the “Need help signing in” option, you may
need to adjust your font size or display resolution.

After entering your log in credentials, if you are returned to the same login page, verify
that your browser settings allow cookies to be saved and read.

11
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User Interface Description

Login

Toolbar
Repository
Browser
Favorites
Contents Tab
Properties Tab
History tab

Permissions tab

13
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Log in

Certara provides a set of rules that can be applied when an Integral user is creating their
password. The default settings for these rules are shown in the following image. These set-
tings may be updated, if requested by your organization, by contacting Certara.

Authentication Providers
Applies to Okta

Password Settings
Minirnur length 8 characters
Complexity requirements Lower caze letter
Upper case letter
Murmber {2-9)
Symbol (e.g.. E@#5%EN)
Does not contain part of username
Does not contain first name
Does not contain last name
Common password check @ Restrict use of common passwords
Password age Enforce password history for last 4 passwords
Minimum password age is 2 days
Password expires after 120 days
Prompt user 5 days before password expires
Lock out Lock out user after 10 unsuccessful attempts
Account is automatically unlocked after 30 minutes
Show leck out failures
Send lockout email to user

Account Recovery
Self-service recovery options EMS
Email
Resst/Unlock recovery emails are valid for 24 hours
Password recovery question complexity 4 characters




Toolbar

Toolbar

G

Integral eI

QO HNESA
OYO"E +

Total Root Folders (28

Certara

| Properties History

Home | Security | Copy/Link \ System Audit Report

Search Compare Administration of Folder,
Property, and File Types
For more information, see:
— Search
— Database Security
— Compare files
— Copy and Link
— Folder Types
— Property Types
— File Types
— System Audit Report
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Repository
The name of the repository is shown on the right, under the toolbar.

Click to select a different repository to which you have access. Once a repository is selected
that is not the default, Set to default is displayed.

Set to default ACME Corporation -

Clicking Set to default changes the default repository to be the one currently selected.




Browser

Browser

0Oy @ +

Total Root Folders (2)

Display Archived Folders

[
BB Analyses NCA
3 pata (7 LRA Data NCA
3 nea
D Assembly.m] . . ..
Contents Properties History Permissions
[:] Benchmark
m Benchmark Name Last Updated Descripion
=1 3
§l§ Benchmark
E] Assembly.manifest Assembly.m|
D Benchmark 0001 _NCA (... Benchmark
m Benchmark 0001 temp.Fi... Benchmark

Select a folder in the Integral browser to expand the listing and see subfolders and files. The
contents of the selected folder are also shown in the panel on the right, with some addi-
tional details, such as the date each item was last updated and the description.

Near the top of the right panel, below the item’s title, is the path to the selected item. Click

the [ icon to copy the path to the clipboard. The copied path Is the full path with slashes,
etc.

Below is a list of some of the folder and file icons that can appear in the browser:

Up-to-date folder @ Locked

Folder containing an QU .
Blinded
out-of-date item Q‘

KA A |

Selected folder @ eSignature enabled

Link “lS Grouped by metadata
1] Datafile

Image file

Text file

O

Unknown file type

The Display Archived Folders checkbox controls whether locked (archived) folders are visi-

ble in the tree. See “Lock and Unlock Files” for more information on archiving files and fold-
ers.

17
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Grouping

Grouping allows folders to be organized in the browser based on properties associated with
those folders.

Click “E in the Integral browser toolbar.

From the list of Available Properties for root folders, drag any properties to use for
grouping folders to the Selected Properties list.

3. Press Apply.

1.
-

Oy o=’ +

Total Root Folders (284)

ype

Available Properties

Compound

Project 2

Phase
Group
Study Type

Portfolio 4.

Set Grouping As Default Set Favorites As Default Reset

When grouping is applied, the Grouping icon above the browser changes to ": and
the same icon appears to the right of the grouped folders. Grouped folders will be listed
first in the browser, followed by all folders where grouping is disabled. Notice the num-
ber in parentheses, indicating the number of root folders that fall into that particular
category of the grouping.




Browser

Oy QO™ +

Total Root Folders (284)

Display Archived Folders
e
| RHE)
s
[ Q)
s
e
| {6
R 01Study

Control of whether a folder type can be included in grouping is located in the Admin
module using the Grouping enabled setting. See “To add a folder type” for more infor-
mation.

The grouping settings are remembered until the properties selected are changed in this
window. To save the Selected Properties list as the default grouping, check the Set
Grouping As Default box. Then, when the Reset button is pressed, the list will reflect the
saved default.

To return to the original default setting of grouping by root folder, drag all properties
out of the Selected Properties list and check the Set Grouping As Default box.

Use the Set Favorites as Default checkbox to control whether all folders are listed upon
logging into Integral (unchecked) or if only the folders that have been marked as favor-
ites are listed (checked).

19
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Browser options menu

©YV O -
Total Root Folders (284) LRA
Display Archived Folders -
D LRA (XX

BB Analyses
B Data

@ Documents

New Folder

Add to Favorites
Edit

Delete
Download File(s)
Lock All Files
Change Owner

+
v
/
]
!
8

Selecting or hovering over an item in the Integral browser shows an ellipsis to the right.
Click the ellipsis to display a pop-up menu of options. The options available in the menu
depends on the type of the item and user’s permissions. Click the link for more information.

Add a top-level folder

Add a sub-folder

Edit properties of a folder

Edit properties of a file

Favorites

Upload file(s) to a folder
Download a file

Lock and Unlock Files

Blind and Unblind Folders and Files
Delete one or more folders

Delete a file




Favorites

Favorites
Add Favorites
©Y Q" -
Total Root Folders (284)
1. || Tyee 2.
N Display Archived Folders
\bm ;
BB Analyses '
== New Folder
Bl Data :
€9 Add to Favorites
BB Documents / Edit
= @ Delete
[ 4§ Download File(s)
= @ Lock Al Files
o  Change Owner
- =

1. Select an existing folder.
2. Click the ellipsis button.
3. Select Add to Favorites from the pop-up menu.

View Favorites

QY QOT |0V e +

Total Root Folders (24| Total Root Folders (2)
Display Archived A Display Archived Folders
Y [ Lra
BB Analyses BB Analyses
B Data Bl Data
BB Documents B Documents
- B TesT
A N

Toggle the Favorites icon above the Integral browser to switch between the full list of items
and favorites list.
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Contents Tab

The contents of the item selected in the Integral browser are shown in the Contents tab
along with the date each item was last updated and the description.

If the selected item is one of the following types, the contents of the file is displayed:

Plain text files (TXT, LOG, etc.)

csv

DAT

HTML

PDF

Microsoft Word documents (DOC, DOCX, RTF)
XPT

Supported image file (BMP, GIF, JPEG, etc.)




Properties Tab

Properties Tab

The properties for a particular item are controlled by the system administrator (see “Prop-
erty Types”). Some of the more common ones are listed here:

Created On: Date folder/file originated.

Blinded: Indicates whether the folder/file is blinded (True) or unblinded (False).
Compound: Name of the drug(s) that used in the study.

Created By: Name of the person who created the file/folder.

Description: Optional narrative text that can be entered to describe the folder/file.

eSignature Required: Indicates whether the folder eSignatures are enabled (True) or dis-
abled (False)

Folder Type: Shows the value set for the Folder Type property.

Indication: The condition or illness that is being treated in the study (e.g., depression).
Locked: Indicates whether the folder/file is locked (True) or unlocked (False).

Name: Name of the folder/file.

Owner: The name of the user who owns the folder/file.

Portfolio: Different groupings of projects or compounds. For example, it could be used to
group studies in a therapeutic area such as CNS.

Revision: Numeric identifier indicating the number of times the folder/file has been
changed and saved up to that point.

Security Context: Shows if the folder is a Root Folder.
Size: File size.

Study Design: Design of the study you selected.
Study End Date: The ending date for the study.
Study Start Date: The beginning date for the study.

The Inherited Properties section lists any properties inherited from the parent folder.

View properties of a folder or file

1. Select the folder or file in the browser on the left.

Note: If needed, the list of studies can be filtered. (see “Filter the Browser List”).

2. Click on the Properties tab on the right:

23
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History tab
Every change that is made to a Integral file or folder is logged in an audit trail. A brief over-
view the history can be viewed or a full audit report can be generated. Users with a mini-
mum of READ access to the study can view the history and generate audit reports.
View history of a folder or file
2 2.
Contents Properties History 7 Permissions
Author: /7_
Authored At: /
Revision:
Description:
Events b
3a 0 Date/Time J User Reason
N 3b.
v 9 % X commit for folder code A
A 9 commit for folder outpu
v 8
Files/Folders Files in Selected Folder Tree v
5.,./Propertles ' o -
_savePoinf | AL Al Files in Selected Commit
6.‘4 -
1 Inserted
1 Inserted
1 Inserted
1. Select the folder or file in the browser on the left.
Note: If needed, the list of studies can be filtered. (see “Filter the Browser List”).
2. Click on the History tab on the right:
3. For afolder, expand the Events section, and click the arrow next to an ID to expand the
row and view the files related to the event.
If the event involved the deletion of a file, the file can be recovered by clicking B to
download it. Then upload the file back to Integral as a new file.
Use the Files in Selected Folder Tree dropdown to switch between only listing the files
in the folder or listing all of the files that were part of the selected event.
4. For afile, a list of revisions is given. Click & to download a copy of the revised file.

When there are multiple revisions for a file, click O to go back to that version of the

file. The content of the file is reverted and it is logged as another revision. (If the file is
within a savepoint and further work is needed on a particular version of the file, either
revert the entire savepoint or download the needed file version.)




History tab

4.
A
Revision Author cr'::;‘"i 4 Commitld Action  Reason ,ff \
f |
3 6638 Updated Revertto rev l. t'{
2 6637 Updated |Tast I § :}
. 6635 Inserted  IVIVC 45

5. Expand the Properties section to view a list of associated properties, their values, the

7.

date of creation and the author.

Expand the Save Points section (available only for savepoint-enabled folders) to see a
list of previously saved savepoints, the date/time of creation of each savepoint (in UTC),

and the author.

See “Load a prior state of a folder” for more information.
To generate an audit report, click Generate Audit Report. See “Auditing Changes to Inte-

gral Data” for more information.

Note: The History tab for a study only displays the current data; it does not show the data prior

to any changes.

25
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Permissions tab

OV QO +

Total Root Folders (284)

L
Display ArchiW,
=TT 2. 3. a.
Analvses A 1

- . . ), T \ |
[ ] Contents Properties History Permissions \ i
[ Effective User Permissions v

-

-

Group Permissions

Name T Criteria Check All Root
2 5 ] &
B EEEIEEE
4 =
C ¢ W Q& 4 O x w
Admin Access v Vv VARV ARV 4

1. Select the folder or file in the browser on the left.
Click on the Permissions tab on the right:

3. Click Effective User Permissions to expand the list of users and their permissions for the
selected folder or file.

Type in the Search Users field to filter the list.
4. Click Effect Group Permissions to expand the list of groups and their permissions for the
selected folder or file.

These permissions are determined by the permissions assigned to the author of the folder
or file. See “Edit a user in the system database” for more on user permissions.

Note: If a folder’s author is editing the Effective User Permissions of a folder and an administra-
tor is making changes to the same folder in the Security module at the same time, what-
ever changes that are made last will be applied.




Folders

Predefined Folder Types
View information about a folder
Add a top-level folder
Add a sub-folder
Edit properties of a folder
Transfer ownership of root folder
Delete one or more folders
Load a prior state of a folder
See also

Folder Types

Copy and Link.

Blind and Unblind Folders and Files.

Lock and Unlock Files

Grouping

27
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Predefined Folder Types

The predefined folder structure in Integral is described in this section. It is important to
remember that Integral is very flexible and that a very large percentage of the folder struc-
ture is customizable.

There are two predefined, top-level folder structures:

Study - Set up for storing all information for a particular study, e.g., a clinical study. The
study may be centered around a client, an indication, a study type, a study design, a
compound, a therapeutic area, a group (team) of Integral users, a program, a phase, or a
portfolio.

Study
Data
Documents

Analyses

Analysis

Library - As a top-level folder, this folder type could be used to store templates, reports,
code files, graphics, or documents that might be used by multiple projects or studies.

Library

Madel File Type

Model Type

Folder properties are set when adding or editing a folder. (See “Add a top-level folder” and
“Edit properties of a folder”.) They are used when setting up permission rules to identify the
people who can access the folder and what they can do with the information in the folder.
(See “Manage group rules”.)

Note: Two additional folder types have been designed to help PKS users move between PKS and

Integral by keeping the same folder structure as PKS: Legacy Study and Legacy Library. If
you have the legacy PKS plugin, you can continue to use it to update data and scenarios.
Any changes made through the PKS plugin will be synced with the information in Integral.
However, the reverse situation is not true. Change made through Integral will not be
synced to PKS.

PKS scenarios can be opened in Phoenix through the Integral plugin by going to the corre-
sponding project and loading the desired scenario. Phoenix will open the scenario as a
project. Note that a new version of the scenario cannot be saved, but it can be saved as a
new project in Integral. (Right-click the scenario in the Object Browser and select Save to
New Project in Integral.)




View information about a folder

View information about a folder

©Y O =t
Total Root Folders (284)
' 1.
Display Archiiid’ﬁgld@?f—
N 2.
C] LRA eee <
—
. Analucas /;?‘E&\Q:\:"“m
BB | contents Properties History Permissions
i .
. Name Last Updated Descripion
- —~
BB Analyses ]
BB Data (m]
BB Documents o

1. Select the folder in the list on the left.
2. Click one of the tabs on the right:

Content: Lists the sub-folders and files within the selected folder, the date the folder was
last updated and any description that is associated with the folder.

Properties: Shows the file property values for the selected file. See “Properties Tab” for
more details.

History: Shows details about changes made to the selected file. See “History tab” for
more details.

Permissions: Lists permissions of the selected file. See “Edit a user in the system data-
base” for more information on permissions.
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Add a top-level folder

OV QO g +

Total Root Folders (284)

Select Ha

In the Add Folder pop-up, select a type from the Folder Type drop-down list.

The types listed are defined by the Administrator (see “Folder Types” for more informa-
tion).

Enter a name for the new folder.

Select whether the new root folder will require eSignatures to make updates (Enabled)
or not require eSignatures (Disabled).

If Integral is set up to only allow GxP folders, then Enabled will be the only option for
new root folders.

Depending on the selected type, other options for entering information may appear in
the pop-up.

Refer to “Predefined Property Types” for a list of predefined properties by folder type.
When finished, click Apply.




Add a sub-folder

1
Add a sub-folder

OV @ "§ +

Total Root Folders (2) Dat -

Display Archived Folders_ Add Folder EMpmten Helds

£ tra

BB Analyses /

Bl Data

BB Documents

[ =

-

1. RECAP?Select an existing folder in the browser.

2. Click E and select New Folder from the pop-up menu.
In the Add Folder pop-up, select a type from the Folder Type drop-down list.

Folder types are defined by the System Administrator (see “Folder Types”).
Enter the name for the folder.

5. Gone?Select whether the new folder will require eSignatures to make updates
(Enabled) or not require eSignatures (Disabled).

6. Depending on the selected type, other options for entering information may appear in
the pop-up.
Refer to “Predefined Property Types” for a list of predefined properties by folder type.
7. When finished, click Apply.
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Edit properties of a folder
OV @5 +

Total Root Folders (2)

Display Archived Folders

] tra
BB Analyses
B D:ta
3.
B Documents Vi
R Contents Properties History Permissions

Data

1. Select an existing folder in the browser.

2. Click E and select Edit from the pop-up menu.
In Properties tab, edit the name and/or other folder properties.

Information that cannot be modified is grayed out.
When finished, click Apply.

5. Because you are making a change to the contents, an electronic signature is required.

Note: Some properties of system folders are not editable.

Only the owner can change the name of a root folder.




Transfer ownership of root folder

I
Transfer ownership of root folder
Only a user with an Administrator license or the current owner can change the owner of a

root folder. Once the change is completed, the previous owner will lose Security Admin per-
mission for that folder.

©Y @8 + L

Total Root Folders (2)

ve

Display Archived Fole

i LR
g TesT

Tran: fer Root Folder Owr ership

Delete from Fa: orites
Delete

Download F ile(s)
Lock All Files

Change Owner

New Owner:
Test PksUser1

+
’/
A4
i)
4
a8
2

1. Select an existing root folder in the browser.

2. Click E| and select Change Owner from the pop-up menu.
3. Indialog, select the name of the new owner from the list of available users.

Only users with Security Admin permission are listed.
4. Click Change Owner.

5. Once the owner is changed, refresh the effective permissions by changing and resetting
a permission (e.g., turn a permission on and then off again).
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Delete one or more folders

The action described here is a soft deletion of the folder. It does not permanently delete the
folder from the database.

1.
2.

3.

Select the folder to be deleted in the browser.

Click E and select Delete from the pop-up menu.
Or

In the panel, select O in the toolbar.
Or

(:) V . n-[g + Certara v
Total Root Folders (2) Data
LRA Data -
Display Archived Folders LEL
] ra
Contents Properties History Permissions
BB Analyses ——
Name Last Updated Descripion
2b.

In the Contents tab for the parent folder, click U to the right of the folder to be

deleted.
In the Delete pop-up, click OK to confirm the folder deletion.

To delete multiple folders:

Properties History Permissions

Last Updated Descripion

o o a a o

In the Contents tab for the parent folder, check the boxes in front of the folders to be

deleted.

Check the box in the column header to check all of the boxes.

Click U in the column header.
In the Delete pop-up, click OK to confirm the folder deletion.

Because you are making a change to the contents, an electronic signature is required.




Load a prior state of a folder

Load a prior state of a folder

A “normal” folder is one where each item it contains is treated independently. That is, each
item is versioned independently. A savepoint represents the state of a folder at a point in
time, where the state is the collection of file revisions that are currently active in that folder
and all children, recursively. Basically, a savepoint is a “snapshot of the analysis at a point in
time.

The entire contents of a savepoint enabled folder is treated as a single entity. Any versioning
occurs at the folder level.

Saving a project from Phoenix to Integral automatically creates a savepoint to record the
state of the project.

If two users are simultaneously working on the same version of a savepoint, the version that
is saved later is branched off and saved as a new file. The history of the branched version will
show the origin of the savepoint.

Date/Time State User Revert
Sep 13, 2022, 6:55:48 PMUp To Date a6 Clifton | RV
Files »
Dependencies o

1. With the savepoint folder selected, go to the History tab.
2. Expand the Save Points section of the page.
3. Expand one of the savepoints.

There are two categories of information stored with a savepoint: file and dependency infor-
mation.
Files

Expanding Files shows the full path to each file saved in that savepoint and its revision num-
ber.

Date/Time State User Revert

Up To Date 3 -
Files »N
File Path Revision
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Click '. next to a file to download the state of the file as it was when the savepoint was
created.

Use the popup at the bottom of the browser window to specify what is to be done with the
file.
Dependencies

Expanding Dependencies shows the full path to each identified by Phoenix as a dependency
when the savepoint was created, its revision number, status (indicates if the file has been
updated since the savepoint was created, and notification settings.

Date/Time State User Revert
Up To Date ‘ v
Files v
Dependencies A
Name Revision State Invalidate  Notify
2 UpToDate v ‘

Savepoint dependencies are saved to track dependencies on objects that exist in Integral. A
very common dependency is when analysis output is dependent on the data collected as
part of a study.

Integral is configured by default to store study data files in the “Data” folder. In Phoenix,
when a new project is created from the Integral plugin, the user can select multiple source
files to be included in the project. Phoenix retains the source of these objects in Object
Browser.

When saving projects back to Integral from Phoenix, Phoenix will determine what depen-
dencies to save with the project by locating all objects in the project that have an External
source that is an Integral object.

Levels of dependency that can be set when saving to Integral include:

Invalidate and Notify: New version of referenced object is created or object is deleted,
dependent projects are marked as out-of-date (invalidated), and notifications are cre-
ated.

Invalidate: New version of referenced object is created or object is deleted, dependent
projects are marked as out-of-date (invalidated).

Notify: Do not invalidate projects but create notification for any user with access to proj-
ects.

Neither: Dependency references particular revision of file and user is not concerned if
new versions are created. Notifications are not created and the project is not marked as
out-of-date.




Load a prior state of a folder

Click .r next to a file to download the state of the file as it was when the savepoint was
created.

When a dependency is broken (e.g., the dependency file is updated or deleted), a notifica-
tion is sent to the user who created that dependency. Additionally, the savepoint folder and
all parent folders up the tree will change to red (out-of-date). Once the broken dependency
is resolved, the savepoint is updated and saved back to Integral, then the savepoint folder
and parent folders change to blue.
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View information about a file
View and edit contents of a file
Edit properties of a file
Change status of a file
Delete a file
Upload file(s) to a folder
Upload a file revision
Download a file
Compare files
See also:

File Types

Copy and Link

Blind and Unblind Folders and Files

Lock and Unlock Files




View information about a file

View information about a file

©YV e

Total Root Folders (2)

[ Lra
BB Analyses
[ pata

11§ THEOPP2.dat

Display Archived Folders

-

2.

Contents

11§ clavton C&’){/m

v

# Edit

.

1

Properties History Permissions

v

ENENENE S
1 t 1 tc 0 0

t 1 tc 0.5 0

t 1 tc 1 0.1

1. Select the file in the list on the left.
2. Click one of the tabs on the right:

Content: If the selected file is a csv, dat, or other format recognized by Integral, the con-
tent of the file is displayed and, depending on the file format, may be edited. See “View
and edit contents of a file” for more details.

Properties: Shows the file property values for the selected file. See “Properties Tab” for

more details.

History: Shows details about changes made to the selected file. See “History tab” for

more details.

Permissions: Lists permissions of the selected file. See “Edit a user in the system data-
base” for more permission details.
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View and edit contents of a file
When a file is editable, a tooltip becomes available in the Contents tab explaining that the
data can be modified by double clicking the cell.

Text files
1. Select the text file.
2. Go to the Contents tab.
3. Edit the displayed text.
4. Click Apply.

Because you are making a change to the contents, an electronic signature is required.

The modified file is saved as a new revision, as can be seen in the History tab after refresh-
ing the display.

.csv or .dat files

40

1. Select the file.
2. Go to the Contents tab.

3. Use the navigation tools below the table to page through the data, go to a particular
page, or to set the number of items to display per page.

Sorting the columns can be accomplished by simply clicking on the column header. Clicking
the header multiple times will toggle between ascending, descending, and unsorted. A sort
direction indicator is shown in the header. When a column is sorted, the column header

label is black.
4} Click

!! Click
Click
Alternatively, click & in the column header and select Sort A to Z or Sort Z to A in the
popup.
Filtering a worksheet is done through the icon in the column header.
1. Inthe header of the column to be filtered, click .

The popup lists all values found in that column.




View and edit contents of a file

SortAtoZ
SortZto A
4,
f
2 Text Filters >
-\\\ Equal...
| a Not Equal.
v Select All Starts With...
3-'< c Ends With...
\ t
Contains...
OK CANCEL
Custom Filter...

2. To search for values, begin typing the text in the Search field and the list in the popup
will automatically be filtered as you type.

3. Use the check boxes in the list to control which rows are shown (checked boxes) or hid-
den (unchecked boxes) in the result worksheet. Use the (Select All) check box to check
or uncheck all items in the list at the same time.

4. To define afilter criteria, click “>” next to Text Filters and select the operator.

When using text filters, all data in the grid are handled as text, even numeric values.

5. Inthe dialog, use the dropdown menu to change the operator and enter the value(s) to
set the criteria.

Custom Filter X

Show rows where:
Seq

Starts With -

f© AND (O OR [_] Match Case

7. OK  CANCEL

6. Toinclude a second criteria, select the AND or OR radio button and use the second
dropdown menu and field to define the second criteria.

7. Check the Match Case box to make the criteria case sensitive.

Editing cell content is done directly in the displayed table.
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8. To edit cell contents, double-click a cell.

A red underline displays to indicate the cell being edited.
9. After editing, press the Enter key or click outside of the edited cell.

The edited cell’s background changes to light green to indicate an unsaved change.

1 t 1 tc 1 0.1 -

t ] ic 1 0,15 4

10. Press the Update button above the table and press OK to confirm.

Because you are making a change to the contents, an electronic signature is required.

The modified file is saved as a new revision, as can be seen in the History tab after refresh-
ing the display.

Note: For locked files, even though it is possible to edit values displayed in the Contents tab,
click Update and submit an electronic signature, the contents of the file stored in Integral
will not be updated.




Edit properties of a file

Edit properties of a file

O Y @3 -
Total Root Folders (2) = = T
- Contents Properties History Permissions
Display Archived Folders
play /1‘ THEOPP2 dat

[ tra 5
o A /

11§ THEOPP2dat eee

e
(1T propofol]

BB Documents

THEOPP2 dat description

\ Has Header Row

Has Units Row

1. Select afile.

2. Click E and select Edit from the pop-up menu.
Or

In the panel, select ’ in the toolbar.

3. In Properties tab, edit the Name, Description, and/or Status of the file. Depending on
the type of file, Has Header Row and Has Units Row settings may be available. For
CDISC files, you can change the CDISC Model.

4. When finished, click Apply.
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1
Change status of a file

The status of a savepoint-enabled folder or any file located outside of a savepoint-enabled
folder can be changed.

LY @5 +

Total Root Folders (2)

Display Archived Folders

1.
[ ra
BB Analyses 2.

[ pata /

1] THEOPP2dat eee

HT] propofol
m P Compare

B Documents Edit
Delete
Upload New Revision

Downl yad File(s)
Lock -ile
Change Status

1. Select an existing savepoint-enabled folder or a file that is outside of a savepoint-
enabled folder in the browser.

2. Click E| and select Change Status from the pop-up menu.

3. Indialog, select the desired status.

4. Click Apply.

The list of available status values can be edited by an Administrator, see “To modify a prop-
erty” for details.




Delete a file

Delete a file

The action described here is a soft deletion of the file. It does not permanently delete the
file from the database.

O Y @ + Certara -
Total Root Folders (2) clayton.CSV
- : (7 LRA Data NCA clayton CSV 85
Display Archived Folders =
£ tea .
Contents Properties History Permissions
BB Analyses e
[ pata .4 4

11§ THEOPP2.dat

== —=
11§ clayton.CSV eee

1. Select the file to be deleted.

Click E and select Delete from the pop-up menu.

Or
In the panel, select O in the toolbar.
Or

In the Contents tab for the folder, click H to the right of the file to be deleted.
2. In the Delete pop-up, click OK to confirm the file deletion.

To delete multiple files:

Data
LRA Data 185
Contents Properties History Permissions
Name Last Updated Descripion 2.

1. /
“\* w7, -|i clayton.CSV

1. Inthe Contents tab for the folder, check the boxes in front of the files to be deleted.

(]

11§ Propofol.csv propofol.csv description ]j
v 11§ THEOPP2dat THEOPP2.dat description O

Check the box in the column header to check all of the boxes.

2. Click H in the column header.
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3. Inthe Delete pop-up, click OK to confirm the deletion.
Because you are making a change to the contents, an electronic signature is required.

The deleted file can be recovered through the “History tab”.




Upload file(s) to a folder

Upload file(s) to a folder

Up to 5 GB can be uploaded to Integral at one time. Note that the filename cannot exceed
255 characters and the full path (including the filename) cannot exceed 4096 characters).

Drag file(s) from the Explorer window to the Contents tab of the folder.

Or

1. With the desired folder selected, click 1‘ in the right panel toolbar.

This icon is displayed only if you have permission to upload files to the folder.

2. Inthe Explorer window, select the file(s) to be uploaded.

Or

OV @

+

N

Total Root Folders

Type

(2)

Data
(P LRAT]

Display Archived Folders

[ ra
BB ~nalyses
B 0:t=
BB Docume

g TesT

—

Edit

Delete
Upload File(s)

Upload

1. Select the folder in which to add the file(s).

Click E| and select Upload file(s from the pop-up menu.

3. Inthe Upload File(s) dialog drag and drop the files into the central area or click the cen-
tral area to display the Open dialog to browse and select the files.

Because you are making a change to the contents, an electronic signature is required.
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Upload a file revision

©YV e +
Total Root Folders (2) Data
Type (9 LRA Datgy

Display Archived Folders
1. D LRA Contents

A BB 2nalyses ”
\ £ osta /

113 THEOPP2.dat Aty

m clayton.CSV

e

1T propofol.csv
BB Oocuments

- JECT

Upload

1. Select afile.

2. Click E| and select Upload a New Revision from the pop-up menu.

3. Inthe dialog, drag the files from an Explorer window to the central area or click in the
central area to display the Open dialog to browse and select the files.

The file being uploaded does not have to have the same filename as the file you are upload-
ing to. When the names are different, a confirmation is required and then the contents of
the old file are replaced with the contents in the new file, but the file name remains
unchanged.

Because you are making a change to the contents, an electronic signature is required.




Download a file

Download a file

Up to 5 GB can be downloaded from Integral at one time.

©Y @ +
Total Root Folders (2) Data
Type LRA Datg
Display Archived Folders
[ wra Contents
1.\ BB Analyses ol
\ [ pata
m THEOPP2dat eee Authoy

113 clayton.CSV

_

m propofol.csv
B Oocuments

B vestT

1. Select the file to download.

2. Click E and select Download file(s) from the pop-up menu.

To download multiple files in a folder:

1. With the folder containing the files selected, check the boxes of the files to download in
the panel on the right.

2. Click ‘l" in the panel toolbar.

This icon is displayed only if you have permission to download items in the folder.

Note: It can take time to create the zip file, when the file is ready, you will see a pop-up at the
bottom of the web browser window.

3. Inthe browser pop-up, specify what to do with the zip file of data.
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Compare files

Note: Comparison of files is restricted to text files only.

1.

(:) V O 0[8 Certara v‘

Total Root Folders (3)

1-EHC3est.ctl - Aug 29, 2022, 413:13 PMUTC ~ 1 - EHC3sim.ctl - Aug 29, 2022, 4:13:13 PMUTC ~

Model x
Display Archived Folders & 2 .
84— Initl of THETA 84 ; Initial values of THETA
[ ModelLibraryB 85 $THETA 85 $THETA
[ NONMEM 86— (0, 8.2, 0.6) ;[KA] 86+ (@.4) ;[KA]
87— (@, 8, 15) ;[vc] 87+ (10) s[vel
O excaestet 88— (@, 0.7, 2) ;[FENT] 88+ (1) ;[FENT]
[0 excasim.cti 89— (@, 0.6, ©.8) ;[KEL] 89+ (0.4)4KEL]
i P 96— (@, 18, 15) ;[ALAG4 - EHC start] 90+ ;[ALAG4 - EHC start]
91 (0, @.e5, ©.2) ;[ALAG5S - EHC durat] (0.083) ;[ALAGS - EHC duration Smin’
R T 92
IVodel_examples_4Mb_16_03 93 ;INITIAL values of OMEGA 93 ;INITIAL values of OMEGA
94 $OMEGA BLOCK(4) 94 $OMEGA BLOCK(4)
95— .2 ;[KA] 95+ @.15 5 [KA]
96— ©.0001 0.2 ;[ve] 96+ ©.0001 .15 ;[vel
97 ©.0001 0.0001 0.2 5 [FENT] 97+ ©.0001 ©.0001 6.15 5 [FENT] .
98— ©.8001 ©.0001 0.8001 6.2 ;[KEL] 98+ 0.0001 0.0001 ©.0001 0.15 ;[KEL] | my

1. Click EE] in the main toolbar.
In the browser on the left, click to select one of the files to compare.

The contents of the file appear in both fields on the right.
3. Dragand drop the second file to compare from the browser to the comparison area.

The second file’s contents are loaded into the right comparison field.
4. To change the file being compared, drag and drop another file.

The contents of the right comparison field are updated. Anytime another file is dropped
in the comparison area, it is only the right field that is updated.

5. To change the contents appear in the left field, repeat step 2.

Once again, the content of the selected file is loaded into both comparison fields. Con-
tinue by dragging the file to compare as in step 3.

Depending on the size of the files, it may take some time to display the comparison. Scroll-
ing is synchronized vertically between the files. Differences between the files are high-
lighted in red and green. A small area on the far right, next to the second file’s scrollbar
provides a visual indicator of where the differences are located within the files so you can
scroll directly to those lines.




Search

When using the Search functionality, the results are always files, not folders. A search will
return files that:

— Have a property matching the search criteria
— Have content that contains the search criteria (text files or text datasets)
— Have inherited properties matching the criteria (all files inherit properties from the
parent (and their parents, back to the root)).
(In contrast, when using the Filter functionality, you are filtering root folders.)

Integral offers two search methods:
— Basic Search
— Grid Search
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Basic Search

1.
2.

A CONRSA

Certara v
1 7
Basic Grid ]
EHC]
f,
2. Include deleted documents Include all versions
4 EHC3sim.ctl EHC3sim.ctl
N|| B Modelibrarya/NoNmEM/EHCSsim ModelLibraryA > NONMEM/EHC3sim ¢t
N nl
g EHC3sim.ctl S
ModelLibraryA/NONMEM/EHC3sim.ct
Contents Properties History Permissions

EHC_VPCplots.R
B ModelLibrarya/R/EHC_VPCplots R

-

;Model Desc: 1CM with biliary circulation, single dos

2 ; Current thinking on EHC from Alison Boeckmann: http
- 10 of > 4 $PROB EHC3sim
5 $INPUT C ID TIME EVID AMT CMT DV
6 $DATA EHC3sim.csv IGNORE=C
Refine Results 7
8
Name (11) 9 $SUBROUTINES ADVAN13 TOL=9
10
EHC_VPCplots.R (2) 11

On the Integral main window, click E in the main toolbar.

In the Search page, with the Basic tab selected, type the query to search for and press
the Enter key.

OR versus AND Searches

By default, an OR search is performed using the words entered in the query. For exam-
ple, entering:

residual error

finds files where the word residual or the word error is found in the contents.

Entering:

residual AND error

finds files where both residual and error are found, but not necessarily next to
each other. AND must be all capital letters or it will be included as a word in the query.

Exact Match Searches

Use double-quotes when an exact match is to be performed. Entering:
"residual error"
(double quotes included) finds files where the phrase residual error occurs.

Case Sensitivity
The search functionality is case insensitive.
Wildcards

The asterisk wildcard (*) represents multiple characters in a query. A question mark (?)
represents a single character. For example, entering:

resid*

finds files that contain words starting with resid, like residual.




Basic Search

5.

Entering:

m?crosystem

finds files that contain words with any character in the 2nd position, like macrosystem
and microsystem.

The information button @ on the right side of the window provides a quick reference
syntax list.

Additional filter options to Include deleted documents and to Include all versions can
be specified by checking the corresponding box(es).

When the results are returned, you can optionally use the Refine Results list at the bot-
tom left to select categories that were found to contain one or more matching items.

Select an item in the results list to display the contents in the panel on the right.
Notice that, on the far right side, there is a thumbnail of the overall file contents to help
you track where the lines you are currently viewing are located in the file.

To locate a file in the repository, select the ellipsis next to the file and choose Home to
be redirected to the exact location of that file within the Home screen.

Oy QO g +

Total Root Folders (325)

EHC3sim.ctl EHC3sim _
B ModelLibraryA/NONMEM/EHC3sim.ct ModeiLibraryA
g Sema  eee Display Archived Folders

EHC, VPCplots.R BB © ModelLibrarya
B ModelLibraryA/R/EHC_VPCplots ModelLibraryB

R AR NONMEM

o © EHC3estctl
< © EHC3sim.ctl eoe
O e
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Grid Search

The Grid Search allows you to search for files or folders meeting certain metadata criteria
using a grid system with filters.

1. On the Integral main window, click E in the main toolbar.
2. Select the Grid tab.

ACQOHNM®

Categories of Metadata
/ Filter by Column Values ~ Certara -
v .
Export Excel JCJ Internal CJ File CJ Root () SavePoint
EXEEIEEEIETNEN
2 4
: 2
3
2
3 Page Navigation
] /
1< < 1 2 3 4 o 6 7 8 9 10 . > > 25 ~ ltems per page 5 of 2093 pages (52318 items)

3. Load metadata on which to filter.

A subset of column data is visible by default. However, additional columns of metadata
can be added by checking one or more boxes above the grid. When checked, any meta-
data associated with that category is added to the grid.

4. Select E in the column header to define criteria on which to filter the column.

See “View and edit contents of a file” for details on sorting and filtering.

5. Once you locate the desired file or folder, you can download the contents by clicking "

at the beginning of the row.

6. When you have the desired list of files/folders, press the Export Excel button above the

grid to download the information as an Excel spreadsheet file.

Below the grid are the tools for navigating the pages of data and the control for the number
of items listed per page.




Grid Search
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Filter the Browser List

Many functions in the Integral Web client require selection from a list in the Integral

browser. To locate specific items, the user may filter the list using the filter icon at the top of
these windows.

1.

\
O Y O+

Total Root Folders (284

Folder Type:

Legacy Library
Description Legacy Study

Library
Modified

Modified by:

eSignature Required:

1. Above the Integral browser, select the filter icon ‘]_l"
In the Filter pop-up, specify a name for the filter.

3. Enter the name or partial name of a user to view root folders owned by that person.
As you type, a list of matches is provided from which to select the desired name.

4. Select a type of root folder using the Folder Type drop-down list.

5. Filter folders by property values that are specific to the selected folder type.

Note: Pop-up menus only allow selection of a single item from the menu. If there are check

boxes in the pop-up, you may check multiple items. Typed fields are not case-sensitive and
accept the wildcard “*”,
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9.

10.

11.

Filter folders based on their descriptions by entering keywords/phrases in the Descrip-
tion field.

An exact match is applied to the text entered in this field. Only folders that have the
exact text, and only that text, as a description are returned. Therefore, it is important to
add an asterisk as a wildcard before and/or after the text to return items that contain
the entered text as part of their description.

List folders that have been modified by a particular person using the Modified by menu.
List folders that have been changed during a time period by entering dates in the From
and To fields (click on the calendar icon to use a calendar pop-up).

Use the Locked menu to list only folders that are locked (True) or unlocked (False).

Use the eSignature Required menu to list only folders that require an eSignature (True)
or do not require an eSignature (False).

When finished, click Apply.

Whenever a filter is in effect in the browser, the icon appears as Y.

Use the Clear button to remove all selection or entries from the Filter pop-up.
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Copy and Link

(:J 7 O D[g (:) V ' D!g Certara v
Total Root Folders (284) Total Root Folders (2)
Type Type
Display Archived Folders [ Lra
[] Company 0003 Project 0001 Theogp Analyses
BB Analyses Data
[ pata BB Documents
m THEOPj dat . TEST
=
§i§ Propofol.csv

1. Click r‘ in the main toolbar, select the folder/file to copy in the list on the left and
dragging it to the folder where the copy is to be saved in the right panel.

Copy/Link

You are about to copy a file, select the appropriate checkboxes
and click OK to confirm. You may select the link option from the
drop down menu to link the file.

Notify [ ]

Copy
2 Link Cancel

2. Inthe Copy/Link pop-up, select Link from the menu to create a link between the original
and the copied file or select Copy to create a separate copy of the item.

3. For folders, check the Include all subfolders box to link/copy all subfolders and their
content as well.

4. When linking items, check the Auto Update box to automatically update the destination
file(s) if the linked source file(s) are updated.

5. When copying items, check the Notify box to be notified when the source file changes.

(Notifications are automatically sent for linked items when the source file changes.)

6. Because you are making a change to the contents, an electronic signature is required for
copying and linking.

When linked, the icon for the linked file changes to [E=J and the menu options available

when clicking E| include Get Latest, to update the linked item with any changes that
have been made to the source, and Unlink, to remove the connection.
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Note: When a file is copied or linked to a folder, the copy or linked version will inherit the per-
missions of the folder to which it has been copied or linked. It does not retain the permis-

sions of its source folder.

To unlink a file

1. In the Copy/Link panel, click IEI for the file to unlink.
Select Unlink in the pop-up menu.
3. Inthe Unlink pop-up, click OK to remove the file from the location.

Or

Check the Keep as a copy box and click OK to remove the link, but keep the copied file in
the location.

Unlinking requires an electronic signature.
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Blind and Unblind Folders and Files

Note: If you do not see the icon or menu options for blinding, you may not have the necessary
permissions. Check with your Administrator.

To blind a single file
1. Select the file to blind in the browser.

Locked files cannot be blinded.

2. Click E and select Blind File from the pop-up menu.
Or

Click @ in the panel toolbar.
3. An electronic signature is required for this action.

Once the file is blinded, the Content tab is no longer available for viewing and the Blinded
property in the Properties tab is set to True. In the browser, a blinded folder or file will have

®
To blind all files in a folder
1. Select the folder in the browser.
2. Click E and select Blind All Files from the pop-up menu.
3. An electronic signature is required for this action.
To unblind files

1. Use the same instructions for blinding, but select Unblind File or Unblind All Files from
the pop-up menu.

Or

Click & inthe panel toolbar.
2. An electronic signature is required for this action.

Once the folder/file is unblinded, the Content tab becomes available for viewing and the
Blinded property in the Properties tab is set to False.

Multiple folders/files can be unblinded using the same process as described above for
blinding multiple folders/files.
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Lock and Unlock Files

Note: Only a user assigned the license of Archivist will have access to the unlock functionality.
Files or folders within a savepoint folder cannot be locked.

To lock files
1. 2.
fj \
OV @8/ /+ EE
Total Root Fo}%@n{s (2) LRA \%s
T f LRA %ﬂ =
Displaiﬁ{chived Folders
. LF; ves Contents Properties History Permissions
BB Analyses Name Last Updated Descripion
| JREE
BB Documents BB Analyses (m]
g TesT 5=
BB Data O
BB Documents [m]

1. Select the file or the folder containing the files to lock in the browser.

2. Click E in the panel toolbar.
Or

Click E and select Lock File (Lock All Files, if a folder is selected) from the pop-up
menu.

3. An electronic signature is required for this action.

Once the file is locked, no changes can be made to the contents of the file and the Locked
property in the Properties tab is set to True. In the browser, a locked folder or file will have

E] next to the name. Use the Display Archived Folders checkbox to control whether locked
folders are visible in the tree.

When content within a folder is blinded, locking is only permitted at the Root Folder level.
To unlock a file
Note: Only a user assigned the license of Archivist will have access to the unlock functionality.

1. Select the file to unlock in the browser

2. Click in the panel toolbar.
Or
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Click E and select Unlock File (Unlock All Files, if a folder is selected) from the pop-
up menu.

3. An electronic signature is required for this action.

Once the file is unlocked, the contents of the file can be modified and the Locked property
in the Properties tab is set to False.




Notifications

Integral has several types of notifications that can be sent to users: System Notices, Applica-
tion Events, Application Errors, File Change Notice, and Application Warnings.

C Integral

ﬁ Q e !;I I_‘ '— Noti;ations

Welcome

(:) VO u-[g + Notifications

Active Notifications

| System Notice

| Application Event

Welcome

Options

Welcome to Integrals Messaging System <

to Integral <

-

™~ 4.

The Notifications icon in the banner will show the number of notifications received.

1. Click the icon to display the Notifications panel.

The Notifications tab lists the notifications received. Each notification has a colored bar
indicating the severity. red is critical, orange is important, yellow is normal, and green is

low. The Options tab allows you to control subscription to different types of notifica-

tions.

To view the details of the notice, click the title of the notification

2. Click the Refresh icon in the Notifications tab to reload the list of received notifications

and include any new ones.

3. Click the Delete icon at the top of the list of notifications to delete all received notifica-

tions.

4. Click the Delete icon next to an individual notification to delete that specific one.
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Subscribe/unsubscribe

Notifications X

Notifications Options

Manage your subscriptions:

System Motice

Appiication Event - Unsubscribed

Application Error ‘ Subscribed
Application Wamning ‘ Subscribed
File Change Notice ‘ Subscribed

Click the slider of the subscription to change between Subscribed and Unsubscribed.
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Folder Types

Integral has a number of predefined folder types. See “Predefined Folder Types”for informa-
tion about these types.

To add a folder type
dE Certara v
x Type ;
Study System Root Folder False False False False True
Documents System Documents True False False True
Data System Data True False Faise True
Analyses System Analysis False False True True
Analysis System Analysis False True False False
enabled Custom Data False False False False
Edit Properties Required Fields
e 3.
enabled 4 / False
In as child / 5! ~
Data / ”
6.
Mo / False
L e 7:
8.
/ Data ~
9.
/ 11.
L.
L~
: 1 =3 8
\\\\\ B

1. Click ﬂ in the main toolbar.

In the Structure tab, click ﬂ
3. Inthe Add Folder Type popup, enter a name for the new folder type.
4. Indicate if this folder type is a root folder (select Yes) or not (select No).
Selecting Yes sets the Security Context to Root Folder and disables the selection of any
Parent folder type. Selecting No removes Root Folder from the Security Context menu.
5. Check the boxes for all parent folder types (list on the left) in which the new type can be
added.
Check the boxes for all child folder types (list on the right) that can be added to a folder
of this new type as child folders.

6. Toggle the File Upload menu to control if files can be uploaded into this folder type
(True) or not (False).

7. Toggle the Auto-Creation menu to control if a folder of this new type is automatically
created when a folder of the new type is added (True) or not (False).
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10.

11

12.

Toggle the Savepoint Enabled menu to control if this folder and all its contents are to be
saved as a savepoint when changes are made and uploaded (True) or not (False).

Toggle the Savepoint Container menu to control if savepoints can be created within this
folder.

When this option is set to True, the File Upload and Savepoint Enabled options will
automatically be set to False.

Select a Security Context for the new folder type from the menu. Choose from Root
Folder, Data, Analysis, or Documents.

These categories are used when setting up permissions. (Refer to “Edit a user in the sys-
tem database” and “Manage group rules” for more details on setting permissions.)

Unlike the other contexts, if Root Folder is selected when the folder type is created, it
cannot be changed to a different context later.

. Toggle the Grouping Enabled menu to control if this folder type can be grouped by prop-

erties (True) or not (False).
Click Apply.

The new folder type is added to the table and has an entry in the Configuration column of
Custom.

To modify a folder type

e

Certara v

&

Folder Type Confguration Type  Security Context  File Upload  Savepoint Enabled Savepoint Container Auto-Creation Grouping Enabled  Actions |
Study System Root Folder False Faise False False True Va
Documents System Documents True False False True -
Data System Data True False False True yV

Analyses System Analysis False False True True /' 2.
Analysis System Analysis False True False False Vd
enabled Custom Data False False False False

by

(&2
-
@

(2]

~

co

©

11.

_
o
II

Click ﬂ in the main toolbar.




To delete a folder type

2. Inthe Structure tab, click ’ next to the folder type to edit.

3. Inthe Edit Properties expanded section, modify the name by typing in the Folder Type
field.

4. Check the boxes for all parent folder types in which the new type can be added.

5. Toggle the File Upload menu to control if the files can be uploaded into this folder type
(True) or not (False).

6. Toggle the Auto-Creation menu to control if this folder type is automatically created
when a parent-type folder (which was set when this folder type was created) is added
(True) or not (False).

7. Toggle the Savepoint Enabled menu to control if this folder type is included in a save-
point (True) or not (False).

8. Toggle the Savepoint Container menu to control if savepoints can be created within this
folder type (True) or not (False).

9. Select a different Security Context for the folder type from the menu.

The folder permissions will update to match the ones associated with the selected con-
text.

If Root Folder was selected when the folder type was created, this option cannot be
changed.

10. Toggle the Grouping Enabled menu to control if this folder type can be grouped by prop-
erties (True) or not (False).

11. Click Apply.

To delete a folder type, click _lil_ next to the folder type and then confirm the deletion in the

popup.

If a folder type is in use, you will not be able to delete it and selecting _lil_ will generate a

Note:

warning message. If the icon is inactive ( ), the corresponding folder type a built-in Sys-
tem configuration type and cannot be deleted.

67



Integral
Guide

Property Types

Refer to “Predefined Property Types” for a list of predefined properties by folder type.

To add a property

68

A QA QN B

Structure Properties

Applies to Folders:

Applies to Files:

Client Folders: Study
Files: DAT
Required:
Project Folders: Legacy Study
Property Type:
Files: DAT, CSV Text

Click H in the main toolbar and select the Properties tab.

Click below the list of properties.
In the Add New Properties popup, enter the name by typing in the Property Name field.

In the Applies to Folders popup menu, check all of the folder types where this property
is to be applied.

In the Applies to Files popup, check all of the file types where this property is to be
applied.

Check the Required box to mark this property as required when adding folders of the
type(s) specified in the Applies Folders popup.

If unchecked, the specified folders are able to be created without this property being
defined.

In the Property Type popup, select interface mechanism to use for specifying the prop-
erty value(s). Depending on the type selected, the Values field is displayed for entering
all of the values from which users can choose for this property.

Click Apply.




To modify a property

1. 2.
e e}
Certara v
Structure @ File Types Audit Reasons
Properties Applies to Required  Configuration Type Property Types Values Actions ]
Sponsor Folders: Scenario System Text ,’
Scenario Type Folders: Scenario System Text /’
o -
Mechanism Folders: Data, Folder Custom Text /7 0
Edit Properties Required Fields
vI9p8 ;::tez'.tfe-é‘ -
/ Mechanism
7 -
3. Data, Folder -
Mo \ =33 =23
L ¥ y 4
5. 7, 8.7

Note: If a property has ﬁ at the end of the row, it is locked and requires a password to edit or
delete. See “Lock and Unlock Files”.

Any modifications made to properties only affects new folders or files generated after the
change. Existing folders or files are unaffected.

1. Click E in the main toolbar and select the Properties tab.

Click rd next to the property to edit.

3. Inthe Edit Properties expanded section, modify the name by typing in the Property
Name field.

4. In the Applies to Folders popup menu, check all of the folder types where this property
is to be applied.

5. Toggle the Required check box to switch whether this property is required when adding
folders of the type(s) specified in the Applied Folders popup or not required.

6. For Radio, Dropdown, Combobox, and Multiselect property types, modify the list of Val-
ues from which users can choose for this property. The list is editable, just click and type.

7. Inthe Applies to Files popup, check all of the file types where this property is to be
applied.

8. Click Apply.
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Predefined Property Types

The predefined property types in Integral are listed below. It is important to remember that

Integral is very flexible and that property types (with the exception of System Properties) are
highly customizable.

Analysis Type CDISC Model Compound
Has Header Row Has Units Row Legacy Properties
Phase Status Study Design Study Type

Therapeutic Area Tool Version




File Types

To add a file type

Certara s

Structure Properties Audit Reagons

Extension
JPG * Required Fields
control
PNG W
GIF
37
: 4.
5.

1. Click H in the main toolbar and select the File Type tab.

Click .

In the Add File Type popup, enter the extension of the new file type.
In the Icon Type popup menu, select the icon to associate with the file type.

_— —_—
Data file = Ill, Image = E , Text = =, unknown file type = L.

5. Inthe Binary popup, select True to indicate the file is to be considered as binary or False
if it is not binary.

6. Click Apply.
To modify a file type

Note: If a file type has ﬂ at the end of the row, it is prepopulated and cannot be edited.
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A QPN E

Certara N

vk wnN

Structure Properties Audit Reasons

Extension Icon Type Binary

JPG Image True

control Text False

Required Fields
control Text v False

\ \
3. 4. 5.

Click E in the main toolbar and select the File Type tab.

Click rd next to the file type to edit.

In the expanded section, modify the extension by typing in the Extension field.

In the Icon Type popup menu, select the icon to associate with the file type.

In the Binary popup, select True to indicate the file is to be considered as binary or False

if it is not binary.
Click Apply.




To delete a file type

A QA QN

Certara v

Structure Properties Audit Reasons

Extension Icon Type Binary
JPG Image True
control Text False
PNG Image True
GIF Image True
2/

1. Click H in the main toolbar and select the File Types tab.

2. Click U next to the file type and then confirm the deletion in the popup.



Integral
Guide

74

This page intentionally left blank.




Audit Reasons

Administrators can add or remove audit reason.

To add a reason

2.
3.
4,

A QA QN R
Certara v
Structure Properties File Types

* Required Fields

Copy

Delete

Click H in the main toolbar and select the Audit Reasons tab.

Click [,
In the Add Audit Reason popup, enter the text for the new reason.
Click Apply.

The new reason is added to the table and will appear in the Reason menu when an eSigna-
ture is required. For eSignature disabled folders, a system-generated reason will be recorded
in the audit trail.
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To modify a reason

Certara

Structure Properties File Types Audit Reasong

Reason

Copy

Delete
Required Fields

Reason

Delete o

\ —

\)

3.

1. Click H in the main toolbar and select the Audit Reasons tab.

2. Click 7’ next to the reason to edit.
3. Inthe expanded section, modify the text by typing in the Reason field.
4. Click Apply.

To delete a reason
1. Click H in the main toolbar and select the Audit Reasons tab.

Click U next to the reason and then confirm the deletion in the popup.
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Database Security

1. On the Integral main window, click E] in the main toolbar.

Note: The Security icon is only visible if you have the “Administrator” role.
2. Choose one of the tabs:
— Users (individual user)
— Groups (group of users labeled as a group name)

The security tools can be used to accomplish the following tasks:
Add a user to the system
Search for a user within the system
Edit a user in the system database
Add a group to the system database
Search for a group within the system database
Edit a group in the system database
Manage group rules
Manage members within a group
Delete a group in the system database
Example of permission setup for an external partner

See “Predefined License Types Table” for descriptions of the predefined license types for
Integral users.
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Add a user to the system

2 users - Groups /2-

Search Us

Displz

Username

alexander. First Name

allan.mich
Last Name
3.
Use SSO Credentials for Electronic Signatures if configured
4.
Send Activation Email
5.

1. Click E in the toolbar to display the Users tab.

Click above the list of existing users.

3. Inthe Add User popup, type the email, first name, and last name of the user to add.

4. Check the Use SSO Credentials... box to automatically use the SSO credentials when
eSignatures are required.
If unchecked, the user will need to enter their Integral username and password when an
eSignature is required.

5. Check the Send Activation Email box to forward an email notification to the user being
added.

6. Either click Add to add user to the Integral system or Cancel to close the popup without
adding the user.

See “Edit a user in the system database” to assign license types to users.
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Search for a user within the system

Search for a user within the system

1.
QO NERSPA

Test PksUser1
3.4
\ ~ ” Licenses Group Membership Folder Permissions
Search Users
tes X " - " .
2.4 License Purchased L Assigned Li
Display inactive users v Administrator 50 42 °
4.4 First Last Okta - — )
Username T Name Name status + Full-Licensed User 50 44
test.pksuseri@cer.. Test PksUser1 ACTIVE 25 1 o
test pksuser2@cer.. Test PksUser2 ACTIVE 25 2 L]
test pksuser3@cer.. Test PksUser3 ACTIVE ' Archivist 25 9 °

1. Click Er] in the toolbar and select the Users tab.
Check the Display inactive users box to view users whose OKTA status is inactive as well
as active.

3. Click near the Search Users heading and begin typing the name.
4. Click on a name in the filtered list to view the user’s properties on the right panel.
Notice the up arrow next to the Username column header in the previous image. This indi-

cates that the list is currently sorted in ascending order. Click the Username column header
multiple times to switch between ascending, descending, and no sorting.
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Edit a user in the system database

1.
Ao TR BA

.o
CTm> om
3.
Test PksUser1 .
— S 4
. Licensés (Group Membership ) (Folder Permissions) /
Search Users ~— - - = .
tes X . - ; :
License Purchased Licenses  Assigned Licenses
2 Display inactive users + Administrator 50 42 o
.\ i
1| Search Folder
\ Usename 4 6roup Name 4 Status
test pksuse
. : + Admin Access " 4 Name 1T Check All Root|
test pksuser:
+ All Read v
test pksuser. ch
= Archivists —
57
' GRO9 3 .38 5% 3 .
S ¢ @ &8 3 &6 & &
7.l
AA-PHST-007-PH v v v v

1. Click E] in the toolbar to display the Users tab.
Select a user to edit from the list.
3. Toggle between three tabs in the right panel.

Licenses, Group Membership, and Folder Permission govern user access to content.

— Licenses: The “maximum” permissions a user can have for any root folder. It is

largely tied to license type.

— Group Membership: Provides access to “folder types” according to defined proper-

ties.

— Folder Permissions: Provides additional permissions to folders beyond those set by
group membership, assuming that the assigned Role allows for that permission.

Note: A user thatis assigned a license must also be assigned as a group member or granted

permissions in the Folder Permissions tab, or both to access any data in Integral:

Permissions are additive. Thus, if a user belongs to two groups, his/her permissions are a
sum of the permissions for the two groups. Similarly, if a user belongs to a group, he/she
can be granted permissions, via the Folder Permissions tab, to additional folders that are

outside of the group’s access.

If a folder’s author is editing the Effective User Permissions of a folder and an administra-
tor is making changes to the same folder in the Security module at the same time, what-

ever changes that are made last will be applied.




Edit a user in the system database

If all Licenses and Permissions are removed from a user, that user will no longer be able to
log into Integral.

4.

In the Licenses tab, check on/off the box(es) to assign a license to the selected user:

Click the information icon (@) to see additional details about each license.

Predefined License Types Table

Admin for that root folder either manually or through groups.
**0nly applies to root folders where eSignature is disabled.

Feature
=
2 g
AR
o= W —
2 ol |8l |5E|2|2 Allowed Rol
HEEEHEEEE e i,
g = |w o |S|sZ|s |5 |others Combinations
Administrator
No, except |Yes |No |No |No |Yes |No |No |- Add users to Integral; Full-Licensed User;
root folder - Create root folders and set eSignatures requirement; |Archivist
- Disable eSignatures for existing root folder;
- Transfer ownership of root folder;
- Assign users to system licenses/roles;
- Grant folder permissions individually or through
security groups;
- Access to Security, Admin, and System Audit Report
(SAR) modules
Full-licensed User
Yes Yes |Yes [Yes |Yes [Yes® |Yes|Yes|- Create root folders and set eSignatures requirement; |Administrator;
- Disable eSignatures for existing root folder, if useris  |Archivist
the owner;
- Mo access to Security, Admin, or SAR modules
Limited-Licensed User
Yes Yes [Yes [Yes [Yes [Yes™ |Ves |Ves |- Create only eSignature disabled root folders; None
- Write access to only eSignature disabled root folders;
- Read access to eSignature enabled root folders;
- No access to Security, Admin, or SAR modules
OA
No Yes|MNo [No |Yes [Yes® |Mo [Yes|- Access to System Audit Report Module; Archivist
- No access to Security or Admin modules
Archive
MNo Yes |Mo [No |Yes|Yes* [MNo |Yes|- Unlock folders or files; QA or Administrator
- Mo access to Security, Admin, or SAR modules (not at the same time)
or Full-Licensed User
Partner
Yes, except |Yes [Yes |Yes [No |Yes® [No |Yes |- Mo access to Security, Admin, or SAR modules None
root folder
Limited-Partner User
Yes, except |Yes [Yes |Yes [No |Yes™ [No |Yes [- Write access to only eSignature disabled root folders; |Mone
root folder - Read access to eSignature enabled root folders;
- Mo access to Security, Admin, or SAR modules
A user must be granted permissions to folders explicitly or through group membership. Features will be limited to
those allowed by folder permissions and those enabled by the user's assigned license.
Note *Granted when user creates the root folder, are made the owner of that root folder, or are granted Security
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Note:

5.

The Archivist license is free of charge when other licenses are purchased and multiple
Archivist licenses may be requested.

In the Group Membership tab, check on/off the box(es) to specify the groups of which
the selected user is to be a member.

An administrator can grant other users (Full-Licensed User, QA, Archivist, Partner etc.)
permissions in the Group Membership tab as long as there are no permission conflicts.

A permission conflict is indicated by a ¥ in the Status column. It means despite group

membership, this user will not have all the permissions that the Group is trying to give
him/her. Therefore, when an administrator is assigning licenses, make sure to also
check the permissions in Group Membership tab.

In the Folder Permissions tab, check on/off the box(es) to define the folder permissions
to grant the selected user. The permissions are grouped into 5 categories. Checking a
box in the Check All category checks all boxes with the corresponding label in all of the
other categories (e.g., if Read is checked under Check All, then Read will be checked for
Root Folder, Data, Document, and Analysis). The remaining 4 categories represent the
security contexts that were assigned when the folder type was created: Root Folder,
Data, Document, and Analysis.

Name and Has Permissions columns can be sorted by clicking the column header.

For each security context, the following permissions can be set:

Read

— Access to folder and its files and subfolders

— Download file from the folder

— Generate search results that include files from the folder
— Load a Phoenix project into Phoenix

— Load a selected item into Phoenix

— Sync a folder from Integral to the local directory

create (When combined with Read permission)

— Upload files to folder

— Add subfolders to folder

— Copy/Link files to folder

— Add a savepoint

— Add selected items to folder

— Sync folder or new files to folder from the local directory to Integral

edit (When combined with Read permission)

— Edit name and properties of folder or of file within folder
— Edit content (data) of files in folder

— Upload new versions of files within folder

— Perform a Save or Save As for a savepoint

— Save options when saving a savepoint




Edit a user in the system database

— Sync updated files to folder from local directory to Integral

Delete (When combined with Read permission)
— Delete folder, which also deletes all content in folder
— Delete individual files and subfolders within folder (unless it is a savepoint)

Lock (when combined with Read permission)
— Lock the folder, which also locks all content in the folder
— Lock individual files and subfolders within folder (unless it is a savepoint)

view (When combined with Read permission)
— View contents of blinded folder or of files and subfolders within blinded folder
— Use a blinded file as a dependency for a savepoint

— Sync a blinded folder or blinded file or blinded subfolder from Integral to local direc-
tory

— Sync a new file or subfolder or updated file to a blinded folder from local directory to
Integral
Set/Unset blind (when combined with Read permission)
— Blind/Unblind folder, which also blinds/unblinds all content in folder, respectively.
— Blind/Unblind files or subfolders within folder
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Add a group to the system database

2.
3.
4,

fi Q

Click E in the toolbar and select the Groups tab.

Click above the group list.
In the Add Group popup, type the new group’s name.
Either click Add to add the group to the list or Cancel to close the popup.

The group is add to the list on the left and selected so that rules and members can be imme-
diately defined. See “Edit a group in the system database” for more information.

New groups can also be created by copying an existing group and then editing it as needed.

Search Groups

Groups 1

PD_GROUP /’{ 0 >'ﬁ

Select the group to copy in the list on the left.

Click rD .
In the Copy Group popup, type the new group’s name.

Either click Copy to create a copy of the group or Cancel to close the popup.




Search for a group within the system database

Search for a group within the system database

o GRO9

Rules
2.

Search Groups

l.g b'e

Groups T
3. : Name 1

™ GRO9 7 0

(.

Group Security

PD_GROUP

1. Click E] in the toolbar and select the Groups tab.
Click the Search Groups heading and begin typing the name.

3. Click on a group name in the filtered list to view the group’s properties on the right
panel.

Notice the up arrow next to the Group column header in the previous image. This indicates
that the list is currently sorted in ascending order. Click the Group column header multiple
times to switch between ascending, descending, and no sorting.
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Edit a group in the system database

a a(eQ

S users -t Groups

L
o Admin Access / .

Rules Members
Search Groups C )
|

Groups T
Name T

, ‘/. Admin Access 7 [D '[j

All Read

Archivists

Click E in the toolbar and select the Groups tab.
Select a group to edit from the list.

3. To edit the group name, click J"P type the name, and click the checkmark to apply the
modified name or click X to ignore any changes.

4. Toggle between the Rules (see Manage group rules) and Members tabs (see Manage
members within a group) in the right panel.




Edit a group in the system database

Manage group rules

Admin Access

Rules Members

Criteria

Name 1 Criteria Check All Root Folder Data

£
E
-]
<
2
2 @ 2 ] ] ]
= - - =y - 5 € = -
3 35 s S 23338 2z 3
i it =
O £ W 68 4|0 & W 68 J | 0 & W a
FolderType =
No Criteria

Note:

4.

In the Rules tab, click ﬂ to add a rule.

To edit a rule, click the rule name.
In the expanded area, enter or edit the Name for the rule.

Define the rule criteria by selecting the Folder Type, Properties, an Operator, and Crite-
ria from the respective menus.

To add more criteria to the new rule, click IEI and repeat the selections of Folder Type/
Properties/Operator/Criteria. Multiple criteria within a rule for a group are applied
using AnD. For example, if a rule is specified that has 2 criteria, one stating that group
permissions should be applied to folders of type “GRT Study” that have Indication =
“GRT,” the other stating that group permissions should be applied to folders of type
“GRT Study” that have Portfolio = “ABC,” the rule will apply permissions to folders of
type “GRT Study” that have Indication = “”GRT” AND Portfolio = “ABC”.

Description should not be used when defining rule criteria.

Check on/off the box(es) to define the permissions to grant the group when the rule cri-
teria are met. The permissions are grouped into 5 categories. Checking a box in the
Check All category checks all boxes with the corresponding label in all of the other cate-
gories (e.g., if Read is checked under Check All, then Read will be checked for Root
Folder, Data, Document, and Analysis). The remaining 4 categories represent the secu-
rity contexts that were assigned when the folder type was created: Root Folder, Data,
Document, and Analysis. For each of these 4 categories, permissions can be set to allow
a group to:
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Create content (add subfolders and upload files)
Read the contents of the folder

Edit the contents of the folder

Delete the folder and its content

Lock the folder or files in the folder

View the folder contents even when blinded in a study

Set the folder or files to be blinded in the study

As an example, a rule is defined that, for all folders of the “Project” type, that have the
“Therapeutic area” property “equal” to “Cardiovascular,” Read and Edit permissions of
Documents will be granted to members of the group. This means that a user who is a
member of the group for which this rule is defined, will be able to read and edit docu-
ments that are located in Cardiovascular-related projects. Refer to “Example of permis-

sion setup for an external partner” for another example.

5. Click Add to save the new rule or Apply to accept the modifications to the existing rule.

i

To delete a rule, click L] to the far right of the rule.

Manage members within a group

Search

p 4
y 4
P 4
P 4

' 4
p

Member Username T

First Name

Last Name

1. With the desired group selected in the list on the left, select the Members tab on the

right.

The list on the right shows all the users in the directory, but only the checked ones have

access to the selected group.

2. To search for a member, type the name in the Search area above the list on the right.




Edit a group in the system database

To sort the list of members, click a column header. Click the column header multiple
times to switch between ascending, descending, and no sorting.

To add a user to the group, check the corresponding box. To remove a user from the
group, uncheck the corresponding box.
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Delete a group in the system database

1. Click E in the toolbar and select the Groups tab.
2. Select the group name in the list on the left.

i

3. Click LJ next to the name and press OK in the confirmation popup.




Example of permission setup for an external partner

Example of permission setup for an external partner

For this example we will be setting up permissions for an external partner, named Tester
Smith. Tester Smith will need the ability to create/read/edit data, create/read/edit docu-
ments, and read analyses for all projects to which the Clinical_BA group is given access.

Assign the role of Partner to the user

Assume that Tester Smith has been granted an account by Certara Support.

1. Click E] to display the Users tab.
Locate and select Tester Smith in the left list.

With the Licenses tab selected on the right, check the box for the Partner license to
assign it to Tester Smith.

Partner licensed users can create, read, edit, delete, view, and blind any folder, except the
Root folder, which they cannot delete, view, or blind. However, Tester Smith must first be
granted access to some folders before any of these permissions can take effect. Access can
be granted by Group membership or specifically at the folder level, or by a combination of

both.

Licenses Group Membership Folder Permissions

License Purchased Licenses = Assigned Licenses
50 42 o
50 44 0
25 1 i

" Partner 25 2 i
25 Q o

Create a new group

Set up a Clinical_BA group. Later, we will assign Tester Smith as a member of this group.

1. Click E] and select the Groups tab.

2. Click ﬂ at the top of the left list.
3. Inthe pop-up, enter Clinical BA asthe name of the new group and click Add.

We will add a rule for the Clinical_BA group that will define the criteria that must be met for
certain permissions to be granted to its members.

All information that the Clinical_BA group needs access to are in folders that are of the Proj-
ect type and have the Group property set to Clinical_BA. Therefore, a rule can be set up as
follows:

4. Select Clinical_BA in the left list.
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With the Rules tab selected on the right, click ﬂ
6. Type External partner asthe name of the rule.
Set the Folder type to Project, Properties to Group, Operator to Equals, and Criteria to
Clinical_BA.
E.;(ternal Parter E%I%er?gr?: -
Folder Type:* Properties* Operator Critenia
Study v Group Y Equal v Clinical_BA v
+ =N
8. Check the Read box under Check All.
9. In the Data and Documents sections, check the Create and Edit boxes.
Check all Root Folder Data Documents Analysis
Blind Blind
E
= 3 ]
% = e % 2 = E % % ] i ';\: 2 = 5 % = -
REERREEERERREEREERREEREERRE B
o v ¥ A o
10. Click Add.
With this rule defined, members of the Clinical_BA group will be able to read all items and
to create and edit data and document items within project folders that have the Group
property set to Clinical_BA.
(Members could now be added to the new group, using the Members tab. However, this
step will be skipped for this example.)
Add the user to the group

1. Select the Group Membership tab.

2. Check the Clinical_BA checkbox to add Tester Smith as a member.

Licenses Group Membership

Group Mame T

Admin Access
All Read
Archivists

" Clinical_BA

Folder Permissions

Status
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Example of permission setup for an external partner

Tester Smith now has access to some folders as a member of the Clinical_BA group. Remem-
ber, as a Partner, a user can potentially create, read, edit, delete, view, and blind any folder,
except the Root folder. However, the Clinical_BA group does not allow members to delete
or blind a folder.

Adjust folder permissions for the user

At this point, Tester Smith has access to any Project folder where the Group property is set
to Clinical_BA. Let’s say that he is only involved with the PMX02 project. To allow access to
only the information relevant to this project and no other project data, Tester Smith must
first be removed from the Clinical_BA Group and then permissions need to be set for the
PMXO02 project folder.

For this example, assume that a project folder called PMX02 exists in Integral.

1. Select the Group Membership tab and uncheck the Clinical_BA box.
2. Select the Folder Permissions tab.
3. Locate the PMXO02 folder in the table.

Use the Search Folder field to filter the table by typing PMX.
4. Check the Select All box for the PMX02 row.

Notice that /¥ appears under some of the column headers to indicate that the permission
required for the action is not currently granted to the user’s role.

Note: The presence of the warning icon simply notifies you that the associated action will not be
allowed for the user, even though the box is checked. There is no need to adjust the
checkboxes in an attempt to get rid of the warning icon, as the action will be prevented
regardless of the status of the checkbox.
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Auditing Changes to Integral Data

Audit Reports are performed on files existing in the Data, Documents, or Analysis(es) fold-
ers only; folder changes are not included. However, a report can be initiated from the folder
level, which will walk the folder/file tree and recursively create a report that includes all
applicable files.

To generate an audit report for a folder

To generate an audit report for a savepoint
To generate an audit report for a file

Audit report contents

To generate an audit report for a folder

1. 2.
/

/
Contents Properties History ) Permission

Audit Report

A summary audit report is generated by default. If yourequirea  Geperate Audit Report
detailed revisions report, click the box below.

“ Include File Diffs
(Most Recent VS Prior)

3.

Go to the History tab of a folder.

Click the Generate Audit Report button.

In the popup, check the box for Include File Diffs if you want to include a comparison of
the two most recent revisions of each file.

Click Generate Report to generate the report as a .zip file.

Note: If you are using the Integral Plugin for Phoenix, the Save As dialog is displayed to allow
you to change the filename and identify the directory in which to save the .zip file. Should
you decide to change the name in the File Name field, it is important to include the .zip
extension.

See “Audit report contents” for more information.
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To generate an audit report for a savepoint

1. 2.
4
Contents Properties ( Histoz ) Permission

Audit Report

A summary audit report is generated by default. If you require a Generate Audit Report
detailed revisions report, click the box below.

. Inciude File Diffs
(Most Recent VS Prior)

Inciude Savepoint Diffs

Most Recent VS Prior
Most Recent VS First
Custom: Revisionl

Go to the History tab of a savepoint-enabled folder.
Click the Generate Audit Report button.

In the popup, check the box for Include File Diffs if you want to include a comparison of
the two most recent revisions of each file.

4. Check the box for Include Savepoint Diffs and use the radio buttons to specify the save-
points to compare for differences.

Most Recent VS Prior: If the file had 3 savepoints, this option compares savepoint 3 with
2.

Most Recent VS First: This option compares savepoint 3 with 1.

Custom: Use the two pull-down menus to select the savepoints to compare.

5. Click Generate Report to generate the report and save it to your local directory as a .zip
file.

See “Audit report contents” for more information.
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To generate an audit report for a file

1. 2.

4 /
Contents Properties ( Histog ) Permiss,i7/

Audit Report

A summary audit report is generated by default. If you require a Generate Audit Report
detailed revisions report, click the box below.

Include File Diffs

Most Recent VS Prior
3. Most Recent VS First

Custom: Revision2 ¥ V35 Revision1

Revision2

4 Revision1

Cancel Generate Report

1. Go to the History tab of a file.
Click the Generate Audit Report button.

3. Inthe popup, check the box for Include File Diffs if you want to include comparison of
revisions in the report.

4. If Include File Diffs is checked, use the radio buttons to specifying the revisions to com-
pare for differences.

Most Recent VS Prior: If the file had 3 revisions, this option would compare revision 3
with 2.

Most Recent VS First: This option would compare revision 3 with 1.

Custom: Use the two pull-down menus to select the revisions to compare.
Click Generate Report to generate the report and save it to your local directory as a .zip file.
See “Audit report contents” for more information.

Audit report contents

Compliance with 21 CFR Part 11 requires full accountability for all changes to study data,

including inserting, deleting, and modifying data. Integral captures information for the fol-
lowing events.

— adding a file

— adding a new revision of a file

— editing content of a file

— deleting a file or a folder containing files
— creating/updating links

— creating/updating copies
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— locking/unlocking

— blinding/unblinding

— changing status of files or savepoint-enabled folders

— adding/updating/removing savepoint dependencies

— disabling eSignatures for a root folder (the entered reason for disabling is reported)

For each event, the following information is collected:
— username
— date/time of modification (in UTC)
— eventID

The report itself is a .zip file that contains:

A main summary Report, in PDF format. The Integral instance and repository schema is fol-
lowed by a list of the files included in the report. There is also an indication if a Diff file is
available. The report continues with a separate section for each file in the list. Each file’s
section has three parts:

— File summary: This section shows the name, path from the repository, author, cre-
ation date, revision number, size, and description of the file.

— Revision changes: For each revision of the file, the revision number, revision creation
date, author, event ID, action, and reason for the revision are presented.

— Property changes: For each change to a property in the file, the revision number,
name of the property, the value, the date/time of the change, and the author of the
change, and the reason for the change are presented.

A file for each Diff (if requested). For text files, the Diff file is a PDF file showing a side by
side comparison. For dataset files (CSV or XPT files), the Diff file is an Excel file listing the
Column Name, Action, Previous Value, Current Value, User, and Event ID.

A file for savepoint Diff (if requested), in PDF format. A list of files added to the savepoint,
files removed from the savepoint, and files with a new revision number.

Note: The audit report captures changes to files, but not folders. Therefore, not all event IDs will

be found in an audit report. However, all actions are captured in the background and can
be retrieved by submitting a support ticket.
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System Audit Report

The system audit report captures activities/events that are not typically exposed in the inter-
face. The report contains audit information pertaining to security, administration, down-
loading, and other activities.

Security activities

— Add/remove user

— Add/modify/remove permission group

— Add/modify/remove rule from permission group

— Add/remove user from an assigned license or from a permission group

— Add/remove a user’s folder permissions and which permissions changed

— Disable eSignature for folder

Administration activities

— Add/modify/remove folder type, property type, or file type
— Add/delete root folder

— Update the owner of a root folder

Downloading activities

— Download any file, folder, or savepoint

— Download at folder level

— Download at file level

— Download deleted file

— Syncing root folder from Integral to local

— Syncing new files or folders added to a synced root folder from Integral to local

Other activities

— Locking/Unlocking files or folders
— Blinding/Unblinding files or folders
— Deleting files or folders

Using this tool, customized system audit reports can be generated without needing to con-
tact Certara.

To access the system audit report, click in the main toolbar.

Note: The System Audit Report icon is only visible if you have the “Administrator” or “QA”
license.

@ Standard () Pivoted [ Export Excel | [ ExportPdf | ()

FileDownload Download Download {"FileName":"Viv|

SecurityGroup Deleted Security {'GroupName":"
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By default, the data is displayed using a Standard view. The Standard view is a stacked view,
where every activity has the same structure and the details for a particular activity are con-
tained in a column called “Details.”

The Pivoted view separates the attributes listed in the Details column into individual col-
umns. If no filtering of activities is applied, the width of the table can grow by a substantial
amount, as there are a large number of detail attributes possible for all of the tracked activ-
ities. If filtering is applied to only show a particular type of activity, the table is compressed
to only display the columns of details that are relevant to that activity. Once in Pivoted
view, it is then possible to filter based on individual detail attributes.

Sorting and filtering of columns in the system audit report is very similar to what is
described in the “View and edit contents of a file” section with additional operators being
available for filtering date/time columns.

e - |

| Sort by Oldest

{"FileName":"Vivo.xls",Pa

il Sort by Newest . e
{"GroupName":"Clinical_B

- aar Filte {"GroupName":"Clinical_B
DateTime Filters > | Equal... E
Not Equal... 3
- i
Select All Less Than.. !
Less Than Or Equal...
A
| Greater Than...
A
Greater Than Or Equal...
| Between...
)
Custom Filter... (
OK CANCEL

{"FileName":"Bguide1.dat

In the following Pivoted view image, the Activity column has been filtered to list only Securi-
tyGroupMember activities (the EventUser column is also filtered to list a particular user).
There are only two details relevant to this activity: GroupName and UserID.

(O standard (@) Pivoted |[ExportExcel | ()

N e

Security All Read

Security User Access




Note: The filter icon in the column header will appear red if filter criteria has been applied to
that column.

Use the navigation tools below the table to page through the data, go to a particular page, or
to set the number of items to display per page.

To export the report, press the Export Excel or Export PDF button. Any data that has been
filtered out will not be included in the report.

Click {':) to force a refresh of the list.
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Integral Plugin

Integral is a database system for secure storage of study data and analyses. Integral pro-
vides a secure data management system with complete auditing capabilities. The combina-
tion of Integral and Phoenix provides an effective means to share source data, models,
scripts, and results among the members of a drug development team. The combination also
supports compliance with the U.S. Food and Drug Administration’s 21 CFR Part 11 regula-
tion.

Phoenix can work in conjunction with Integral for secure storage and change tracking for
data and analyses. This section covers the use of Phoenix as an Integral client: loading Inte-
gral data to Phoenix and saving data from Phoenix as Integral projects and savepoints. Inte-
gral can also be accessed by way of a Web interface, which provides additional operations.
See “Integral Introduction”.

This section contains the following topics:
Accessing the Integral browser
Adding a savepoint project
Defining the settings for a savepoint project
Confirming changes
Saving updated projects to Integral
Saving Phoenix Project as a Savepoint
Adding items to Integral
Loading Integral items in Phoenix
Detaching an item in Phoenix from Integral
Setting up a connection
Configuring default save options

Using PKS scenarios and Integral
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Accessing the Integral browser

Note: Connection to Integral from Phoenix requires the setting of some preference options.
Refer to “Setting up a connection” for more information.

1. Select Integral > Browser from the main Phoenix menu to display the login page of Inte-
gral.

2. Enter your credentials.

Once credentials are verified, the Integral interface is presented.

3. If multiple Integral instances have been defined in the Preferences dialog, select the
instance to use from the pull-down menu at the top of the browser dialog.

¥ Integral Browser — O X

https://integral v Connect
https://integral-

Integral

For details on using this interface, see the “Browser” section.

Use the red X button to close the Integral browser dialog when finished.




Adding a savepoint project

Adding a savepoint project

Note: Connection to Integral from Phoenix requires the setting of some preference options.
Refer to “Setting up a connection” for more information.

Use Integral’s Add Savepoint option to create a new savepoint (Phoenix project).

1. From Phoenix, open the Integral Browser (Integral > Browser).

2. Select the savepoint container folder (e.g., Analyses) in which to store the savepoint
project.

3. Click the ellipsis for the selected folder and select Add Savepoint.

Add Savepoint
New Folder
Add Savepoint * Required Fields 4
Savepoint name: *
‘;E vepoint name cannot be empty
5.

B2Cl

[ £ pata

[J §ay THEOPP2.dat
[ quy claytoncsv

4. Inthe Add Savepoint dialog, enter the title of the Phoenix project in the Savepoint name
field.

5. Enter information in the Description field, if desired.

6. Check the box(es) for the folder(s) to include in the new savepoint. (Click a folder name
to expand it and view the contents.)

7. Click Submit.

After the project is created in Phoenix, it will contain the data that was selected in the Add
Savepoint dialog. You can proceed to work with the new project in Phoenix, for example,
perform an NCA, add plots, or add some descriptive statistics. When finished with the work
in Phoenix, select Integral > Save (or right-click the project in the Phoenix Object Browser
and select Save to Integral). This will display the Settings dialog (see “Defining the settings
for a savepoint project”) prior to creating a savepoint for the project in Integral.
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Defining the settings for a savepoint project

The settings for a savepoint project are divided into three separate tabs:
Savepoint tab
Save Options tab

Dependencies tab

Savepoint tab

Settings (Certara) * Required Fields

Savepoint Save Options Dependencies

Project Name: LRA

Savepoint Name: Proj345_NCA

Description:

Analysis Type: * | Phoenix Project Tool Version: 335340

= Cancel

In the Savepoint tab, define the savepoint using the available fields and menus. The options
available are set up by the administrator.
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Defining the settings for a savepoint project

Save Options tab

1. Click the Save Options tab to choose the project items to save to Integral and the for-
mats.
Settings (Certara) * Required Fields

Note:

3.

4.

Savepoint ave Options )Dependencies

Exportable ltems (0)

Path T Name o Type Export Name
Workflow NCA NCA
Workflow XY Plot XY Plot
Workflow.NCA.Results Core output TextObject
Workflow.NCA.Results | Dosing Used Worksheet
Workflow.NCA.Results  Observed Y and Predicted Yvs X  Plot o

, 2.

- 4

Full Name: IWod(ﬂow.NCA.ResuIts.Observed Y and Predicted Y vs X I

Available Formats: ||

[] Bitmap (.BMP)
] GIF (GIF)

] PNG (PNG)
[] Enhanced Meta File (.EMF)

[ Include Workflow Summary Clear Save Options Apply Default Save Options /

= Finish Cancel

In the Save Options Settings tab, each item available for export is listed.

If a name other than the one assigned by Phoenix (shown in the Full Name field) is to be
used when exporting an item, select the item and enter the new name, using the Latin
alphabet, in the Name field.

When results have a similar Path, it is important to provide unique names for the export.
Otherwise, the save will fail with an error message.

Select the format(s) in which to export the item by checking the box(es) in the Available
Formats list.

Use the Clear Save Options button to remove any user-entered names or format set-
tings. Use the Apply Default Save Options button to use the default settings for the data
type of the selected item. See “Configuring default save options” for details on setting
up default save options.
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Dependencies tab

1. Click the Dependencies tab to set dependency tracking options.

Settings (Certara) * Required Fields
Savepoint  Save Options Dependencies
Imvalidate '
Full Mame tus Riew otify
ull Nam Statu evision Savepcint O Motify
| LRA/Data/THECPP2. dat UpToDate 1
= Finish Cancel

Sub-folders and files in the selected savepoint container folder to which you have read
access are listed in the Dependencies tab, along with their status.

2. Select the folders/files on which the savepoint project depends. (Note that selecting a
folder selects all files within that folder.)

3. Checking the Invalidate Analysis On box for a dependency causes savepoints that refer-
ence the object to be marked as out-of-date (i.e., invalidated) when a different version
of the object is saved to Integral. Clearing the checkbox will result in a savepoint not
being marked out-of-date when a new version is saved to Integral.

4. Check the Notify box to send a message when the savepoint is invalidated.

Objects loaded from Integral into Phoenix projects will have their dependencies main-
tained.

After setting the savepoint properties, save options, and dependency customizations, press
the right Arrow button to continue to the Confirmation page (see “Confirming changes”).
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Confirming changes

Confirmation * Required Fields

Project Name: LRA

BimSavepoint:? /.2_
i o ]| Cance
[ 4
! Reason: *
i ‘
37|

1. Check the Lock Savepoint and/or Blind Savepoint box(es) to lock/blind the savepoint
immediately after it has been saved.

When ready to save, click Finish in the Confirmation dialog.

In the Electronic Signature popup, enter a statement regarding the new savepoint being
added to Integral or select one from the Reason menu and click Next.

4. Enter your Integral credentials to complete the electronic signature.

The saving process begins, and a progress dialog is displayed. Once the Phoenix project has
been saved to Integral, the progress dialog closes.

Note: When a Phoenix project is loaded into Integral for the first time, a revision is logged. How-
ever, a savepoint (i.e., a snapshot of the project) will not be registered. Only after it is
loaded into Phoenix from Integral and saved back will savepoints be registered.
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Saving updated projects to Integral

The Integral Save and Save As options are enabled when an item or savepoint is loaded
from Integral into the Object Browser. These options are in the Integral menu or on the
right-click menu for a project in the Object Browser as Save to Integral and Save As to Inte-
gral.

Using the Save option for a project creates a savepoint folder containing the Phoenix proj-
ect in Integral. A savepoint is a snapshot of the project as it currently exists. At any point in
the future, you can take the project back to a prior state by loading the corresponding save-
point.

Note: If the Phoenix project was generated using the Add Savepoint option in Integral (avail-

able on the savepoint container menu), no savepoint will be generated upon the initial
save operation. The Add Savepoint option does not register the new Phoenix project in
Integral, it simply creates the project in Phoenix. Therefore, the project file is not yet asso-
ciated with any savepoint container or Integral project. You must save the new project to
Integral, then any subsequent saving operations will result in savepoints to which the
project file is saved.

Once you load a project from Integral into Phoenix, create a savepoint before making any
changes. You can then easily return to the starting point as needed. If you try to create a
savepoint after making changes to the project, you are warned about the changes and
asked to choose to either save the changes as a new savepoint (Save As) or discard the
changes and load the latest saved version from Integral (Get Latest).

Selecting either Save or Save As takes you to the Settings dialog, where you can make the
necessary modifications before saving to Integral. See “Defining the settings for a savepoint
project”.




Saving Phoenix Project as a Savepoint

Saving Phoenix Project as a Savepoint

A Phoenix project file that was created outside of Integral and, therefore is not associated
with a savepoint, can be saved to Integral as a savepoint. This allows savepoint features to
be applied to the Phoenix project and changes can be saved as if it were a savepoint created
through Integral.

1. In Phoenix, right-click the Phoenix project in the Object Browser.

It must have the | icon before the name. If it has the ¥ icon, it is already associated
with Integral.

2. Select Save Project as Savepoint from the menu.

Once your Integral credentials have been verified, the Save Project as Savepoint dialog is
displayed.

3. All of the repositories to which you have been permitted access are listed in the Reposi-
tory pull-down. Select the one to which the Phoenix project is to be saved.

4. ldentify the Integral savepoint container in which to save the Phoenix project as a save-
point by choosing the Root Folder first and then selecting the Savepoint Container.

Use @ to restrict the list of root folders to only the ones marked as favorites. To

refresh the list, click (:J .

Only savepoint containers to which you have appropriate permissions for saving are
listed.

5. Click the arrow button at the bottom to proceed to the Settings page.

Refer to the “Defining the settings for a savepoint project” and subsequent sections for
further details.

Once the process is completed, the electronic signature submitted (if required), and the

Phoenix project saved to Integral, the icon in the Object Browser changes to = .

Note: Users with an “Limited” license can only create eSignature disabled folders.
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Adding items to Integral

1. With the item to save selected in the Object Browser, select Integral > Add Selected
Item (or right-click the item in the Object Browser and select Add Selected Item to Inte-

gral).
* Required Field
P | 2.
Repository: Certara v| =
_+ 3.
Name: w Bguide 1 single dose and steady state
* : , . 4
Type: Text (Comma delimited) v | =
Description: | 5.
=
Phaciisesiion Ealtuc: 4 | Do Eoldes 6
LRA vl | =
Select Folder s
B CJ LRA
M Data
B Documents
Status: w| = 8
Mﬁ’ .
"‘"ﬂﬁéjr:cel

2. All of the repositories to which you have been permitted access are listed in the Reposi-
tory pull-down. Select the one to which the item is to be saved.

3. Enter a name (Name) for the item or use the default name.
4. Select the type of the item being added from the Type pull-down.
a. For SAS Transport Files, select the CDISC Model for the file from the menu.
b. For Text (Space, Tab, or Comma delimited), check the box(es) if the file has a header
row and/or has a units row.
Options available when a Phoenix object is selected are:
- Excel Workbook: Saves the object results worksheets to Integral.

- Phoenix Template: Saves the object as a .PHXTMPLT file.




Adding items to Integral

- Phoenix Object Settings: Saves the object settings to a .PHXSETTING file.
5. Enter a description (Description) of the item.

6. Identify the Integral folder in which to save the item by choosing the Root Folder first
and then selecting the sub-folder.

Use O to restrict the list of root folders to only the ones marked as favorites. To

refresh the list, click (:J' .

Iltems that do not appear in the Select Folder list include: savepoints, locked folders,
blinded folders (unless you have View Blind, Create, and Read permissions for that
folder), folders where upload=false, and folders where you do not have both Create and
Read permissions

7. Optionally choose a Status for the item from the menu.
The values predefined in Integral include Final, Draft, Reviewed, and Approved. Other
values may be defined by the Administrator.

8. Press OK to add the item to Integral.

After entering the information for an electronic signature, if the item already exists in Inte-
gral, a pop-up dialog displays asking if the existing file should be overwritten.

Press Yes to add the selected item as a new revision of the existing item.
Press No to return to the Add Selected Item dialog without adding the item to Integral.

When SAS Transport Files is selected as the Type, there is an additional step of reviewing
the column names to complete the process.
1. Inthe dialog, enter information that is appropriate for the data being exported:
— SAS Variable: The name of the SAS variable (limited to eight characters).
— SAS Label: The SAS column label header (limited to 40 characters).
— Include: Set to True to include or False to exclude the column.
— Precision Type: Set the precision type to either Significant Digits or Decimal Places.
— Precision: The number of significant digits or decimal places.

— Data Type: Select the data type as Numeric or Text, or leave it set to Auto to export
the column as it is in Phoenix.

— Format: The .NET format to use for numeric data. G displays values in fixed-point or
scientific notation (e.g., G, G4, G8). E displays values in scientific notation, followed
by a precision specifier (e.g., E, E4, E8). F displays values in real numbers (e.g., F, F4,
F8).

2. Optionally enter a Data Set Name.

This name is internal to SAS and independent of the actual file name.

3. From the Data Set Standard menu, choose the standard version (Version 5,6, Version 8,
or Version 9).

4. To save the SAS export settings in the Documents folder, press Save Settings.

The settings are saved as a text file and named after the dataset name.
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5. To load the SAS export settings from the Documents folder, press Load Settings, select
the SAS export settings file in the Documents folder, and press Select.

6. Press OK to save the worksheet as an SAS Transport File.
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Loading Integral items in Phoenix

Note: Phoenix does not support line feeds. When loading data from Integral into Phoenix, make
sure the data does not contain line feeds.

Open an Integral savepoint project in Phoenix

1. In Phoenix, open the Integral Browser (Integral > Browser).

2. Inthe Integral Browser, click the ellipsis button for a Phoenix project file, or a savepoint
folder with its “Analysis Type” property set to “Phoenix Project” that contains a project

file, and select Load Savepoint.
(If the selected Phoenix project file is not in a “Phoenix Project” savepoint folder, use
the Load Project option in the ellipsis menu.)
When a project is loaded from Integral, the right-click menu in Phoenix contains additional
options. These include:
Check State: Checks to see if the version of the project loaded in Phoenix is identical to
the one stored in Integral and displays a message stating the findings.
Refresh from Source: Reloads the project with the version stored in Integral.

You can also load a previous savepoint version from Integral to Phoenix through the Save-
point section of Integral’s History tab.

Open other items
From the Integral Browser (Integral > Browser), click ellipsis button for an item that Phoenix
can read and select Load Selected Item.
If there are multiple projects open in Phoenix, a dialog will prompt for selecting the desired
project.
Iltems loaded into Phoenix using the Phoenix Integral Browser are read-only, unless they are

detached. (See “Detaching an item in Phoenix from Integral”.) Also, if there are dependen-
cies that are out-of-date, a request is displayed asking if those dependencies should be

updated.
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Detaching an item in Phoenix from Integral

When an item from Integral is loaded into Phoenix, it is read only. You can break the con-
nection with Integral using the Detach option. When an item is detached from Integral, the
source data information is cleared, and modifications can then be made without affecting
the item stored in Integral. It also allows sharing the project with a user who does not have
Integral installed.

From Phoenix, right-click the loaded Integral item and select Detach Integral Item.




Setting up a connection

Setting up a connection

The Integral connection information must be provided before Phoenix can connect to Inte-

gral.
Edit | Insert Send
Undo
NN
oo™
Preferences.’;‘.;&
Preferences X
H ~ | Instances
"#f‘” [rﬂegE;:l ft Save Opti rlost Ui ikt
i i~ Default Save Options
24 Host U
J:,: https:// ’https:/f'
: Use Proxy Server
i (O Use Default Proxy (as specified in browser settings)
4
3 (® Specify Proxy Settings
v Add.
/ﬁ Host Port (optional)
2 7 [] Use Hitps

1. Select Edit > Preferences.

[] Enable Verbose Logging

Cancel

2. Inthe Preferences dialog, click the (+) sign beside Integral and select Instances.

3. Click Add to display the Integral Configuration dialog and enter the configuration prop-

erties.

To connect directly, enter the address to the web site in the Host Url field.

To connect via proxy, check the Use Proxy Server box and then choose whether to Use

Default Proxy or Specify Proxy Settings by entering the Host and Port information to

access a different proxy. (Check the Use Https box if this is an HTTPS proxy server.)

4. Click OK to save the new Integral instance.

To edit an existing Integral instance definition, select it in the Preferences dialog and click

Edit. Then make the modifications in the displayed dialog.

To delete the instance definition, select it in the Preferences dialog and click Remove.

Note: Users cannot edit or remove instances to which they are currently connected.

117



Integral
Guide

Configuring default save options

The default save options can be configured in the Integral section in the Preferences dialog.
The default save options determine how operational object output is displayed in Integral.
An operational object’s output should be displayed when it is useful for data mining or
reports, or if the output is loaded individually into another project to be re-used or shared.

Edit | Inset Send

Undo

AR
L~
Preferencesf/
@ ~ | Default Save Options
2"@55 g Integral Generated By Object Type Object Name Pattem Export Target Type
3. : Default Save Options .
\ || | - instances NCA T— Excel 97-2003 Workbook
PK Model Worksheet Final Parameter* Excel 97-2003 Workbook
Geneilated By
Bioequivalence Worksheet Text (Comma delimited)
NCA v
XY Plot Plot JPEG
Object Type
Add... Edi... Remove Save To File... Load From File...
Worksheet v X
Object Name Pattem (wildcard ) \ "
FinalParameter] I N\ 4 5 7

Export Target Type
Excel 57-2003 Workbook w

Select Edit > Preferences.

In the Preferences dialog, select Integral > Default Save Options.
To add a default save option, click Add.

To edit an option, select it and click Edit.

4. Inthe Default Save Option dialog, select the Phoenix operational object from the Gener-
ated By pull-down menu.

From the Object Type pull-down menu, choose the type of object to be saved.

6. Inthe Object Name Pattern field, enter a pattern to look for in the name of the object
to be saved.

7. From the Export Target Type pull-down menu, select the format for the exported file.
8. Click OK to complete the save option definition.

For example, the previous image shows a new default save option being defined involv-
ing NCA. When the program encounters an NCA or a PK Model generated worksheet
with a name that starts with “Final Parameter”, it is to be exported to Integral as an
Excel workbook. Similarly, any Bioequivalence worksheet is to be saved as a text file
(CSV), and any plot generated by the XY Plot object is to be saved to Integral as a JPEG
file.
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9. To remove a save option, select the option and click Remove.

10. To save the defined options to an XML file, click Save to File, then select a location and
enter a filename in the dialog. To load options from a file, click Load from File.

Saving the default save options to a file is a useful way of synchronizing settings across an
organization.

Note that these are the “default” options and, as such, can be overridden in certain circum-
stances. For example, the use of a Phoenix template, in which save options have been spec-
ified, will override the default save options defined in the Phoenix Preferences dialog. The
same is true for previously saved Analyses — the save options settings in the analysis take
precedence over the default settings.

You can clear the save settings from the template and apply Integral’s default save settings
by using Clear Save Options button in the Save Options tab, followed by the Apply Default
Save Options button. After doing this, the template can be saved to integral as a new revi-
sion and subsequent usages of the template will have updated save options.
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Using PKS scenarios and Integral

If you have the legacy PKS plugin, you can continue to use it to update data and scenarios.
Any changes made through the PKS plugin will be synchronized with the information in Inte-
gral. However, the reverse situation is not true. Change made through Integral will not be
synchronized to PKS.

PKS scenarios can be opened in Phoenix through the Integral plugin by going to the corre-
sponding project and loading the desired scenario. Phoenix will open the scenario as a proj-
ect. Note that a new version of the scenario cannot be saved.




Integral Client Application

The Integral Client Application is a synchronization tool between your local data and data
uploaded to Certara Integral. Information on the following topics is available:

Connect Integral with Local Directory

User interface description

Set the local directory

Sync Integral root folder and contents to local directory
Sync new local folders and files to Integral

Sync Savepoints to Integral

Show dependencies

For more information on Integral itself, see “Learn About Integral”.

121



Integral
Guide

122

Connect Integral with Local Directory

If the URL for Certara Integral was not specified during installation of the Client Application,
you will need to do the following steps to access the application.

1. Double-click the Select File > Preferences from the menu.

o* Integral - |} X
File

Preferences /| ||:tegra|
Refresh

bBat

Change Url

| https://integral.certara.com

2. Inthe Change Url pop-up, enter the URL for Certara Integral:
https://integral.certara.com/

and press Submit.
3. Inthe Sign In pop-up, enter your Integral username and password and click Sign In.




User interface description

User interface description

G

Integral

A QA Np oA

OV QO + Certara v

Total Root Folders (2¢

f A QO NHNRSRA-

Home Search Compare [Administration Synchronization

Security Copy/Link System Audit Report

Click to view the Sync panels.

i A QNRSRA -~

Integral Directory Local Directory
Certara -
OV e IR -
All Filtered (2)

The local directory must be set before
Type syncing can occur, Please use the

] configuration icon to select the local
directory.

[ LraA
Bl Analyses Y
B o:t:

B Cocuments

There are two panels, the left displays the Integral directory contents and the right shows
the local directory content (once a local directory is specified (see “Set the local directory”).
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Set the local directory

A local directory must be identified before any synchronization can occur. Do the following
steps to set the local directory:

1. Click to view the Sync panels.

2. Click B to display the Configuration popup.

A QAN E oA

Integral Directory Local Diregfory

(:) Y @ O * Certara v
All Filtered (2)

The local directory must be set before
syncing can occur. Please use the
ect the local

0
BB 2nalyses
BB Data

BB Documents

3. Specify the local folder to use as the Integral local directory by either typing directly in
the Select Folder field or click Browse to use the file browser.

4. Click Save.
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Sync Integral root folder and contents to local directory

Only root folders are able to be synchronized from Integral to the local directory. If files and
folders were modified within the root folder structure, the entire root folder will need to be
synchronized from Integral to the local directory for the updates to show in the local direc-
tory.

1. click '=d.

2. Inthe Integral Directory list on the left, locate and select the root folder and click 2.

Or

Click E and select Sync To Client.
3. Inthe Synchronize to Local popup, click Sync to confirm the action.
Note: If there is new content (file or subfolder) in both Integral and the local directory, and you

want to keep the local new content, be sure to synchronize the local directory with Inte-
gral first. Otherwise the local new content will be replaced by the content from Integral.

4. Click OK once the synchronization is complete.
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Sync new local folders and files to Integral

Synchronization from the local directory to Integral can happen at any level, root, folder,
subfolder, file, etc. For savepoint enabled folders, the synchronization will happen at the
savepoint folder level. It is best practice, when synchronizing a savepoint enabled folder, to
synchronize at the savepoint folder level and not at a higher level (e.g., a parent or root
folder). This allows access to options such as setting the type, choosing dependencies, etc.

Note: For root folders to synchronize, both the folder and structure must be created in Integral
first. This is because Integral needs the folder type to be set before it synchronizes and
this can only be done within Integral itself. Similarly, if the name of a root folder is
changed locally, it must also be changed in Integral before synchronization will be suc-
cessful.

When files are added to the local directory, they are listed in the Local Directory panel using
a lighter blue color and gray title. When folders are added to the local directory, they are
listed as either a solid yellow icon (indicates that the folder does not have an associated
folder type) or a light blue icon (has an associated folder type but is not yet synchronized
with Integral). The folder type must be assigned to a folder with a yellow icon before it can
be synchronized with Integral.

Local Directory
f':J I:I Certara -

All Filtered (1)

I Cocuments

i Fiodda

Folders and files that have been synchronized with Integral display a darker blue color icon
and the title is black.

To assign a folder type
Click E and select Set folder type.

Select the Folder Type from the pull-down.
Enter a Description in the field.

B w N E

Click Apply.

Once the type is set, the folder icon changes to the lighter blue color, indicating that it is
now able to be synchronized with Integral.
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To synchronize to Integral

1. Select the new folder or file and click % .

Or

Click E next to the new folder or file and select Sync to Integral from the menu.
2. Enter the electronic signature credentials required to perform the synchronization.

Note: If the folder is in a savepoint container folder (e.g., an Analyses folder), there are addi-
tional steps required for uploading. See “Sync Savepoints to Integral”

If any files are currently being used by another program (e.g., Excel), a warning message
states that there are locked files preventing successful synchronization. (However, if a file,
such as a .DAT or .TXT file, is simply open in a program like Notepad, the warning is not
presented.)

Once the Integral update is complete, click (:) above the Local Directory panel to refresh
the list. Notice that the icons change to the darker blue color and the titles are now black
after synchronization.
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Sync Savepoints to Integral

Synchronization of a savepoint happens at the folder level. If a savepoint contains multiple
files/project folders, after each synchronization, the version number will advance for the
files/project folders with updated contents. Version numbers will remain unchanged for
files/projects folders with no updates.

1. Select the savepoint folder and click €
Or

Click E next to the modified folder and select Sync to Integral from the menu.

Synchronize to Integral
You are about to synchronze an anahlrsis
Check for dependecies from dreclory below

Synchronize to Integral

You are about to synchronize an analysis
Make sure to fill all required fields.

Properties

Analysis Type

Dependencies

Tool Version
Description

Cancel

Synchronize to integral

You are about o svnchronize an analysis
Check files to exclude,

Synchronize to Integral

You are about to synchronize an analysis
from your local dwectory. Make sure 1o

enter your credentials.

Exclude Signature

* Rmgquired

Reason

By compieting this transaction you will be
personally authorizing the changes you
have made.

Cancel Previous

The Synchronize to Integral wizard walks through the necessary steps required to set up
the synchronization.

2. Enter the appropriate properties for the savepoint and click Next.

3. Check the boxes for any other savepoint enabled folders upon which the savepoint
being uploaded depends and click Next.

4. Check the boxes for any local subfolders that should be excluded from the synchroniza-
tion with Integral and click Next.

Selecting a folder will exclude all files/subfolders within it.
5. Enter the reason for the synchronization or select one from the menu and click Finish.

128




Sync Savepoints to Integral

6. Enter your electronic signature credentials and click Next to perform the synchroniza-
tion.

The synchronization begins and a new savepoint will be created (if the synchronization is
successful). A popup will inform you when the synchronization has completed.

7. Click Close.

If the synchronization does not complete successfully, a popup message is displayed and the
synchronization does not occur.
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Show dependencies

Click E next to the savepoint folder and select View Dependencies from the menu.

A Dependencies popup lists the name and revision number of the items on which the save-
point depends. It also lists the latest revision number available for that item, so you can
quickly identify the items that need to be updated with the latest revisions.
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Actual time

Time that a dose or observation actually happened (in UTC), as opposed to nominal
time. See also Relative time and Clock time.

Analysis
Any type of procedure that results in information that describes a set of data.
Analytical method

The type of assay that was performed to assess the concentration of drug (or other com-
pounds) in a sample, which is usually collected from blood, plasma, or urine.

Arm

Generally refers to a treatment or combination of treatments administered to a group
of subjects or patients. For crossover studies, arm is sometimes used to denote a
sequence group (a group of patients that received a particular sequence of treatments).

Assay

Analysis of a substance or mixture to determine the quantity of its constituents or to
detect the presence of a substance.

Audit trail

A report that contains all additions, changes, and deletions made to the study data,
units, observation data, and dosing data from Integral.

Baseline covariate

An independent variable in a Drug model, sampled before active treatment begins in a
study.

Blinding type

Indicates which individuals involved in a study are allowed to see the treatments associ-
ated with data that is collected.

Clock time

Time expressed as a date and/or time (in UTC), rather than relative to first dose or start
of study. See also Relative time.

Column

A display of the attributes of each subject and for each subject data collection point in a
study. Columns can also contain observation data, reasons for changing data (for the
audit trial), etc.
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Compound

The drug molecule under study. A compound may include one or more Formulation of
that drug. The term is used in Integral to group studies that are investigating the same
molecule.

Conversion factor

Part of an equation that enables conversion of data from one unit to another. For exam-
ple, to convert from grams to milligrams, multiply the number of grams by a conversion
factor of 1,000 to get the number of milligrams.

Covariate

An independent variable in a Drug model. Generally, some subject characteristic of
interest, such as age or blood pressure. See also Baseline covariate.

Database

A file or set of structurally-related files that contains data. May contain one or more
data sets. For example, in Integral, users log on to one database, in which they may
access any number of data sets.

Dropout
Event at which a subject’s participation in a study ends.
Drug model

Any combination of population PK/PD model(s), parameter and baseline covariate dis-
tributions, disease progress models, placebo models, adherence models, etc. A drug
model may include one or more Structural model.

Duration
Length of an infusion dose.
End time

Time that a dose ends (for example, relative actual end time, relative nominal end
time, etc.).

Event

Thing that happened at a specific time: a single dose, observation, or unscheduled
event. See also Unscheduled event.

Form

Description of the physical attributes (i.e., an indication) associated with a product (i.e.,
a molecule).

Formulation
The point of dose input into a structural (PK/PD) model.
Formulation context

The dilution of the formulation.




Grid

A grid control, displaying data in a worksheet.
Group

Short for Treatment group.
Indication

An effect that is of interest produced by the application of a molecule. The FDA
approves an indication, not a molecule. For example, the FDA approves Drug X for treat-
ing disease Y. The FDA does not approve Drug X in general.

Model

A set of mathematical equations that describe the underlying process of interest.
Model data

The information used to describe the process presented by the study data.
Nominal time

Time specified in the protocol for a dose or observation, as opposed to Actual time that a
dose or observation was taken. Expressed relative to the first dose, or the start of the
study, phase, or period.

Observation

A single piece of data for a subject collected at a particular data collection point. Obser-
vations can be explained, filtered, and analyzed by several defined dimensions. Each
observation has associated audit information.

Observation data

Time-dependent events that contain some form of measured values. The data collected
during the study.

Parameter
Variable defining the shape of a structural model.
Phase
A specific component of a clinical trial, such as lead-in or treatment.
Plot
A graph or chart of data.
Portfolio
A collection of molecules.
Product

Chemical entities (i.e., a molecule) under investigation in a study having an associated
form.
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Profile

A collection of data points described by a collection of unique identifiers, which
uniquely identify subject responses for a particular situation.

Property

Column properties are settings for a data column, i.e. column name, type and default
units.

Protocol

Planned activities in the trial, including: enroliment, lead-in phase windowing, study
design structure, subject assignments, and scheduled treatments and observations for
the lead-in, active and follow-up phases of the study.

Relative time

Elapsed time since the first dose or the start of the study, period, or phase. As opposed
to Clock time. Uses: relative nominal time or nominal_time_relative, relative actual
time or actual_time_relative, relative actual end time or actual_end_time_relative.
See also Nominal time and Actual time.

Savepoint

An analysis saved to Integral that requires an e-signature and represents a snapshot of
the analysis and its results at that point in time. Savepoints are generated through the
Integral Plugin for Phoenix or the Integral Client Application and are uniquely versioned
by Integral automatically.

Sequence

Short for treatment sequence.
Simulation

Generally, a Monte-Carlo simulation.
Sort keys

A collection of unique database fields that distinguishes one set of data points from
another (such as a plasma level profile). The difference between the sets of data points
usually ascribes certain different attributes to the underlying processes being studied.
For parallel trials, treatment and subject are generally the sort keys used to capture indi-
vidual subject data, while treatment, period (or phase), and subject are generally used
for crossover trials.

Structural model

The set of functions defining the shape of a model (such as a structural PK, PD, or PK/PD
model). Does not include parameter distributions.

Subject Identification

The ability to uniquely identify subjects is crucial to the functionality of the system.
Since this application will be receiving data from many sources in many formats, no one




unique identifier exists between the systems. Integral requires users to define a set of
fields (data elements) that, taken together, can uniquely identify a subject for a study.

Subject identifier

That which uniquely identifies a subject from any other subject in a study.
Treatment

Combination of one or more drugs given at specific doses and times/schedule.
Treatment group

Generic term for a treatment arm (in a parallel study design) or treatment sequence (in
a crossover or Latin square study design).

Unit

The unit of measurement associated with sample data that are collected.
Unit category

A group of units that measure the same thing (length, time, concentration, etc.).
Unscheduled event

A PD event with some probability of occurrence, such as an adverse drug reaction or
subject dropout.

Workbook
A file that contains one or more worksheets.
Worksheet

A page in a workbook that contains a data grid.
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