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Introduction

1 Introduction

1.1 What Is Empirica Study?

Empirica Study, developed by Oracle, is a Web-based application designed for use by clinical safety
scientists and others who monitor and analyze the safety of products in clinical studies. Empirica Study
provides the following:

e  Support of safety analysis and review of clinical trials data

e  Statistical and procedural approaches outlined in recent FDA guidance on safety review and risk
management

e Extensive use of graphical presentations that make data meaningful
e Easy access to a full range of clinical data
e Data exploration and hypothesis generation

e A combination of familiar statistical techniques with innovative methods for the detection of
syndromes and evaluation of potential signals

Within Empirica Study, the features accessed from the Safety Review tab are designed specifically to meet
the needs of the users who are responsible for performing drug safety review according to the Reviewer
Guidance on Conducting a Clinical Safety Review of a New Product Application and Preparing a Report
on the Review (prepared by the Integrated Summary of Safety group, a subcommittee of Good Review
Practices). Empirica Study safety review features are intended to facilitate reviews that are systematic,
efficient, consistent, and timely.

By clicking the Safety Review tab you can view a variety of tables and graphs providing counts and
percentages of subjects who received the treatment drug and comparator drug and experienced particular
events or tests. For example, you can view a disposition summary for the study, the cumulative incidence
of adverse events over time, or lab test result changes from baseline. You can opt to review the study
population by characteristics such as sex, race, and age.

The Safety Review tab also provides access to the results of screening analysis, which include statistically
computed “scores” to help you evaluate the relationships between adverse events or test results and the
study drug.

This guide is intended to introduce the features that you can access from the Safety Review tab. For
information about other features in Empirica Study, see the online help.
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1.2 Logging In

To log in to Empirica Study:

1.

10.

11.

Using Microsoft® Internet Explorer, go to the Web address provided by your administrator. The
application portal page appears.

Optionally bookmark the application portal page in Internet Explorer, so that you can return to it easily
in the future.

In the Username field, enter your username as provided by your administrator.

In the Password field, enter your user password. You must enter your password using the same case
(upper, lower, or mixed) that was used when the password was defined.

Click Log In or press the Enter key. You may be required to set a new password and then log in again.

Click the Select tab to select an application and study. (If you have logged in previously, the last
application and study that you selected may already be selected by default.) Click the row of the
application you want to use, and click Select Application. The Select Study/Pool page appears.

Click the radio button for the study or study pool you want to use, then click Select Study/Pool.
Information about the selected study or pool appears on the Study Data Domains page.

Click Preferences in the upper right corner of the page. A window with a list of options opens.

For the user preference “Start in this tab”, select the Safety Review option then click Save. When you
next log in, the Safety Review tab will appear automatically.

If you will be using the same study frequently, you can also set the user preference to “Start up with
application and study from previous session”. (If you are a new user this check box is already checked
by default.)

Locate the Help link at the top right of the page. A Help link appears on every Empirica Study page
and window to provide detailed information about features and step-by-step information for
completing tasks.

Make sure that you have set up software as needed to run Empirica Study. A topic describing
Prerequisites and Usage Notes is available in the Empirica Study online help. Although you can log in
and perform most actions before setting up software according to these prerequisites, you may not be
able to perform certain actions described in this guide.

Note: When you are ready to exit Empirica Study, click the Exit link in the upper right hand corner of a
page. Do not attempt to exit Empirica Study by closing your browser window, because your Empirica
Study session may continue to run and use system resources unnecessarily.
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2 Reviewing the Study Population

2.1 Study Population Overview

Before starting your safety review, you can get a general sense of the characteristics of a study population
by viewing statistics on the Safety Review Overview page.

To view a study population overview:

1. If you haven’t already done so, click the Safety Review tab. The Overview page appears by default.
(To return to this page from other Safety Review pages, you can click Overview in the blue bar under
the Empirica Study tabs.)

Preferences Settings Feedback Exit Help
Qverview m m {=a o - | Screening || Subject Lists || Reports || Advanced || Setup || Run History
User: Alison Hodges [alison.hodges], Application/Study: DemoData/Demo2-311A = - Screening
(MEDDRA100) - Overview AEs Labs ECGs Vitals poie

Treatment includes: 'STDYMED_1', 'STDYMED_2'
Comparator includes: 'PLACEBO’
Time Frame: Starting 0 days after the study reference start date

Disposition Summary Exposure Summary

Configure
Print Download
5 rows
 Tiveotment] comparator v
Subjects in study/pocl 412 201 613
Subjects participating at start of time frame 412 201 613
Subjects with adwerse events during time frame 349 160 509
Subjects with serious adverse events during time frame 24 22 47
Subjects who dropped out during time frame 130 52 182
o0 AGE by Treatment/Comparator
SEX by Treatment/Comparator 80
F 70
M
T T T T 1 607
L] 100 200 300 400
Count 50
40
RACE by Treatment/Comparator
Asian COUNTRY by Treatment/Comparator
Black CAN
< | >

2. At the top of the Overview page, information about the study’s Treatment and Comparator categories
appears followed by information describing the currently selected study time frame. These definitions
are created when the study is set up to allow different comparisons and evaluations to be made.

You can select a different “dosing category breakdown” or time frame for review by clicking
Configure. All of the configuration options are described in Section 2.3.
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Reviewing the Study Population

3. The Overview page presents a table of subject counts for the study, followed by four graphs showing
demographic breakdowns for the study. The table shows the number of subjects in the Treatment
category (subjects receiving the treatment drug or drugs), the Comparator category (subjects receiving
the comparator drug or drugs), and the Total number of subjects in the study for each of the following:

Total count of subjects

Count of subjects participating at the beginning of the selected time frame
Count of subjects who experienced any adverse events in the time frame
Count of subjects who experienced serious adverse events in the time frame

Count of subjects who dropped out of the study during the time frame

The four graphs provide a visual display to compare subjects in the Treatment and Comparator
categories on the basis of:

Sex
Race
Age

Country

The bars in the graphs represent the subject counts. A color key appears below the graphs.

4. To review a specific subject count for a bar or area in a graph, hover the mouse cursor over that part of
the graph. A “hover help” message appears with an informational summary.

SEX by Treatment/Comparator

E
M

1] SEX=M, Treatment/Comparator=Treatment, M=248
(68.9% of bar)
COUmT

5. You can click an underlined count of subjects in the table or any graph bar to display a “drilldown
menu”. The drilldown menu, described in more detail in Section 7.1, allows you to explore data by
viewing a summary of, and optionally details about, the subjects who comprise a count.

SEX by Treatment'‘Comparator

View Subjects
Create Subject List

0 1|IJ|] Transfer to Subject List
Download Subjects
Download Subject Details
Reports

The drilldown feature is available from tables and graphs throughout Empirica Study.
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6. To evaluate differences in exposure between the Treatment and Comparator categories over time, click

the Exposure Summary link at the top left of the Overview page. The Exposure Summary graph
opens in a separate window.

Configure Print Help

Treatment includes: 'STDYMED_1', 'STDYMED_2'
Comparator includes: 'PLACEBO’
Time Frame: Starting 0 days after the study reference start date

Application: DemoData, StudyPool: Demo2-311A

Exposure Summary: Number of Subjects by Study Day

400

200

200

Ma. of Subjects

100

= Treatment ~
04 = = Cumnparalur =

0 a0 100 150 200 250

Days Since Start of Risk Period

Ho. of Subjects
Treament: 412 359 310 253 167 0
Comparator: 201 189 171 161 g2 o

UserID: Alison Hodges Wed Jul 22 14:30:52 2009

The Exposure Summary shows the number of subjects exposed to the study’s treatment or comparator
drugs over time. The x-axis represents the number of days since the start of the time period. The y-axis
represents the number of subjects exposed. The “No. of Subjects” below the graph shows the count of

subjects remaining in the study on each of the study days indicated on the x-axis.

2.2 Occurrences of Death

To identify and explore the occurrence of deaths in the safety population, you can use the Disposition

Summary. You can also use the Disposition Summary to review and evaluate other causes of early
withdrawal from the study.
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To view the Disposition Summary:

1. On the Overview page, click Disposition Summary. The Disposition Summary table opens in a
separate window showing counts of study subjects who reported each reason for leaving the study. If
Death is one of the dispositions in the study data, it appears as a row in the table.

Treatment includes: 'STDYMED_1', 'STDYMED_2'

Comparator includes: 'PLACEBO'

Time Frame: Starting 0 days after the study reference start date
Disposition Summary

Print Download Kaplan-Meier Plot

7 rows Rows Per Page:
Tomportont | Vet | Vmi | Vet | Tt [Tei] T

ADVERSE EVENT 90 21.8% 35 17.4% 125 | 20.4%
COMPLETED 282 68.4% 149 74.1% 431  70.3%
DEATH 0 0% 2 1% 2 0.3%
INSUFFICIENT CLINICAL RESPONSE 6 1.5% 4 2% 10 | 1.6%
LOST TO FOLLOW-UP B 1.9% & 3% 14 | 2.3%
OTHER 18 4.4% 3 1.5% 21 | 3.4%
PROTOCOL VIOLATION 8 1.9% 2 1% 10 | 1.6%

2. You can click any underlined subject count in the table to display the drilldown menu and view
additional detail about the subjects who comprise that count.

3. Todisplay a graphical representation of the subject continuation rate for the time period under review
click Kaplan-Meier Plot. The graph opens in a separate window.

Configure Print Help

Treatment includes: 'STDYMED_1', 'STDYMED_2"
Comparator includes: 'PLACEBO’
Time Frame: Starting 0 days after the study reference start date

Application: DermoData, StudyPool: Demo2-31 1A

Continuation Rate Relative to Risk Period

10

049 4

Continuation rate
o
[ss]
!

0.7 7

— Treatment
= = Comparator

0 50 100 150 200 250

Days Since Start of Risk Period
Subjects At Risk
Treatment: 412 359 310 293 149 0
Comparator. 201 183 171 161 72 o

User ID: Alisorr Hodges, Date:Wed Jul 22 14:47:24 2008
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The x-axis represents the number of days since the start of the time period. The y-axis represents the
proportion of subjects remaining in the study, adjusted for censoring (that is, adjusted for subjects who
have completed the study). A 95% confidence interval appears for each study day identified on the x-
axis. (To prevent overlapping of the confidence interval depictions for the Treatment and Comparator
categories, the confidence interval depictions are slightly offset from each other.)

The "Subjects at Risk" section below the graph shows the count of subjects remaining in the study at
each day identified on the x-axis.

2.3 Safety Review Configuration

On the Safety Review tab’s Overview page the Configure link provides access to settings that affect the
way data appears throughout the pages accessible from the Safety Review tab. The default settings for
these options are expected to be appropriate in most situations, but there may be times when you want to
change these settings as described below. This guide assumes that the default settings are in effect.

To set safety review configuration options:

1. On the Safety Review tab click Overview.

2. Click Configure. The current settings for the configuration options appear in a separate window.

Help

Select Safety Review Display Options:
Dosing category breakdown: | Active vs placebo ¥ | Browse

Time frame*: | Open Followup ¥ | Browse

* Sector map and screening results unavailable for values in parentheses.
[“]use maximum (instead of most recent) change from baseline

... in Tables:

Truncate Body System (on AE= page) and Group (on Labs page)
Show summary for all subjects

Show number of subjects

Show percent of subjects

... in Graphs:

[ u=e gray-scale instead of colors

[ invert bar graphs

[] show counts on bar graphs

[ show percents on bar graphs
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Review the configuration options. When changed, these options affect all pages within the Safety

Review tab.

Display Option

Description

Default

Dosing category
breakdown

Allows you to select one of the dosing category breakdowns (if
any) defined for the study or study pool, or select None to use
the ARM values in study data.

In order for you to access all of the features available from the
Safety Review tab, a screening analysis must exist for the dosing
category breakdown that you select.

The study’s default
dosing category
breakdown

Time frame

Allows you to select one of the time frames (if any) defined for
the study or study pool or None.

Time frames are a property of a study or study pool. A time
frame indicates which parameters to use as start date and end
date boundaries. For example, a single study could have a time
frame for screening through run-in, another for treatment with
the experimental drugs, and another for follow-up.

In order for you to access all of the features available from the

Safety Review tab, a screening analysis must exist for the study
time frame that you select.

The study’s default
time frame

Use maximum
(instead of most
recent) change from

If checked, the change from baseline values shown on the Vital
Signs page and in certain displays from the Lab Results page are
computed using the post-baseline result (within the time frame)

Same as the
selection for the
basic screening

baseline that has the value with the greatest (positive or negative) change | analysis
from the baseline result. Otherwise, the change from baseline is
computed using the most recent non-null post-baseline result
within the time frame.
Truncate Body System | If checked, the Adverse Events page displays a truncated version | Checked
(on AEs page) and of the body system name and the Lab Results page displays a
Group (on Labs page) | truncated version of the panel or group of tests.
Show summary for all | If checked, tables of statistics include a Total column showing Checked
subjects the total count of subjects in the dosing categories.
Show number of If checked, tables of statistics include a column showing the Checked
subjects count of subjects for each row.
Show percent of If checked, tables of statistics include a column showing the Checked
subjects percentage of subjects for each row.
Use gray-scale instead | If checked, graphs use shades of gray instead of colors. Graphs Unchecked
of colors that have a separate gray-scale configuration option are not
affected.
Invert bar graphs If checked, the orientation of the bar graphs on the Overview Unchecked
page is changed to invert the x-axis and y-axis.
Show counts on bar If checked, the bar graphs on the Overview page show a count of | Unchecked
graphs subjects represented by each bar.
Show percents on bar If checked, the bar graphs on the Overview page show the Unchecked

graphs

percentage of subjects represented by each bar.

4. Click OK or Cancel to close the configuration settings window.
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3 Reviewing Adverse Events

To review adverse events:

1. On the Safety Review tab, click AEs. The Adverse Events page appears.

Preferences Settings Feedback Exit Help
Adverse Events m m H YT | Sereening || Subject Lists || Reports || Advanced || Setup || Run History

User: Alison Hodges [alison.hodges], Application/Study: DemoData/Demo2-311A - - Screening
(MEDDRA100) & Overview AFS Labs ECGs Vitals Results

Treatment includes: 'STDYMED_1', 'STDYMED_2'
Comparator includes: 'PLACEBO’
Time Frame: Starting 0 days after the study reference start date

AE Screening Results Sector Map

Adverse Event Incidence for

Body System:| - "| @ all Events O Serious Events O Events Causing
Withdrawals

Print Download Graph

300 rows Rows Per Page: E Page of 6 >
oy e e ERCTSIRCY TS BTSN ATSRTYS
| CARDIOVASCULAR GE  Electrocardiegram abnormal B a 2.2% 5 2.5% 14 2.3%
CARDIOVASCULAR GE | Hypertension = 10 2.4% 10 5% 20 3.3%
CARDIOVASCULAR GE  Hypotension ﬁi 1 0.2% o 0% 1 0.2%
CARDIOVASCULAR GE | Syncope i 2 0.5% 1 0.5% 3 0.5%
CENTRAL AND PERIP <Any Event in CENTRAL AND PERIPHERAL NERWOUS SYSTEM== ﬁ 84 20.4% 32 15.9% 116 18.9%
CENTRAL AND PERIP Convulsion g? 1 0.2% 1 0.5% 2 0.3%
—  CENTRAL AND PERIP Dizziness '_2? 32 7.8% 11 5.5% 43 7%
CENTRAL AND PERIP | Dysphonia i 2 0.5% 0 0% 2 0.3%
¥ CENTRAI ANPY PFRTE | Hemdarhe e 4c 1n qox 12 Qo A2 10 Ao

Mote: Statistics in the table represent subjects with the adverse event.

The table on this page presents adverse event incidence information for the selected dosing categories
and time frame. The table includes a row for each adverse event, a row for <Any Body System> and
<Any Event>, and a row for <Any Event> in each body system. Subject counts and percentages for
subjects reporting an event from each of the Treatment, Comparator, and Total (all subjects in
Treatment and Comparator) categories are shown. The N after each column heading shows the total
count of subjects for that group.

2. You can click radio buttons in the “Adverse Event Incidence for” area above the table to restrict the
listed events to those that are serious or to those that resulted in withdrawal from the study.
Note: The radio buttons only limit the data that appears on this page. They do not affect the data that
appears if you choose to view AE Screening Results or a Sector Map.

3. To view only events for a particular body system, select a value in the Body System field. (“--"
indicates all body systems.)
Note: This selection affects only the current page and does not affect the data on the AE Screening
Results page or a Sector Map.

4. A table may include multiple “pages”. To control how many rows display on each page, enter a
number in the Rows Per Page field and press the Enter key.

5. To go to a different page of the table, you:
e Click ™ to aview the next page.

e Click ¥ to view the previous page.
e Enter a number in the Page field and press the Enter key to view a specific page.
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6. To sort the table by the data in a particular column, click either the down arrow (for descending order)
or the up arrow (for ascending order) on either side of a column heading.

For example, to determine frequently occurring adverse events, sort the table in descending order by
the # or % column for the Treatment, Comparator, or Total group.

7. To view a graph of adverse event incidence, click Graph. A dot plot of the adverse events currently
shown in the table opens in a separate window.

Print Hel
.
Treatment includes; 'STDYMED_1', 'STDYMED_2'
Comparator includes: 'PLACEBO'
Time Frame: Starting 0 days after the study reference start date
Adverse Event Incidence
All serious CARDICWASCLILAR GEMERAL
Event
Any CARDIOVASCULAR GENERAL event L L
A peurystn L L
Cardiac failure L]
Hypertension L
Syneope L
T T T T 1
a 05 1 15 2

Percent with Event

] Treatment. STOYMED_1, STDYMED_2
| ] Caomparatar: PLACEBO
TOTAL

This graph, as well as the other AE incidence graphs described below, uses the following key:

Treatment Percentage of Treatment category subjects who experienced the adverse event

Comparator Percentage of Comparator category subjects who experienced the adverse event

TOTAL Percentage of subjects in the Treatment and Comparator categories who experienced the
adverse event

3.1 Exploring Adverse Event Incidence

To view adverse event incidence by various factors:

1. Onthe Adverse Events page, click T next to an event to display the following menu:

_ﬁ; o 0% 3 1.5% 3 0.5%
Incidence by Day of Onset |0 0% 1 0.2%
Incidence by Severit

. . . -] o,
Incidence by Toxicity Grade|® 0% 1 0.2%

Incidence by Recurrence
Incidence by Outcome
Incidence by Action Taken
Demographic Distribution
Cumulative Incidence Plot

Odds Ratio Graph

Each of these options provides more detailed information about the incidence of that adverse event.
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2. Select the Incidence by Day of Onset option to show the count, percentage, minimum, maximum,
median, and mean day of onset for subjects reporting the adverse event.

Close

Treatment includes: 'STDYMED_1', 'STDYMED_2'
Comparator includes: 'PLACEBO"
Time Frame: Starting 0 days after the study reference start date

Adverse Event Incidence and Day of Ons
Abdominal pain

Configure Print Download Box Plot Cumulative Incidence Plot

1 rows
Treatment (N=412) Comparator (N=201

[ Treamemvest)
| Adverse Event\ | 1#1| 151 in Day L | 1Max Day || | Median Day L |\ MeanDay L | 1#1 19 | 1Min Day b | 1 max Day | |1
34

Abdominal pain 67 | 16.3% 1 198 46 21 10.4% 2 183

Mote: For subjects who experience an event more than once, the time to onset is based on the earliest occurrence.

|

< |

3. Two options are available to display Day of Onset data graphically. To display a graph of the

distribution of time to onset for each dosing category and the total, click Box Plot in the Incidence by
Day of Onset window.

Print Hel
Treatment includes: 'STDYMED_1', 'STDYMED_2'
Comparator includes; 'PLACEBO’
Time Frame: Starting 0 days after the study reference start date
Abdominal pain
Time to Onset
D
200931'5 . .
L] L]
o’ LI
150 " . .
L]
100+
IRy
o
Treatment
Comparator
TOTAL
>

|A
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To display a graphical representation of the cumulative incidence of the event, click Cumulative
Incidence Plot in the Incidence by Day of Onset window.

Configure Print Help

Treatment includes: 'STDYMED_1', 'STDYMED_2'
Comparator includes: 'PLACEBO’
Time Frame: Starting 0 days after the study reference start date

application’ DemoData, StucyPoal: Dema-3114

Cumulative Incidence of Abdominal pain
Within Risk Period

5

g 0.20 A — Treatment

= = = Comparator

z

= 015 4

o

b=

a

o 0.0

o

@

=

F 005

=

=

O —

0.00 T T T T T T
0 50 100 150 200 250

Days Since Start of Risk Period
Subjects At Risk
Treatment: 412 330 252 265 129 0
Corparator: 201 178 157 148 BE 1]

User ID: Alizon Hodges, Date:Wed Jul 22 17:19:22 2009
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4. Select the Incidence by Severity, Toxicity Grade, Qutcome, or Action Taken options to show the
count and percentage of subjects reporting the adverse event with each qualifier. For example, the
Incidence by Severity table shows counts for Mild, Moderate, and Severe occurrences of the event.

To display the information in any of these incidence tables graphically click Graph.

Close

Treatment includes: 'STDYMED_1', 'STDYMED_2'
Comparator includes: 'PLACEBO"
Time Frame: Starting 0 days after the study reference start date

Adverse Event Incidence By Severity
Abdominal pain

Print Download S{ﬁm

1 rows Ra

_ Treatment (N=412) Comparator (N=201) -
_ MILD MODERATE m (NULL) MILD MODERATE m (NULL) MILD
Uadverse Eventh [1#4 [Tooh |11 Vool [ 1o Toek [Tak[Tood [Vd [Taoh ek [Toe [ Tei[Tood[Tod[Tond [ V24 [

Abdominal pain 33 [ 8% 28 68% 13 (3.2%| 0 | 0% | 10 | 5% 10 5% | 4 | 2% | O | 0% 43 | 7%

Mote: Subjects who experience an event more than once and with different severities are represented in multiple cells.

{= Adverse Event Incidence By Severity Dot Plot - Windows Internet Explorer

Print Help

Treatment includes: 'STDYMED_1', 'STDYMED_2'
Comparator includes: 'PLACEBO"
Time Frame: Starting 0 days after the study reference start date

Adverse Event Incidence By Severity
Abdominal pain

Event
Ahdominal pain: KILD L] - ]
Abdoranal pan: MODERATE L) = L]
Abdominal pain: SEVERE L) L

Abdominal pain: (NULL)

Percent with Event

[ ] Treatment: STDYMED_1, STOYMED_2
[ ] Comparatar; PLACEBD
[ ] TOTAL

|~
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Reviewing Adverse Events

5. Select the Incidence by Recurrence option to show the count and percentage of subjects who have
reported one or more occurrences of an adverse event. The 1 column represents subjects with one
occurrence of the event; the 2 column represents subjects with two occurrences of the event; and the
3+ column represents subjects with three or more occurrences of the event.

To display the information in this table graphically click Graph.

Close

Treatment includes: 'STDYMED_1', 'STDYMED_2'
Comparator includes: 'PLACEBO"
Time Frame: Starting 0 days after the study reference start date

Adverse Event Incidence By Recurrence
Serious Myocardial infarction

Print Download Grﬁ%h
1 rows Rows Per Page: E Page EI of 1

[ [ 2 [ 2 [ s [ a1 | 2 [ =
Vadverse Event) [ Ve[ Vel [ Ve[ Vsl Ve[Vl [k Vsl [Teh[Voed [ b Yook [ eh [Vood [ Vo) [Vood [ Vrd [ Voo

m‘;ﬁ”f;"fr"a‘ 4 1% | 0o | 0% | 0o | 0% | 0 | 0% | 1 |05% 0 |0% | 4 [07% 1 |0.2% 0 | 0%

(= Adverse Fvent Incidence By Recurrence Dot Plot - Windows Internet Explorer

Close

Treatment includes: 'STDYMED_1', 'STDYMED_2'
Comparator includes: 'PLACEBO’
Time Frame: Starting 0 days after the study reference start date

Adverse Event Incidence By Recurrence
Serious Myocardial infarction

Event
Mlyocardial infarction: 1 L) L]
Myrocardial infaretion: 2 = L]
Ilyocardial infarction: 3+
T T T T 1
0 0.25 0.5 0.75 1
Percent with Event
[ ] Treatment: STOYMED_1, STOYMED_2
[ Comparator: PLAGERD

TOTAL

6. Select the Demographic Distribution option to show the count, percentage, mean age, mean weight,
and mean Body Mass Index for subjects without (wo) and with the adverse event.

Help
Treatment includes: 'STDYMED_1', 'STDYMED_2'
Comparator includes: 'PLACEBQ’
Time Frame: Starting 0 days after the study reference start date
Adverse Event Incidence And Demographics
Dyspepsia
Configure Print Download
2 rows
T e pararion
wo = 5
Dyspepsia 142 223 88.6% 66 77 27 84 109 96% 66 79 27 226
Dyspepsia 22 25 11.4% 67 78 27 5 <) 4% 61 80 26 27

| %

£ |

7. Select the Cumulative Incidence Plot option to show an adverse event’s time to onset across
Treatment and Comparator categories. Curves in the graph are for Kaplan-Meier estimates. Each curve
ends when all subjects have either experienced the adverse event or completed or left the study. The x-
axis represents the study day, and the y-axis represents the cumulative proportion of subjects with the
adverse event, adjusted for censoring. A 95% confidence interval appears at each study day. To
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Reviewing Adverse Events

prevent overlapping of the confidence interval depictions for Treatment and Comparator categories,
the confidence interval depictions are slightly offset from each other.

The "Subjects at Risk" section below the graph shows the count of subjects remaining in the study who
have not experienced the adverse event at each study day identified on the x-axis.

Configure Print Help

Treatment includes: 'STDYMED_1', 'STDYMED_2'
Comparator includes: 'PLACEBO"
Time Frame: Starting 0 days after the study reference start date

Application: DemoData, StudyPool: Demo2-3114A

Cumulative Incidence of Diarrhoea
Within Risk Period

035
030

025

— Treatment
= = Comparator

020
015
010
0.05
0.00

Cumulative Propartion with Ewvent

0 50 100 150 200 250

Days Since Start of Risk Period

Subjects At Risk
Treatment: 412 306 252 235 13 0
Cornpatator 201 176 157 149 b4 o

UserID: Alison Hodges, Date:Wed Jul 22 16:59:06 2008

8. Select the Odds Ratio Graph option to show the corrected odds ratio calculated for the adverse event
with lower and upper confidence bounds. In the following example, this option was selected for one of
the <Any Event in body system> rows in the Adverse Events table: the graph plots the corrected odds
ratio for that event category and for each of its component events.

Configure Print Download Data for Graph to Excel Help

Treatment includes: 'STDYMED_1', 'STDYMED_2'
Comparator includes: 'PLACEBC'
Time Frame: Starting 0 days after the study reference start date

0dds Ratio for AE Incidence

All events
Issue ORD25-0R-0OR975
Any CENTRAL AND PERIPHERAL NERVOUS SYSTEM event _—
Tremar
Dysphonia
Hypertonia

Migraine
Meurapathy peripheral
Paresis

Dizziness —_——
Headache —_——
Hypoassthesia
Neurslgia

Convulsion
Paraesthesia

Vertigo ——
Muscle contractions inveluntary ———

01 02 05 L0 20 50 100 20.0  50.0

Confidence Interval for OR
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3.2 Serious Adverse Events

To review serious adverse events:

1. Onthe Adverse Events page, click the Serious Events radio button. The table updates to include rows
for serious adverse events only.

2. To list frequently occurring serious adverse events, you can sort the total count in descending order by
using the down arrow on the left side of the # column heading under “Total”.

To list events occurring more frequently in the Treatment or Comparator group, you can sort in
descending order of the # column under “Treatment” or “Comparator”.

Preferences Settings Feed

Adverse Events m m Sl | Sereening || Subject Lists || Reports || Advanced || Setup
User: Alison Hodges [alison.hodges], Application/Study: DemoData/Demo2-311A Scre
(MEDDRA100) Res:

Overview MAFS Labs ECGs Vitals

Treatment includes: 'STDYMED_1', 'STDYMED_2'
Comparator includes: 'PLACEBO’
Time Frame: Starting 0 days after the study reference start date

AE Screening Results Sector Map

Adverse Event Incidence for

Body System:| — "| O all Events %E»ermus Events () Events Causing Withdrawals

Print Download Graph
66 rows Sorted by Treatment-# desc, Adverse Event Raows Per Page: lEl Page E

Treatment (N=412) | Comparator (N=201) I
& —  —
— | <=Any Body System=> <Any Event=

B 24 5.8% 23 11.4%
A MYQCARDIAL ENDOCA | <Any Event in MYOCARDIAL ENDOCARDIAL PERICARDIAL VALVE= .ﬁ Z 1.7% 4 2%
RESPIRATORY SYSTE | <Any Event in RESPIRATORY SYSTEM=> .ﬁ 4 1% 4 2%

i MYQCARDIAL ENDOCA | Myocardial infarction .§' 4 1% 1 0.5%
CADDIOMASCILAD ZE | - Anus Fuant in CABDIOMASCULAD CERMED AL~ ] 2 n_aer a LLYS

CONFIDENTIAL = Copyright © 2000-2013, Oracle and/or its affiliates. All rights reserved. Page 20 of 61



Reviewing Adverse Events

3.3 Study Dropouts

To review events leading to study dropouts (study withdrawal):

1. Onthe Adverse Events page, click the Events Causing Withdrawals radio button. The table updates
to include rows for only those adverse events leading to study dropout.

2. To investigate reasons for study withdrawal for subjects with a particular adverse event, drill down on
a subject count, select View Subjects, then view the Napoleon’s March graph as described in Section
7.1.

Preferences Settil
Adverse Events i Screening || Subject Lists || Reports || Advanced

User: Alison Hodges [alison.hodges], Application/Study: DemoData/Demo2-311A
(MEDDRA100)

Overview AFES Labs ECGs Vita

Treatment includes: 'STDYMED_1', 'STDYMED_2'
Comparator includes: 'PLACEBO’
Time Frame: Starting 0 days after the study reference start date

AE Screening Results Sector Map

Adverse Event Incidence for

Body Systern:| - "‘ O all events O Serious Events (&) Events Causing Withdrawals

Print Download Graph
80 rows Sorted by Treatment-# desc, Adwverse Event Rows Per Page:

Treatment (N=412) | Comparator (N
o sy i e [ e ]

-~
—| <Any Body System> <Any Event=

83 20.1% 26

GASTROINTESTIMAL <Any Event in GASTROINTESTINAL SYSTEM= 62 15% 8

GASTROINTESTINAL Abdominal pain 5.8% 4

View Subjects

Create 5u§ ict List
Transfer to Subject List
Download Subjects
Download Subject Details

Reports

=y

GASTROINTESTINAL Nausea
GASTROINTESTINAL Diarrhoea

CENTRAL AND PERIP <Any Event in CENTRAL AND PERIPHERAL MERVOUS SYSTEM=

AN I

BODY AS A WHOLE G | <Any Event in BODY AS A WHOLE GENERAL=

A
=1 - - (%) - (%) S ~

RASTEATNTESTIMAL Musnancia 1n 2.4°% n

3.4 Relationship of Adverse Events to Study Drug

Screening analysis is the process of computing statistical scores for associations between a treatment group
(rather than a comparator or total group) and an issue. The "issue" can be one of several different types of
safety issues. For example, in a MedDRA PT disproportionality analysis, the issue is a particular adverse
event PT (preferred term). In a clinically significant lab analysis, each lab result is an issue.

Screening analysis results are generated when a screening analysis specification is created and run by a
user with appropriate Empirica Study permission settings. A screening analysis specification defines
subgroups of subjects (based on factors such as sex, race, age, medical history, and concomitant
medications) and includes one or more analysis types, such as the MedDRA PT disproportionality analysis
and clinically significant lab analysis mentioned above. When the screening analysis specification is run,
one or more of the study’s dosing category breakdowns and time frames are selected and computations are
made for each one.

You may not be responsible for creating and running screening analysis specifications. Typically, a basic,
comprehensive screening analysis specification is created and run for each study when it is set up. The
results of that screening analysis, as well as any others defined later, are available on the Safety Review tab
when you choose to view screening results.
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To review the relationship of adverse events to the study drug:

1.
2.

On the Adverse Events page, click AE Screening Results. The Screening Results page appears.

In the Analysis Group field, AEs is selected by default since you used the AE Screening Results link
to navigate to this page. The Analysis Type field shows “--”, which includes all analysis types that
involve AEs. For example, you can select an analysis type to limit your review to results computed for
a single level of the MedDRA hierarchy (based on the primary path of the reported Preferred Term).

Preferences Settings Feedback Exit Help
Screenlng Results mw 514y | Screening || Subject Lists || Reports || Advanced || Setup || Run History

View Analysis Specificaticn Details

Treatment includes: 'STDYMED_1', 'STDYMED_2'
Comparator includes: 'PLACEBO’
Time Frame: Starting 0 days after the study reference start date

Kind of Analysis Population Subgroups

Analysis Grnup:AnaIysisType: sex[All ] age: [Al ¥| race:[Al %] conmed: |- N

Columns and Rows Print Download
Rows are filtered
1789 rows Sorted by SCORE

Rows Per Page:

Treatment Comparator
1 Type b 1 Subjects k|1 Subjects &
#| | Gastrointestinal soc 0.000000 | 5.284 2.602 1.814 213 60 300 197 | Al Al Al
- disorders B - B : e e Lo £=o
Gastrointestinal
ﬁ} signs and HLGT 0.000001  4.740 2.554 1.718 161 41 399 197 Al All All
T symptoms
Gastrointestinal
@ disorders s0C 0.000002 | 4.829 2.495 1.684 171 51 326 167 Al Al All
' Nausea BT 0.000002  4.519 4.086 2.147 80 11 299 197 Al Al All
Mausea and
@ vomiting symptoms HLT 0.000004 | 4.487 3.113 1.853 101 19 399 197 Al Al All
“Ff Nausea BT 0.000004 | 4.482 4.700 2.240 65 g 326 167 Al Al All
¥| i | Nausea and HIT nnnnnng | 4 28R 2 514 1 a4n a1 14 LT 187 | al all all
< | >

The Population Subgroups area above the table offers a field for each subject subgroup defined for the
analysis specification that generated the screening analysis results. Subjects with a particular category

value (such as with an Age of Over 50 ) comprise a subgroup of subjects. You can limit your review to
results for a single subgroup by selecting one of these values.

The following table describes some of the columns available in the AE screening results table. To
display a description of any columns in this table, use the mouse to hover the cursor over the column
heading.

1 Score k | 1 statistic b | 1

SCORE: Screening result score {one-tailed p-value
0.00|associated with Chi-statistic or bwo-tailed p-value
associated wikh E-statistic)

The following table describes some of the columns available in the AE screening results table.

Column Description

Issue The safety issue. For a MedDRA PT, HLT, HLGT, or SOC Analysis, a specific MedDRA
term. For a Standardized MedDRA Query Analysis, a specific SMQ.

Type Abbreviation of the type of analysis performed to generate the results. PT, HLT, HLGT,
and SOC correspond to the MedDRA PT, MedDRA HLT, MedDRA HLGT, and
MedDRA SOC analysis types, and SMQ indicates Standardized MedDRA Query.

Score The statistical screening result. Lower scores are more “interesting”.

chi-statistic The chi-statistic value.
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Column Description

Corrected The corrected odds ratio statistic: [(A + 0.5)(D + 0.5)]/ [(B + 0.5)(C + 0.5)].

Odds Ratio

OR025_C The lower confidence bound of the corrected odds ratio statistic.

A The count of subjects who received the study treatment and experienced the issue within
the time frame.

B The count of subjects who received the study comparator and experienced the issue within
the time frame.

Treatment The total count of subjects who received the study treatment and have sufficient data to

Subjects determine if the issue occurred.

Comparator The total count of subjects who received the study comparator and have sufficient data to

Subjects determine if the issue occurred.

You can click Columns and Rows to select columns to display, define the order in which they appear,
and specify a sort order. You also have the option to specify a SQL Where clause to filter rows.

5. You can also sort table data by clicking the up or down arrow on either side of a column heading.

The more interesting results have lower values of Score, where “interesting” is when subjects in the
treatment group experience a disproportionately higher occurrence rate of an adverse event than do
subjects in the comparator group. To show more interesting results first in the table of results, sort the
table in ascending order of Score.

To view a sector map:

A sector map is a visual presentation of adverse event terms that appear in the study data and are reported
using MedDRA terms. The sector map presents each SOC as a large rectangle or tile, and presents PTs (or
another hierarchy level) in that SOC as smaller tiles with different colors and sizes. The primary path of a
term determines where it appears in the sector map. The visual comparison of the colors and sizes of the
tiles can provide a "big picture” overview of the adverse event profile of a drug.

1. On the Screening Results page (on the Safety Review tab), select the analysis type MedDRA PT.
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2. Click View Sector Map. The graph appears in a separate window.

Configure Print Help

Treatment includes: 'STDYMED_1', 'STDYMED_2'
Comparator includes: 'FLACEBO'
Time Frame: Starting 0 days after the study reference start date

{Age_Group = "Over 50"

Cong
Blood Eﬂ Hepat Immun

I s _ Mausea
3 Mausea and vomiting symptoms

Ca- Gastrointestinal signs and symptams

Gastr

A=80 B=10 C=317 D=178

OR=4,492

Corrected OR=4.31

Chi=4.643

Chi p-value=0

PRR=3.788

Color=4,643

Genrl

Metab
4
-

Psych

2151l]5|]l]51152

Rank SOC Term (PT) Chi P-value A/BfC/D
1 Gastr Mausea 4.643  0.000 B80/10/317/178
2 Gastr Diarrhoea 3.632 0.000 98/22/299/166
3 Gastr Dyspepsia 3.094 0.001 46/7/351/181
4 Metab Anorexia 2.736  0.003 20/1/377/187
5 Musc Arthralgia 2.736 0.003 20/1/377/187
6 Psych Insomnia 2.666 0.004 27/3/370/185

btk e AmmE e e

A ranking of the terms with the highest chi-statistic values appears below the sector map. The rank
number also appears on the tiles for those terms.

3. When you use the mouse to point to a tile, the following information appears:
e The name of the MedDRA PT and its HLT, HLGT, and SOC

e A/B/C/D - Counts from the 2x2 table for observed subjects used to compute results (see the next
section for information on viewing additional information for an issue including the 2x2 table)

e OR/Corrected OR —Modified odds ratio and Corrected odds ratio
e  Chi - chi-statistic

e  Chi p-value - p-value associated with the chi-statistic.

e PRR - Proportional Reporting Ratio

e Color — Numeric indication of the relative intensity of the color, according to the color key below
the sector map.

4. When you click on a tile of the graph and there are one or more subjects with the treatment or
comparator drug and the term represented by the tile, a menu appears and you can do the following:
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o Click 2x2 Table to view 2x2 tables (for observed subjects and expected subjects).

e View a Cumulative Incidence Plot.

o Drill down to subjects with a combination of the treatment drug and the term represented by the
tile.

You can also click Zoom to display data for the SOC only.

5. To configure the sector map, click Configure. Click Help for information about the available
configuration options.

To view additional information for an issue:

1. On the Screening Results page, if you click ey for an issue the following menu of options appears:

View 2x2 Table

View Events by Dose Group

View Day of Onset by Dose Group

View Severity by Dose Group

View Toxicity Grade by Dose Group

View Recurrence by Dose Group

View Action Taken by Dose Group

View Outcome by Dose Group

View Demographic Distribution by Dose Group
View Cumulative Incidence Plot

View Odds Ratio Graph

View Potential Signals with this Result Attached
Attach to 3 Potential Signal

2. When you click View 2x2 Table the contingency table used to generate screening results appears in a
separate window. The 2x2 table of observed subject counts, and the 2x2 table of expected subject
counts, display.

Print Help

Treatment includes: 'STDYMED_1', 'STDYMED_2'
Comparator includes: 'PLACEBO'
Time Frame: Starting 0 days after the study reference start date

Summary of Subjects

07/22/2009 07:01:44 PM DemoData/Demo2-3114
Subgroup: (Age Group = QOwver 50)

Issue: Arthralgia PT

Observed Subjects:

20 1 21
377 187 564
Total 39 188 585

Expected Subjects (if drug and issue were independent):

14.251 6.749 21
382.749 181,251 | 564
Total 397 188 585

Modified Odds Ratio = 9.92; 95% CI: (1.321, 74.488)
Corrected Odds Ratio = 6.788; 95% CI: (1.282, 35.954)
Shrunken Odds Ratio = 7.048; 95% CI: (1.315, 37.775)
Chi = 2.736 (1 df)

Odds ratios computed using subject counts as denominator

3. Other options on the menu are similar to the options that are available for one of the rows on the
Adverse Events page. For information about all of the options, click Help.
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4 Reviewing Lab Results

To review lab results:

1. On the Safety Review tab, click Labs. The Lab Results page appears.

Preferences Settings Feedback Exit Help
Lab Results m m S ST | Sereening || Subject Lists || Reports || Advanced || Setup || Run History
User: Alison Hodges [alison.hodges], Application/Study: DemoData/Demo2-311A (MEDDRA10D)Overview AEs Labs ECGs Vitals Screening Results

Treatment includes: 'STDYMED_1', 'STDYMED_2'
Comparator includes: 'PLACEBO’
Time Frame: Starting 0 days after the study reference start date

Lab Screening Results Lab Graph Lab Panel LFT Scatter Plots: Shift from Baseline LFT Scatter Plot Matrix: Maximum Results Hy's Law

Lab Results

Gruup: (® outside 5x normal range O outside 3x normal range O outside normal range

Qall [labove normal  [¥] Below normal

Print Download

10 rows Rows Per Page: Epagenfl
I e e
[ eowl L e IRETS ERCTSAITY

<Any Group=> <Any Test> 47 11.4% 32 15.9% 79 12.9%
Blood Chemistry <Any Blood Chemistry Test= 4 1% 3 1.5% v 1.1%
Elood Chemistry | Alanine Aminotransferase (U/L) ﬁ‘ 1 0.2% 2 1% 3 0.5%
Blood Chemistry Amylase (International Units per Litre) ﬁ 1 0.2% o 0% 1 0.2%
Blood Chemistry  Gamma Glutamyl Transferase (International Units per Litre) ﬁ‘ 0 0% 2 1% 2 0.3%
Blood Chemistry Glucose - Fasting (Millimoles per Litre) ﬁ 1 0.2% o 0% 1 0.2%
Blood Chemistry | Glucose - Random (Millimoles per Litre) é‘l‘ 1 0.2% v] 0% 1 0.2%
Hematology =Any Hematology Test= 45 10.9% 29 14.4% 74 12.1%
Hematology Eosinophils Absolute (%) ﬁ 22 5.3% 17 8.5% 39 6.4%
Hematology Monocytes Absolute (109 per Litre) ﬁ‘ 25 6.1% 14 7% 39 6.4%

Note; Statistics in the table represent subjects with the lab test.

The table includes a row for each lab test, a row for <Any Group> and <Any Test>, and a row for
<Any Test> in each group. Subject counts and percentages for lab tests in the study are shown.

2. Optionally select a panel of tests, such as Blood Chemistry, in the Group field. The table updates to
show only rows for tests in the selected panel.

3. By using the radio buttons in the “Lab Results” area above the table, you can limit the results in the
table to those that fall into specified ranges in relation to normal. Click one of the following radio
buttons to restrict which results are listed:

Lab Results Description

Outside 5x Normal Range A post-baseline value is either of the following:
e Less than a fifth of the lower end of the normal range.
e  Greater than five times the upper end of the normal range.

Outside 3x Normal Range A post-baseline value is either of the following:
e Less than a third of the lower end of the normal range.
e  Greater than three times the upper end of the normal range.

Outside Normal Range A post-baseline value is either of the following:
e  Less than the lower end of the normal range.
e  Greater than the upper end of the normal range.

All Any value.
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Note: The Clinically Significant radio button is only available if a lab test clinical significance flag
variable has been defined for the study.

4. You also have the option to use the “Above normal” and “Below normal” checkboxes. These
checkboxes work in conjunction with the selected radio button to limit the results displayed in the table
to only those that are above normal, only those that are below normal, or results that are either above
or below normal.

Note: The options in the Lab Results section and the Group field affect only the current page, not the
features that display when you use the options on the line that begins Lab Screening Results.

4.1 Lab Results for Subgroups

You can view lab results for subgroups of subjects by displaying a Lab Graph or Lab Panel. A Lab Graph
shows lab result values for one or two individual lab tests over the course of the study for a specific set of
subjects. A Lab Panel provides a “heat map” visual representation of lab test values that are outside of
normal ranges.

To view a lab graph:

1. Onthe Lab Results page, click Lab Graph. The Lab Graph page opens in a separate window with a
set of options for displaying the graph on the left side.

Configure Print

Treatment includes: 'STDYMED_1', 'STDYMED_2'
Comparator includes: 'PLACEBO'
Time Frame: Starting 0 days after the study reference start date

Test: ALT - Alanine Aminotransferase (U/L)

Test: - v

Dosing (select 0 or more):
Treatment

Comparatar

Sex (select 0 or more):

F

M
Race (select 0 or more):
Asian »~

Black

Caucasian
Hispanic v

Age Group (select 0 or more):
<=b9

between 59 and 65

between 65 and 71

=71

Subject List (select 0 or 1):

Draw Close

2. You can plot up to two lab tests on the same graph: select one or two tests. If you choose two tests, the
graph plots values using different shapes to distinguish them. A key appears below the graph.
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3.

5.

For Dosing, Sex, Race, and Age Group, select values defining the subgroup for which you want to
view lab results. To select more than one value in a list, hold down the Ctrl key while you click each
one.

You also have the option to produce “Separate plots for each” of these subgroups. If you check this
checkbox, the graph plots the values using different colors to distinguish the values selected. A key

appears below the graph.

In the Subject List field, optionally select a subject list. The Lab Graph will include only subjects in the
selected subject list.

Note: A “subject list” is simply a saved list of subjects of interest. Existing subject lists are listed on the
Subject Lists tab. Subject lists can be produced in a variety of ways. For example, you can create a
subject list containing only subjects that meet specified query criteria, or you can create a subject list
from drilldown information (described in Section 7.1).

Click Draw. The lab graph appears in the same window.

Configure Print

Treatment includes: 'STDYMED_1', 'STDYMED_2'
Comparator includes: 'PLACEBQ"
Time Frame: Starting 0 days after the study reference start date

Test: [BILITOT - Total Biimbin (mg/dL) 7 (Dosing='Treatment’, 'Comparator') and (Sex="M') and (Age Group=">=71")

Test: | MONOABS - Monocy ... (1073 per..) |+

Total Bilirubin {mg/dL Monocytes Absolute {10*9 pe
230041 7 U 2 Ll -2.183251p

Dosing (select 0 or more):

Comparator Separate plots for each
Si lect 0 =

:x (sele or more) 225243 A 1 746601
— ’

Race (select 0 or more): A

Asian & 161444 F1 309950
Black

Caucasian
Hispanic b

Q

Age Gi lect 0 H
ge Group (sele or more); 0273300

<=59

between 58 and 65

between 65 and 71

>=71

097645

Subject List (select 0 or 1): 033845 0 436645

A
-0.29953 T & -0.000001

T T T
-100 -50 0 50 jun) 130 200
Day relative to Start of Treatment

Total Bilirubin: Monocytes Absolute:
Treatment iy Treatment
(&3 Comparator Py Comparator

For Total Bilirubin, clinical significance is based on the following criteria:
All Subjects: Result == 2 mg/dL

For Monocytes Absolute, clinical significance is not defined.

07/23/2009 03:50:08 PM DemoData/Demo2-311A

Data points within the gray area of the graph fall within normal ranges of test values. The graph uses
different sizes, larger or smaller circles or triangles, to indicate clinically significant values.

To configure the graph, click Configure. Click Help for information about the available configuration
options.

CONFIDENTIAL = Copyright © 2000-2013, Oracle and/or its affiliates. All rights reserved. Page 28 of 61



Reviewing Lab Results

To view a lab panel:

1. Onthe Lab Results page, click Lab Panel. A separate window opens with controls for displaying a lab
panel graph.

Help
Configure Print

Treatment includes: 'STDYMED_1', 'STDYMED_2'
Comparator includes: 'PLACEBO"
Time Frame: Starting 0 days after the study reference start date

Panel: Blood Chemistry +
Dosing (select 0 or more):
Treatment
Comparator
Sex (select 0 or more):
F
M

Race (select 0 or more):

Asian -

Black

Caucasian

Hispanic A
Age Group (select 0 or more):
<=b%

between 59 and 65

between 65 and 71

»>=71

Subject List (select 0 or 1):

Draw Close

2. Select a panel of tests in the Panel field.

3. For Dosing, Sex, Race, and Age Group, select values defining the subgroup for which you want to

view lab results. To select more than one value in a list, hold down the Ctrl key while you click each
one.

4. Inthe Subject List field, optionally select a subject list. The lab panel graph will include only subjects
in the selected subject list.
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5. Click Draw. The lab panel graph appears in the same window.

Configure Print

Treatment includes: 'STOYMED_1', 'STDYMED_2'
Comparator includes: 'PLACEBO'
Time Frame: Starting 0 days after the study reference start date

(Dosing="Treatment’, "Comparator’) and (Sex="F', '"M") and (Age Group=">=71") and {Subje:
Panel: | Blood Chemistry +

List="Arthralgia-All')
Dosing (select 0 or more):
Treatment
Comparator

Sex (select 0 or more):

(subiecti]  Vtesti Ja2]a]s]6]7]e]o]10]11]12]77]701]702] 700]

CD-00453 | AMYLASE - Amylase ~

B
. AST - Aspartate
M €D-00453 Aminotransferase
BILITOT - Total
Race (select 0 or more): CD-00453 | Gijirybin
Asian o' BUN - Blood Urea
Black CD-00453 Nitrogen
TR = CHLORIDE - Chlorid
Hispanic v Sl Do - thlenias ]

CD-00453  CREAT - Creatinine

Age Group (select 0 or more):

GGT - Gamma
<=53 CD-00453 | Glutamyl
between 59 and 65 Transferase
between 65 and 71 GLUCRAND -

€D-00453 | 5j,cose - Random

CD-00453  POTASS - Potassium

Subject List (select 0 or 1):
| Arthralgia-All (Treatment subjects with Arthra v

PROTTOT - Total
Protein

CD-00453

CD-00453 | SODIUM - Sedium

URICACID - Uric
Acid

CD-00453

CD-07476  ALBUMIN - Albumin

~n nwa—e | ALKPH - Alkaling v
Neormal=
Low= 132 3%
High= =B

Indeterminate= [ Il
07/23/2009 04:12:25 PM DemoData/Demo2-3114
< |

| v

Additional information for the color key below the graph follows:

Label Meaning Example Values
if Normal Range is
20-30
Low = 1x Less than the lower end of the normal range and greater than or 10 through 19.999
equal to half the lower end of the normal range.
Low= 2x Less than half the lower end of the normal range limit and 6.667 through 9.999
greater than or equal to a third of the lower end of the normal
range.
Low = 3x Less than a third of the lower end of the normal range. 0 through 6.666
High = 1x Greater than the upper end of the normal range and less than or 30.001 through 60
equal to twice the upper end of the normal range.
High = 2x Greater than twice the upper end of the normal range and less 60.001 through 90
than or equal to three times the upper end of the normal range.
High = 3x Greater than three times the upper end of the normal range. 90.001 or above
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Label Meaning Example Values
if Normal Range is
20-30

Indeterminate | Any of the following is true:
e There is no upper or lower limit for the normal range.

e There is no lower limit of normal and the result is not greater
than or equal to the upper limit of normal.

e There is no upper limit of normal and the result is not less
than or equal to the lower limit of normal.

7. When you point to a graph cell, hover help with the following information appears:

e  The lab test value.

e The lower end of the normal range for the lab test.

e The upper end of the normal range for the lab test.
8.  When you point to a subject ID, hover help with the assigned arm and date of last visit appears.
9. To open a separate window with details for a subject, click the subject ID.

10. To configure the lab panel graph click Configure. Click Help for information about the available
configuration options.

You can configure the graph to display all data on the same page (as shown above) or with just one test
or subject on each page. If you choose to display one test or subject per page, the graph redisplays with
a Current Test or Current Subject field that allows you to select a test or subject to view, and Next and
Prev buttons to display the graph for the next or previous test or subject.

4.2 Lab Results by Range Indicators

To view lab results by range indicators:
1. Onthe Lab Results page, click the All radio button.
2. Click ey for a lab test and then click Results by High/L ow/Normal Indicator. (This option is

available only after you select the All radio button.) A separate window opens with the count and
percentage of subjects with a lab test result in each range.

Help’
Treatment includes: 'STDYMED_1', 'STDYMED_2'
Comparator includes: 'PLACEBO'
Time Frame: Starting 0 days after the study reference start date
Lab Results By High/Low/Normal Indicator
All Hematocrit results
Print Download
1 rows Rows Per Page: Page of 1
- Treatment (N=412) Comparator (N=201) Total (N=613)

I B T B B S AR BT B S S T
oo [T ot T2 Vo (T2 Fomt [T ot T Fomt [T Voo T3] Tt [T [T o1 Tt Vo Voo [Fo1] et [T et

Hematocrit | 65 | 15.8% 398 96.6% | 59 14.3% 0 0% 33 16.4% 196 97.5% 29 |14.4% 0 0% 98 | 16% 594 096.5% B8 14.4% 0 0%

Note: Subjects who have multiple test results with different High/Low/Normal Indicators are represented in multiple cells.
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4.3 Lab Results Distribution over Time

To show the distribution of lab test results over time, you produce a box plot graph that plots normalized
lab test values, maximum changes in lab test values, or reported lab test values for subjects in the
Treatment and Comparator categories.

To view a box plot showing distribution over time for a lab test:

1.

On the Lab Results page, click T for a lab test and click Box Plot: Distribution Over Time. This
option has three suboptions:

e Normalized Raw Values: actual results from the study data divided by the upper limit of normal

e Change from Baseline

e Raw Values: actual results from the study data

Select any of these three options to view a box plot graph in a separate window. The example that
follows shows raw values.

Configure Print Help

Distribution of Hematocrit over Time: Raw Values

=
®
. N
=
) . . - iR
9 »t :A - ] - » g e ’
5
£
=
2 o
= =
E
2 .
.
E H S 1 H " : H
3 - . H
= » H
g_
1 3 5 6 7 8 9 12 Min Max

Visit
Subjects at Visit
Treatment 409 406 am 360 343 322 303 280 412 42
Comparator 20 199 192 1 183 174 166 145 201 2m

- Treatrment: STOYMED_1, STOYMED_2
0 Comparator, PLACEBO

The graph includes the following:

e  The main graph shows the distribution of subjects’ lab values as a box plot at each visit along the
X-axis.

e Anarea to the right of the main graph shows box plots of the minimum and maximum normalized
values, change from baseline values, or raw values across visits (possibly including visits not
represented in the main graph, depending on settings of graph configuration options).

e  Counts of subjects with results for the lab test at each visit are shown below the main graph.

In each box plot, the box represents the middle 50% or so of the numeric values. A horizontal line
within the rectangle represents the median of all values (that is, the value that is exactly in the middle
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of all values). The area above the top end of the box represents the upper quartile, and the area below
the bottom end of the box represents the lower quartile. The interquartile range, which is the difference
between the upper quartile and the lower quartile, is a measure of the spread of the distribution. The
relative distances of the upper and lower quartiles from the median describe the shape of the
distribution of data.

The whisker above the box plot extends from the upper quartile to the highest actual value that is
within the (75th percentile + 1.5 * (interquartile range)). The whisker below the box plot extends from
the lower quartile to the lowest actual value that is within the (25th percentile - 1.5 * (interquartile
range)). Outliers are plotted as individual points in the graph. An outlier is considered to be a value that
falls outside of the whiskers.

2. When you point to a region of the graph, the following information appears:

e  The region of the box (Upper Outlier, Upper Whisker, Upper Box, Lower Box, Lower Whisker. or
Lower Outlier)

e  The count of data points for the visit number and box plot region (only one lab test value is
counted per subject and visit number)

3. Click Configure to configure the graph. Click Help for information about the available configuration
options.

4. If the graph is configured to include links, the box plot regions, whiskers, and outlier points are
hyperlinks that you can click to drill down to view subject details.
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4.4 Lab Change from Baseline

To view a scatter plot showing change from baseline for a lab test:

1. Onthe Lab Results page, click ﬁfor a lab test and then click Scatter Plot: Shift from Baseline. This
option has two suboptions:

e Minimum vs. Baseline: divides results by the lower limit of normal

o Maximum vs. Baseline: divides results by the upper limit of normal

Select either of these options to view a scatterplot graph in a separate window. The example that
follows shows minimum vs. baseline:

Configure Print Help
Treatment includes: 'STDYMED_1', 'STDYMED_2'

Comparator includes: 'PLACEBO"

Time Frame: Starting 0 days after the study reference start date

Minimum vs. Baseline: Glucose - Fasting

Minimum (LLN)
2

Baseline (LLN)

oo

Treatment STOYMED_1, STDYMED_2
Comparataor FLACEBO

Close

The graph provides a way to identify shifts in post-baseline lab results relative to baseline values for
subjects in the Treatment and Comparator categories. The x-axis represents normalized baseline lab
values and the y-axis represents normalized minimum or maximum post-baseline lab values.

If a result does not have a lower limit of normal (LLN) or upper limit of normal (ULN), it is omitted
from the graph. If no results for a test have an LLN or ULN, actual data values are plotted.

2. Aswith other graphs, you can drill down to subjects as described in Section 7.1. However, an
additional method of drilling down is available for scatter plots. You can click on the graph and drag
the mouse to draw a rectangle around several data points. When you release the mouse button, the
drilldown menu appears and you can drill down on all of the points within the rectangle.

3. Click Configure to configure the graph. Click Help for information about the available configuration
options.
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To view a delta plot showing change from baseline for a lab test:

1. Onthe Lab Results page, click fllfor a lab test and then click Delta Plot: Change from Baseline.
The graph appears in a separate window.

Treatment includes: 'STDYMED_1', 'STDYMED_2'
Comparator includes: 'PLACEBO'
Time Frame: Starting 0 days after the study reference start date

Maximum Change from Baseline: Hematocrit (%)

100%
90%
80%
F0%
60%
50%
40%
30%
20%

10%

0% -

T T 1 T T 1
-17.6 1] 215 17.6 1] 215

B Treatment: STOYMED_1, STOYMED_2
I Comparator PLACEBD

The Delta Flot displays change from baseline for Treatment/Comparator or arms. Each herizontal line
represents a single subject. The length of the line represents the maximum change from baseline for
the lab test.

The delta plot compares changes from baseline lab test values for the Treatment and Comparator
categories. In a delta plot:

e  The x-axis ranges from the lowest change from baseline to the highest change from baseline
across all subjects.

e Each line represents the change from baseline for a single subject. (If there is a large number of
subjects, lines may appear on top of each other because of space limitations.)

e Each plot is divided into decile regions along the y-axis.

2. If you point to a decile region of the graph, the number of the decile and a count of data points for that
decile appear. The count may be more than the number of subjects because the same test may be
performed for the same subject more than once; each lab test result is a separate data point.
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To view a box plot showing lab change from baseline:

1. Onthe Lab Results page, click ﬁfor a lab test and then click Box Plot: Change from Baseline. The
graph appears in a separate window.

Print Help

Treatment includes: 'STDYMED_1', 'STDYMED_2'
Comparator includes: 'PLACEBO'
Time Frame: Starting 0 days after the study reference start date

Maximum Change from Baseline: White Blood Cell Count (THOU /uL)

Change1f6qm Baseline

-10

I Treatment STDYMED_1, STOYMED_2
I  Comparator PLACEEGD

The Box Plot displays changes in measurements from baseline for Treatment/Comparator or arms. The colored
rectangles contain the middle 50% of the measurements; the center line is the median.

The graph shows changes in lab test values from baseline results for the Treatment and Comparator
categories. For information about interpreting a box plot, see Section 4.3.

2. If you point to a region of the graph, the region of the box and a count of data points for that region
appear.

The count may be more than the number of subjects because the same test may be performed for the
same subject more than once; each lab test result would be a separate data point.
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4.5 Relationship of Lab Results to Study Drug

Lab screening results provide information about the occurrence of clinically significant lab values, about
lab value differences from baseline between Treatment and Comparator categories, and about test values
meeting criteria for Hy’s Law and liver function tests of critical concern.

To review lab screening results:

1. Onthe Lab Results page, click Lab Screening Results. The Screening Results page appears.

2. Inthe Analysis Group field, Labs is selected by default since you used the Lab Screening Results link
to navigate to this page. In the Analysis Type field, you can select a type of lab analysis or “--"to
include all results in the table.

preferences Settings Feedback Exit Help
Screening Results . - s -

User: Alison Hedges [alison.hodges], Application/Study: DemoData/Demo2-311A (MEDDRA100)Overview AEs Labs ECGs Vitals Screer"n Results

View Analvsis Sp Details

Treatment includes: 'STDYMED_1', 'STDYMED_2'

Comparater includes: 'FPLACEBO"

Time Frame: Starting 0 days after the study reference start date

Kind of Analysis Population Subgroups
Analysis Group: Analysis Type: Sex: Age: ‘AH "‘ Race: | All V‘ Con Med: ‘* "l
Lab Change from Baseline
Columns and Rows Print Download Chmca\ly SignificantLab
Rows are filtered
116 rows Sorted by SCORE Hy's Law Rows Per Page: 25 PEEE of 5 P
Treatment Comparator Time
1 Test Name & T Type k Subjects Subjects 1 Breakduwn k|1 Frame
~
Al Aspartate Open
| AST e LBBL 0.003128 392 193 | All Active vs placebo | FHEL
% HEMOGLOBE Hemoglobin LBBEL 0.003557 72 28 Al All All Active vs placebo gﬂf’u”wup
n Aspartate Open
ﬁ AST Aminotransferase LBBL 0.004136 320 165 All All All Active vs placebo Followup
Open
2 | MONO Monocytes LBBL 0.015240 72 28 Al All All Active vs placebo | [IER
[#F MONOABS Monocytes Absolute LBBL 0.018000 72 28 All All Al Active vs placebo Ejm\mp
Gamma Glutamyl Open
= GGT e LBBL 0.049790 320 165 All All All Active vs placebo | LHEL
% | GLUCFAST | Glucose - Fasting LBEL 0.050396 101 61 | All All All Active vs placebo ?jm\mp

~

< |

|w

3. Atthe top of the page, the Population Subgroups section offers a field for each category breakdown
that was used in the analysis specification that generated the screening analysis results. For example,
there may be fields for Sex, Age, and Race. You can limit the results shown in the table to a subgroup
by selecting a category value.

The following tables describe some of the columns available for lab screening analysis results. To
display a description of any column, use the mouse to hover the cursor over the column heading
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For a Clinically Significant Lab analysis or Hy’s Law analysis:

Column Description
Issue For a Clinically Significant Lab Analysis, the post-baseline lab results that meet the
clinical significance criteria described in Section 7.2.
For a Hy’s Law Analysis, one of the following:
e (ALT or AST) >=3x ULN, BILI >=2x ULN, ALP <=2x ULN
e  (ALT or AST) >=3x ULN, BILI >= 1.5x ULN, ALP <= 2x ULN
e (ALT or AST) >=3x ULN, BILI >=1.5x ULN
e (ALT or AST) >=20x ULN
e (ALT or AST) >=10x ULN
e (ALT or AST) >=5x ULN
e (ALT or AST) >=3x ULN
Test Name For a Clinically Significant Lab Analysis, this column is Test Name and displays
or the name of the lab test.
TYPE For a Hy’s Law Analysis, this column is Type and displays “LBHY".
Score One-tailed p-value associated with the chi-statistic. Lower scores are more
“interesting”.
chi-statistic The chi-statistic value.
Corrected Odds Ratio | The corrected odds ratio statistic: [(A + 0.5)(D + 0.5)] / [(B + 0.5)(C + 0.5)].
OR025_C Lower confidence bound of the corrected odds ratio statistic.
A Count of subjects who received the treatment and experienced the issue within the
time frame.
B Count of subjects who received the comparator and experienced the issue within the
time frame.

For a Lab Change from Baseline analysis:

Column Description

Issue Short name for the lab test.

Test Name Name of the lab test.

Score Two-tailed p-value associated with the t-statistic. Lower scores are more
“interesting”.

t-statistic The t-statistic value.

Treatment Subjects

Total count of subjects who received the treatment and have sufficient data to
determine if the issue occurred.

Comparator Subjects

Total count of subjects who received the comparator and have sufficient data to
determine if the issue occurred.

Mean for Treatment

Mean of test change from baseline values for subjects who received the treatment.

Mean for Comparator

Mean of test change from baseline values for subjects who received the comparator.

Std. Deviation for
Treatment

Standard deviation of test change from baseline values for subjects who received
the treatment.

Std. Deviation for
Comparator

Standard deviation of test change from baseline values for subjects who received
the comparator.

You can click Columns and Rows to select columns to display, define the order in which they appear,

and specify a sort order. You also have the option to specify a SQL Where clause to filter rows.
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To view issues by dose group:

1. Onthe Lab Screening Results page, if you click f;l;'for an issue, a menu of options appears. For a
Clinically Significant Lab analysis result, the options are:

Clinically

Significant White Blood Cell

Count 0.1293896 1.127

View 2x2 Table

View Issues by Dose Group

View Lab Graph
View Lab Panel

View Odds Ratio Graph
View Potential Signals with this Result Attached

Attach to a Potential Signal

2. For aLab Change from Baseline result, the options are:

Aspartate

— Aminotransferase

0.003128 0.78

View t-test Statistics

View Box Plot

View Box Plot by Dose Group

View Delta Plot

View Delta Plot by Dose Group

View Lab Graph

View Lab Panel

View Potential Signals with this Result Attached

Attach to a Potential Signal

3. ForaHy’s Law result, the options are:

_ | (ALT or
AST) == LBHY 0.385659 -1.204

4 111 R)

View 2x2 Table

View Odds Ratio Graph

View Potential Signals with this Result Attached
Attach to a Potential Signal

Some of these options are similar to options on the Lab Results page, but they show information for
subgroups such as sex and age that were used to generate screening results. For information about
using each of these options, see the online help.

CONFIDENTIAL = Copyright © 2000-2013, Oracle and/or its affiliates. All rights reserved. Page 39 of 61



Reviewing Lab Results

4.6 Liver Function Tests (LFTs)

You can produce graphs of results for the following liver function tests (LFTSs):
¢ Alanine Aminotransferase
e Aspartate Aminotransferase
o Alkaline Phosphatase
e Bilirubin
Note: You can view Liver Function Test and other findings profiles for a single subject or a group of
subjects as described in Section 7.1.
To review LFT Changes from Baseline:

1. Onthe Lab Results page, click LET Scatter Plots: Shift from Baseline. The graph appears in a
separate window.

Configure Print Help

Treatment includes: 'STDYMED_1', 'STDYMED_2'
Comparator includes: 'PLACEBOQ’
Time Frame: Starting 0 days after the study reference start date

LFT Shift from Baseline to Maximum

@anine Aminotransferase Aspartate Aminotransferase Alkaline Phosphatase Bilirubin

Maximum (ULN)
1 1

01
i

1

T T T T T T T T T
C&I.Ul o1 1 10 JILIRIBY 1 10 JLUIRERS 1 10 oo 3 o 15 20

Baseline (ULN} Baseline (ULN) Baseline (ULN) Baseline (ULN}

o] Treatment: STDYMED_1, STDYMED _2
o Corparator: PLACEBO

Close

The graph displays a scatter plot for each of the four liver function tests, providing a way to identify
elevations in LFT values relative to baseline LFT values. In each graph, the x-axis represents baseline
values and the y-axis represents maximum post-baseline values. The graph plots normalized lab
values, that is, lab values divided by the upper limit of normal.

2. Click Configure to configure the graph. Click Help for information about the available configuration
options.

3. Aswith other graphs, you can drill down to subjects as described in Section 7.1. However, an
additional method of drilling down is available for scatter plots. You can click on the graph and drag
the mouse to draw a rectangle around several data points within one of the four plots. When you
release the mouse button, the drilldown menu appears and you can drill down on all of the points
within the rectangle.
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To review the relationships between liver function tests:

1. Onthe Lab Results page, click LET Scatter Plot Matrix: Maximum Results. A scatter plot for each
pairwise combination of the four liver function tests appears.

Configure Print Help

Treatment includes: 'STDYMED_1', 'STDYMED_2'
Comparator includes: 'PLACEBO’
Time Frame: Starting 0 days after the study reference start date

Maximum LFT Results (/ULN)

100

i}
|

1
I

Aspartate Aminotransferase

100 0.1

10

1
1

Alkaline Phosphatase

100 0.1

Alanine Aminotransferase

T T T T T
10 o001 1 10 o001 1 10 100
Bilirubin Aspartate Aminotransferase Alkaline Phosphatase

Led Treatment STOYMED_1, STOYMED_2
o Comparatar: PLACEEQ

Close

The Maximum LFT Results graph provides a way to identify maximum post-baseline LFT values that
are elevated simultaneously in pairs of liver function tests. A scatter plot appears for each pairwise
combination of the four liver function tests. In each scatter plot, the x-axis represents maximum values
for one of the liver function tests, and the y-axis represents maximum values for another of the liver
function tests. The graph plots normalized lab values, that is, lab values divided by the upper limit of
normal.

2. Click Configure to configure the graph. Click Help for information about the available configuration
options.

3. You can work with the scatter plots in this matrix in the same way that you work with an individual
scatter plot showing change from baseline. Additionally, when you click one of the scatter plots, you
can then click Zoom to display an enlarged version of that scatter plot in its own window.

CONFIDENTIAL = Copyright © 2000-2013, Oracle and/or its affiliates. All rights reserved. Page 41 of 61



Reviewing Lab Results

To review a summary of Hy’s Law and liver function tests of critical concern:

1. Onthe Lab Results page, click Hy’s Law. A table of post-baseline results for the ALT, AST, BILI,
and ALP tests appears in a separate window. The summary displays counts and percentages of subjects
with each of the findings.

2. Todisplay the information graphically, click Graph. A dot plot showing the percentage of subjects
with each finding appears.

/= Hy's Law and Liver Function Tests of Critical Concern - DemoData f Demo2-311A - Windows Internet Explorer : : |

[Time Frame: From 0 days after the study reference start date to 0 days after the study reference end date

Hy's Law and Liver Function Tests of Critical Concern
Print Download Graph DILI Plot

7 rows Sorted by Finding Rows Per Page: Fage of 1
STDYMED_1 STDYMED_2 PLACEBO
(N=194) (N=218) (N=201) Total (N=613)

0%

(ALT or AST) == 3x ULN, BILI »= 2x ULN, ALP <= 2x ULN a 0% a a 0% o 0%
(ALT or AST) == 3x ULN, BILI == 1.5x ULN, ALP <= 2x 0 0% 0 0% 0 0% 0 0%
(ALT or AST) == 3x ULN, BILI == 1.5x ULN 1} 0% [} 0% 1} 0% [} 0%
(ALT or AST) == 20x ULN 1} 0% [} 0% 1} 0% [} 0%
(ALT or AST) == 10x ULM 1} 0% 1 0.5% 2 1% 3 0.5%
(ALT or AST) == 5x ULN a 0% 1 0.5% 2 1% 3 0.5%
(ALT or AST) == 3x ULN Q 0% 1 0.5% 3 1.5% 4 0.7%

Close

Close

Time Frame: From 0 days after the study reference start date to 0 days after the study reference end date

Hy's Law and Liver Function Tests of Critical Concern
Finding
(ALT or AST) »= 3x ULN, BILI == 2x ULN, AL == 2x ULW
[ALT oy AST) >= 3x UL, BILI >= 1 5x LN, ALP <= 2x /LN

{ALT o AST) »= 3x ULM, BILI == 1 5x ULN
[ALT or AST) == 20x ULN

(ALT or A5T) »= 10x UL L] L]
(ALT or AST) == 52 ULN ] u
(ALT or ASTy==3x ULN L) L) u
1 T T 1
o 1) 1 )
Percent with Finding
] STDYMED_1
[ ] STOYMED_2
[ ] PLACEEO
[ ] TOTAL
E | *

3. You may want to drill down on subjects as described in Section 7.1, and display an LFT Patient
Profile, which shows details about liver function tests for particular subjects.

4. You can also view the Drug-Induced Liver Injury (DILI) plot. Click the DILI Plot link on the Hy’s
Law and Liver Function Tests of Critical Concern page.
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5 Reviewing ECG Results

To review ECG results:
1. On the Safety Review tab, click ECGs. The QT Prolongation Summary page appears.
Note: A message may inform you that the issue list needs to be updated. If you click OK, the Run

Options page appears so that you can specify options for executing an "automatic screening run". This
run generates the list of issues that may appear in the QT Prolongation Summary.

Preferences Settings Feedback Exit Help

E QT Prolongation Summary THome |

User: Alison Hodges [alison.hodges], Application/Study: DemoData/Demo2-311A (MEDDRA100) rview AEs Labs EC(GS Vitals Screening Results

Treatment includes: 'STDYMED_1', 'STDYMED_2'
Comparator includes: 'PLACEBO’
Time Frame: Starting 0 days after the study reference start date

ECG Screening Results Distribution of OTc Change over Time

QT Prolongation Summary

Rows Per Page: page[l  lof1
_ Treatment (N=412) Comparator (N=201) | Total (N=613)

“| Bazett QTc Interval = 450

Print Download Graph
20 rows

232 56.3% 100 49.8% 332 54.2%
Bazett QTc Interval = 480 82 19.9% 28 13.9% 110 | 17.9%
Bazett QTc Interval = 500 33 8% 10 5% 43 7%
Bazett QTc Interval Increase >= 30 126 30.6% 55 27.4% 181 29.5%
Bazett QTc Interval Increase >= 60 22 5.3% g9 4.5% 31 5.1%
FDA Neuro QTc Interval = 450 143 34.7% 62 30.8% 205 33.4%
FDA Neuro QTc Interval = 480 38 9.2% 11 5.5% 49 8%
| FDA Neuro QTc Interval = 500 10 2.4% 5 2.5% 15 | 2.4%
FDA Neuro QTc Interval Increase == 30 85 20.6% 45 22.4% 130 | 21.2%
FDA Neuro QTc Interval Increase == 60 10 2.4% 4 2% 14 2.3%
Fredericia QTc Interval = 450 129 31.3% 54 26.9% 183 | 29.9%
& Fredericia QTc Interval > 480 31 7.5% 10 5% 41 6.7%

This table provides counts and percentages for findings about QTc intervals. The QTc intervals are
either as reported in the study data, or are computed using the following correction methods:

e Bazett's formula = QTmsec / (RR sec)®®
e FDA Neuropharmacological Division's formula = QTmsec / (RR sec)™*’

e Fredericia's formula = QTmsec / (RR sec)*®

Possible findings are as follows:

e <correction-method> QTc Interval > 450

e <correction-method> QTc Interval > 480

e <correction-method> QTc Interval > 500

e <correction-method> QTc Interval Increase >= 30

e  <correction-method> QTc Interval Increase >= 60

where <correction-method> is Reported, Bazett, FDA Neuro, or Fredericia.
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2. To view a graph of the incidence of the above QTc intervals, click Graph. A dot plot appears in a
separate window.

Close

Treatment includes: 'STDYMED_1', 'STDYMED_2'
Comparator includes: 'PLACEBO'
Time Frame: Starting 0 days after the study reference start date
QT Preolongation Summary
Finding
Bazett QTc Interval = 450 L) L]
Bazett QTc Interval = 480 L L]
Bazett QTc Interval = 500 L
Bazett QTc Interval Increase == 30 L
Bazett QTc Interval Increase == 60 - -
FDA Mewro QTe Interval > 450 L
FD& Meuro QTc Inferval = 480 Lt
FDL Meurn QTe Interval = 500 8
FD& Meuro QTc Interval Increase == 30 L
FD& Newro QTc Interval Increase == 60| M
Frederivia QTc Interval = 430 - =m
Fredericia QTc Interval = 4807 =
Fredericia QT Interval = 500~ 0
Fredericia QTe Interval Increase == 30 L
Fredericia QTc Interval Increase == 60 W
Beported QTe Interval = 450 L
Beported QTc Interval = 480 LL
Reported (JTc Interval = 500 @8
Beported QTe Interval Increase == 30 L ]
Beported QTc Interval Increase == 60 &

1} 20 40 60
Percent with Finding

®  Treatment STOYMED_1, STOYMED_2
n Comparator, FLAGEED
TOTAL
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5.1 QTc Interval Change from Baseline

To view QTc Interval Change from Baseline:

1. Onthe QT Prolongation Summary page, click Distribution of QTc Change over Time. A box plot
appears in a separate window.

Configure Print Help
Distribution of QTc over Time: Change From Baseline
2
8-
.
. H
-
g - . . r o e L
= at L oy a » . -
) - -‘ " '; .: - ’ﬂ i‘
@
=
m
w
2 =
E
=
=
g .
£ - '} »
5o H 4 . 1. . .
59 & ;t !‘ » . * H i. . i
= . . : . ¥ +
=4 ., - . "
*
= L ]
== - -
=
2
‘ 1 3 4 5 6 7 8 9 10 11 Min Max
Visit
Subjects at Visit
Treatrment 383 18 404 ages 367 348 324 303 2849 287 412 412
Comparator 183 13 195 194 191 184 176 169 161 154 201
- Treatment: STOYMED_1, STDYMED_2
. Corparator: PLACEBD

The graph provides the following information for subjects in the Treatment and Comparator
categories:

The main graph shows the distribution of changes from baseline in reported QTc interval values as
a box plot at each visit along the x-axis.

An area to the right of the main graph shows box plots of the maximum reported QTc interval
changes from baseline across all visits (possibly including visits not represented in the main graph,
depending on settings of graph configuration options). Maximum values are the largest differences
from baseline, where positive differences are always larger than negative differences.

Counts of subjects with reported QTc interval changes from baseline at each visit are shown below
the main graph.

For information about interpreting box plots, see Section 4.3.

2. Click Configure to configure the graph. Click Help for information about the available configuration
options.

3. When you point to a region of the graph, the following information appears:

The region of the box (Upper Outlier, Upper Whisker, Upper Box, Lower Box, Lower Whisker. or
Lower Outlier)

The count of data points for the visit number and box plot region (only one QTc interval value is
counted per subject and visit number)
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4.

If the graph is configured to include links, the box plot regions, whiskers, and outlier points are
hyperlinks that you can click to drill down to view subject details.

5.2 Relationship of ECG Results to Study Drug

To review the relationship of ECG results to the study drug:

1.

On the QT Prolongation Summary page, click ECG Screening Results. The Screening Results page
appears with the Analysis Group set to ECGs by default.

Preferences Settings Feedback Exit Hel
Screemng Results m m i e | Screening || Subject Lists || Reports || Advanced || Setup || Run History
User: Alison Hodges [alison.hodges], Application/Study: DemoData/Demo2-311A (MEDDRA100) Overview AEs Labs ECGs Vitals Screenin Results

View Analvsis Specification Details

Treatment includes: 'STDYMED_1', 'STDYMED_2'

Comparator includes: 'PLACEBO"

Time Frame: Starting 0 days after the study reference start date

Kind of Analysis Population Subgroups

is Group: [ECGs v sex: Al Y age:[Al ¥ mace:[Al %] conmed:[- ¥

Columns and Rows Print Download
Rows are filtered 25
60 rows Sorted by SCORE Rows Per Page:

Correcled
-eatment Comparator
1 Type k Raho Tk |1 Sub_]ecls k|1 Subjects &

~
4 Bazett QTc
=& Interval > | EGQT 0.028819 | 1.898 1.562 0.975 97 All activel)
placebc
430
Bazett QTc Active |
A Interval = | EGQT 0.040069 | 1.750 1.552 0.937 68 24 326 167 All All All o
T placebc
Bazett QTc Active |
2 Interval = | EGQT 0.044355 | 1.702 2.070 0.884 45 13 73 30 Al All All

~ e placebe

|~

w >

You work with ECG screening results in the same way you work with lab screening results, described
in Section 4.5. There is no Analysis Type field on the ECG Screening Results page because there is
only one analysis type, the QT Interval Prolongation Analysis.

The following table describes some of the columns that you can use to view these analysis results. You
can also hover over a column heading to display a description of the column.

Column Description

Issue One of the following:

e  <correction-method QTc Interval > 450

e  <correction-method QTc Interval > 480

e  <correction-method QTc Interval > 500

e  <correction-method QTc Interval Increase >= 30

e  <correction-method QTc Interval Increase >= 60
where <correction-method is Reported, Bazett's, FDA Neuro, or Fredericia's.

Type EGQT, an abbreviation of the type of analysis, which is a QT Interval Prolongation
Analysis.

Score One-tailed p-value associated with the chi-statistic. Lower scores are more “interesting”.

chi-statistic The chi-statistic value.

Corrected The corrected odds ratio statistic: [(A + 0.5)(D + 0.5)]/ [(B + 0.5)(C + 0.5)].

Odds Ratio

OR025_C Lower confidence bound of the corrected odds ratio statistic.
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Column Description

A Count of subjects who received the treatment and experienced the issue within the
timeframe.

B Count of subjects who received the comparator and experienced the issue within the
timeframe.

Treatment Total count of subjects who received the treatment and have sufficient data to determine

Subjects if the issue occurred.

Comparator Total count of subjects who received the comparator and have sufficient data to

Subjects determine if the issue occurred.

You can click Columns and Rows to select columns to display, define the order in which they appear,
and specify a sort order. You also have the option to specify a SQL Where clause to filter rows.

To view issues by dose group:

On the ECG Screening Results page, if you click ey for an issue, a menu of options appears:

_ | Bazett QTc
ﬁ Interval = | EGQT 0.028819 1.898
L__A20

View 2x2 Table

View Issues by Dose Grou

View 0Odds Ratio Graph

View Potential Signals with this Result Attached
Attach to a Potential Signal

For information about using these options, see the online help.
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6 Reviewing Vital Signs Results

To review vital sign results:

1. On the Safety Review tab, click Vitals. The Vital Signs page appears.

Preferences Settings Feedback Exit Help
Vital S‘gn5 mm s e | Sereening || Subject Lists || Reports || Advanced || Setup || Run History
User: Alison Hodges [alison.hodges], Application/Study: DemoData/Demo2-311A (MEDDRA100)Overview AEs Labs ECGs Vjtals Screening Results

Treatment includes: 'STDYMED_1', 'STDYMED_2'
Comparator includes: 'PLACEEQ'
Time Frame: Starting 0 days after the study reference start date

Vital Signs Screening Results Vital Signs Graph

Vital Signs Change from Baseline
Print Download

3 rows Rows Per Page: IE' Page l:l of 1
T et e | comprenor e rom e |
\Testl [ [\reant[Hink [V iaxi Y ncan k] Vo k [Pk [ Yricand [Thin | e

Diastolic Blood Pressure (Sitting) (mmHg) ﬁ -0.16 -35.1 36.9 -1.91 -42.9 36.9 -0.73 -42.9 36.9

Systolic Blood Pressure (Sitting) (mmHg)  F -1.35  -47.15  61.5 -1.28  -86.3  46.8 -1.33 -66.3  61.5

Pulse (Sitting) (BEATS/MIN) B 287 -39 58.5 4.5 -33.15  42.9 3.27 -39 58.5

Note: Mumbers appearing in the 'Mean', 'Min', and 'Max' calumns represent the maximum change from baseline for the vital sign.

The Vital Signs page displays change from baseline information for vital signs data in the study. The
table includes one row for each combination of the long name of the vital sign and position, if any. The
position appears in parentheses, followed by the result units in parentheses. The mean value, the
minimum value, and the maximum value of change from baseline are reported for each vital sign.

2. You can click ey for a vital sign to select the same options for a vital signs test as are described for lab
tests in Sections 4.2 through 4.4.
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3. To view a graph of results from individual vital signs tests click Vital Signs Graph. One or two vital
signs can be plotted by the graph.

Configure Print

Treatment includes: 'STDYMED_1', 'STDYMED_2'
Comparator includes: 'PLACEBO'
Time Frame: Starting 0 days after the study reference start date

Dosing="Treat t', 'C tor’ d (Sex='F','M’
Test: ‘ Sitting DIA - Diastolic B ... (mmHg) V| iRasmoSileatmen Al sy )

Test: | Siting PUL - Pulse (BEATS/MIN) |

Diaslulliﬁoﬂjuud Pressure (mmHg) Pulse (BE!\I'I;%JMIN]
Dosing (select 0 or more):
Separate plots for each
1204
S lect 0 E
ex (selel or more) Lian
(il Separate plots for each
Race (select 0 or more): 100+
Asian ~ 100
Black
Caucasian
Hispanic v 204
Age Group (select 0 or more): Len
<=h%
between 59 and 65 a0
between 65 and 71
==71
Subject List (select 0 or 1): ] 60
‘ hd
(Redraw ] 2 : : . 0
-100 1) 1o 200 300
Day relative to Start of Treatment
Diastolic Blood Pressure: Pulse:
Treatrnent Fiy Treatrnent
< Comparator Fiy Comparator

For Diastolic Blood Pressure, clinical significance is based on the following criteria:
All Subjects: Result == 15 mmHg increase from baseline value OR Result == 15 mmHg decrease from baseline value
All Subjects aged 7 to =13: Result == 86 mmHg OR Result == 75 mmHg
All Subjects aged 13 to <18: Result == 92 mmHg OR Result <= 80 mmHg
All Subjects aged 18 to <150 Result == 100 mmHg OR Result <= 50 mmHg

For Pulse, clinical significance is based on the following criteria:
All Subjects: Result == 15 BEATS/MIN increase from baseline value OR Result >= 15 BEATS/MIN decrease from baseline value
All Subjects aged 5 to <15: Result == 140 BEATS/MIN OR Result <= 50 BEATS/MIN
All Subjects aged 15 to <18: Result >= 120 BEATS/MIN OR Result <= 50 BEATS/MIN
All Subjects aged 18 to <150: Result == 110 BEATS/MIN OR Result <= 50 BEATS/MIN

07/24/2009 06:52:42 PM DemoData/Demo2-3114

The options for this graph are similar to those described in Section 4.1, Lab Results for Subgroups.
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To review the relationship of vital sign results to the study drug:

Vital signs screening results provide information about the occurrence of clinically significant vital sign
values and about vital sign value differences from baseline between Treatment and Comparator categories.

1. Onthe Vital Signs page, click Vital Signs Screening Results. The Screening Results page appears
with the Vitals Analysis Group selected by default.

Preferences Settings Feedback Exit Help
Screening Results : - o .

User: Alison Hodges [alison.hodges], Application/Study: DemoData/Demo2-311A (MEDDRAL00)  Overview AEs labs ECGs Vitals Screening Results

View Analysic Specification Details

Treatment includes: 'STOYMED_1', 'STDYMED_2'

Comparator includes: 'PLACEBO"

Time Frame: Starting 0 days after the study reference start date

Kind of Analysis Population Subgroups
Analysis Group: Analysis Type: |~ 5 Sex: Age: ‘AH "| Race: ‘ All ”‘ Con Med: |- 5

Columns and Rows Print Download
Rows are filtered
18 rows Sorted by SCORE

Std.
Deviation
Test Treatment Comparator Mean for Mean for for
1 Name k 1 Subjects k|7 Subjects L 1 Treatment k | | Comparator b | 1 Treatment L
= 6 95 | Al Al Al

| DIA Diastolic
= e Bloed 0.099635 29 1 ] 1.649222 -0.854293 -2.902051 14.332919 1
(sitting) Pressure
DIA Diastolic
@ ﬁ (Sitting) Blood 0.110185 323 165 Al All All 1.600288 -0.498142 -2.649545 14.156404 1
& Cracenra

& 1l I

[

2. You work with vital signs screening results in the same way you work with lab screening results,
described in Section 4.5. Available analysis types are Clinically Significant Vitals and Vitals Change
from Baseline. Clinical significance criteria are described in Section 7.3.
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7 Appendices

7.1 Drilling Down to Subject Details

To drill down on a subject count:

On the Safety Review tab, when a hyperlinked count of subjects appears in a table you can click that count
to display the following menu of options:

nns and Rows Print Download
are filtered
rows Sorted by SCORE

Comparator
1 Type b 1 Subjects k|1 Subjects &k
s0C

0.000002 qView Subjects
Create Subject List

l“.i Gastrointestinal
disorders

([#%] @

Transfer to Subject List
M F 0.000002 -
F'| Nausea Download Subjects
Download Subject Details
[ | Nausea and HLT 0.000004 3

vomiting symptoms Reports

You can also click on an element (such as a dot or bar) in a Safety Review graph:

LFT Shift from Baseline to M

lganine Aminotransferase Aspartate Aminotransferase Alkal
=

o View Subjects

- Create Subject List
Transfer to Subject List
Download Subjects
Download Subject Details| .

Reports
_ Zoom

jul

Maximum {ULN)
1
1

T — T — T
o 0.1 1 10 10001 1 10 0ol
Baseline ({ULN) Baseline {{ULN} Bi

] Treatment: STOYMED_1, STOYN
m] Comparator: PLACEBO

(Some graphs also offer a Zoom option to allow you to see a larger image of the current graph.)

This is called the “drilldown menu” and its options act on the subjects comprising the count.
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For example, you can click View Subjects to display a list of the subjects that comprise a count:

Close

& subjects
Subjtjzd's with DIA values between 105.862 and 115.69 or PUL values between 111.552 and 119.741 on
study day -60 to -7 where (Dosing="Treatment’, "Comparator') and (Sex="F', '"M")
Create Subject List Transfer to Subject List Download Subject Details Reports PPD Patient Profiles
DataMontage Graphs Lab Profiles~ Vital Signs Profiles Mapoleon's March

Columns Print Download

6 rows Sorted by USUBJID, Planned Arm, Agepows Per Page: |SD | Page |'| | of 1
LT

CD-03822 Caucasian | STOYMED_1
CD-05085 036 | 47 Caucasian  STDYMED_2
CD-06258 062 M 59 | Caucasian | STDYMED_1
CD-06718 01z M 65 Caucasian STDYMED_1
CD-06957 04z M 65 | Caucasian | PLACEBO

CD-08340 207 F 63 Caucasian STDYMED_1

This Subjects page is sometimes referred to as “first level drilldown”, and offers a number of options for
investigating subject data in addition to the displayed table of subject information.

In some contexts, the table on the Subjects page includes an extra column, such as the Test Result(s)
column in the following example. When present, this extra column offers the following features:

o If an informational “i” symbol appears before a value in this column you can hover the cursor over
it to display additional information.

an

an

an

an

an

an

an

FLACEBO

STDYMED_

PLACEBC

STDYMED_
STDYMED_

STDYMED_

PLACEBC

x the normal range
wnload Subject Details

Rows Per Page: 50 Page 1 of 1

u 1 Planned Arm k 1 Test Result(s) k

i Gamma Glutamyl Transferase=386.425 International Units per Litre

1

i Glucose - Fasting=.4592 Millimoles per Litre

i Gamma Glutamyl Transferase=574.275 International Units per Litre

2

2

2

' Gamma Glutamy Transferase=574,275 International Units
~|per Litre

Motrnal Range: Oto 73,125
Study Day of Specimen Collection; 19
Baseline Value: 221,325

Cumulative Dose as of Specimen Callection:

i Alanine Aminotransferase=932.58 U/L

Beports PPD Patient Profiles DataMontage Graphs Lab Profiles

Help
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e You can click the “+” symbol in the column header to expand each row and show information
about all applicable values of this type for the subject.

Help

5x the normal range
wnload Subject Details Reports PPD Patient Profiles DataMontage Graphs Lab Profiles~

Rows Per Page: |5'D‘ | Fage |-I | of 1
e\ plamned arm R et Resunco).

|1 Gamma Glutamyl Transferase=386.425 International Units per
Litre,

|1 alanine Aminotransferase=979.59 U/L,

|1 Gamma Glutamyl Transferase=501.225 International Units per
Litre,
zian | PLACEBO |1 Gamma Glutamyl Transferase=771.825 International Units per
Litre,

|1 Gamma Glutamyl Transferase=814.875 International Units per
Litre,

iGamma Glutamyl Transferase=705.2 Internaticnal Units per Litre,
|1 Gamma Glutamyl Transferase=504.3 International Units per Litre

sian | STDYMED_1 li Glucose - Fasting=.4592 Millimoles per Litre

sian | PLACEBQO |1 Gamma Glutamyl Transferase=574.275 International Units per Litre
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To view reasons for study termination:

1. On the Subjects page, click Napoleon’s March. The graph can be displayed only if there are 500 or
fewer subjects to be represented in the graph. Do not click on the graph until the whole graph appears.

Configure Print Help

All subjects with serious adverse events during time frame
{Treatment and Comparator population)

co-o9766 | NN I N Y ) [ A (N N D 1 (21%)

CD-07230 2(4.3%)
CD-09390 | [ (SN ) [ (S | e — (e
CD-05459 4(8.5%)
co-o7510 | I (SN O [ [ [ Y U [ P — ﬁﬁ(g%%ﬂ
CD-09620 :
eyl (( f ( | | [ [ § | Syt
CD-04087 8 (17%)
CD-09073 9{19.1%)
CD-00171 10(21.3%)
CD-00723 11 (23.4%)
et ([ (] [ ] | | | -—n 12 (25.5%)
CD-08064 13 (27.7%)
CD-07819 14 (29.8%)
CD-01417 15 (31.9%)
CD-07459 16 (34%)

CD-07776 17 (36.2%)
CD-07314 18 (38.3%)

CD-03747
CD-08981 20 (42.6%)

CD-05588 21 (44.7%)
CD08310 | L) 22 (46.8%)
CD-07523 N 23 (48.0%)

CD-05518 Ll 24 (51.1%)

CD-03905 25 (53.2%)
cD-05922 | NN N [ N [ I R 26 (55.3%)
CD-06042 27 (57.4%)
CD-06546 28 (59.6%)
CD-07391 20 (61.7%)
CD-04451 30 (63.8%)

CD-07579 [ 31 (66%)

CD-05256 [ 32 (68.1%)

CD-07001 1 33 (70.2%)

CD-09244 1 34 (72.3%)

CD-08976 N 35 (74.5%)

CD-04563 1 36 (76.6%)

CD-04036
CD-09810
CD-00046
CD-09051
CD-09359
CD-07221
CD-04211
co-01117
CD-06000
CD-03640

co-o39s4 | I IR ) 47 (100%)
T , T T !
i 44 88 132 176 220

Study Day

PLACEEO WM ADVERSE EVENT

PLACERO RUN-IN COMPLETED

. STOYMED_1 W oEsTH
STOYMED_2 INSUFFICIENT CLINICAL RESPONSE
LOST TO FOLLOWEUR
| OTHER
PROTOCOL VIOLATION

A Napoleon's March graph provides information about subject exposure to treatment during the study,
adverse events experienced by subjects, and the circumstances under which subjects completed or
dropped out of the study. The temporal relationship between duration of exposure and the onset of an
adverse event can be important in assessing causality. For example, a rare but serious adverse event
that occurs more frequently in the treatment group might also occur earlier in the treatment group and
be more likely in the treatment group to lead to dropout.

2. Click Configure to configure the graph. For example, you can graph subjects in the Treatment and
Comparator categories separately for a side by side comparison. Click Help for information about the
available configuration options.

3. When you point to a bar in the graph, the subject’s ID, sex, age, arm, and disposition appear.

4. Todrill down a second time to information for a specific subject, click a bar (after the whole graph has
displayed). The Subject Details page appears.
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To view subject details:

On the Subjects page (and also from the Napoleon’s March graph), you can click a particular subject ID to
drill down further to details for the subject:

Print Download PPD Patient Profiles DataMontage Graph Lab Profile- Vital Signs Profile

Details for

Subject CD-06997 ) all Domains (& Safety Domains

Contents: Demographics Adverse Events Concomitant Meds Disposition ECGs Exposure Labs Medical History Subject Characteristics Vite
Signs

Demographics:

Columns Print Download

1 rows Rows Per Page: 50

Subject Subject
Sludv Reference Reference Planned DatefT
Date/Time
‘[dentlller\ ‘Datelemel ‘Dalelemel 1 ofBirth & 1 Cude k ‘ 1 Culle

2000-06-20 2000-12-31 65 | Caucasian | PLACEBO PLACEBO 2000-06-2

Adverse Events:

Columns Print Download

1 rows

Reported Body
Term for System Action
the Dictionary- or Taken f
Reference Adverse Derived [s]5ET Serious with Study
L] i) k|7 Event k|1 Term L |V Class k|1 Ewvent k 1 Severity/Intensity i | | Treatment k | | Causality k | ' Event &k

AUTONOMIC
HOUTEIDR N [Dvimauth M | Uty CHANGED NOT RELATED  RESOLVED 2009

DOSE NOT DEFINITELY RECOVERED/

Concomitant Meds:

Columns Print Download

17 rows
1l |

|w

These subject details are sometimes referred to as “second level drilldown”, and provide access to the
actual data reported for a subject.

To view subject details graphically:

DataMontage™ is a third-party application that enables you to view graphical displays of individual
subjects' data using timelines. A DataMontage graph shows data by domain. The y-axis represents
interventions, events, or findings such as adverse events or lab tests, and the x-axis represents study days.
For all domains except Vital Signs, QTc Intervals, and Labs, a horizontal bar shows duration; for those
domains, points on the graph show when tests occurred as well as the test values.

You can produce the graph for the single subject shown on the second level drilldown Subject Details page.
You can also produce a set of graphs for each of the subjects on the first level drilldown Subjects page.

Note: If the graph does not appear as you follow these instructions, click Preferences in the main Empirica
Study window to check the setting for the “Run DataMontage as applet” preference. If you plan to use
DataMontage interactively, you must install a JRE for DataMontage on your computer (see Prerequisites
and Usage Notes in the online help). If you have not yet installed the JRE, the checkbox for this preference
must be cleared so that a static JPEG image can be produced instead.
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1. On the Subject Details page click DataMontage Graph. Alternatively, on the Subjects page, click
DataMontage Graphs. The graph (or first in the set of graphs) appears in a separate window.

[All subjects in study/pool]
Current Subject: | CO-00453 ~
Printable view Help
Subject: CD-00453 - Age: 73 - Sex: F - Race: Caucasian
Stucly &rm: STOYMED_2
W Exposure
STOYMED_2
W Adverse Events (hy Severit)
Dry mouth
Dryspepsia B
Productive cough
Dermatitis =
Cedema peripheral
Back pain
Cough —
Upper respiratory tract infection P
Disturbance in attention B
Dizziness
Hypersensitivity 1
Hyperglycaemia IB
Rhinitis =
Pain
Arthralgis
P Concomitant ications (by Administration)
W¥ital Sighs
BMI | 356.4
.
DI& Siting |- 60.4578.0 74.81.6 7215 780 70.2 741 819 76.05 780
. . Y . . H . . . H
HT Sitting | 170,625
PUL Sitting [ 46.8— 64.6— 50607 54.6 585 585 589 535 624 T0.2
. . ) . . ) . . . .
Y5 Sitting | H17.0-128.7 13880.15132.6 12285 136.5 136.5 1248 138.45 170
. . . . . . . 0 . .
WT Sitting | 103,058
PLabs
B QTe Interval Prolongation
¥ Disposition
Completed
T T T T T T T T T T T
10 10 30 S0 70 a0 110 130 150 170 190 210

This example was produced from the Subjects page and shows the controls that are available above the
graph to select each subject in the list.
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2. If you are running DataMontage as an applet, you can click on the graph to set reference lines, or hover

the mouse over an element to view details about it.

[Stucly Arm: STDYMED_2

EBubject: CD-00453 - Age: 73 - Sex:

F - Race: Caucasian

¥ Exposure
STOYMED_2

W Adverse Events (by Severity)
Oy mouth

Dyspepsia
Productive cough
Dermatitis

Dedems peripheral
Back psin
Cough

Upper respiratory tract infection

Disturbance in attention

Dizziness

Hypersenstivity
Hyperglycaemia
Fhintis

Fain

Arthralgia

Time Interval

Start= 47

End=110

Cough, Mot Serious, MODERATE
[17-Feh-2000; 258Feb-2000]

B
1

B Concomitant

ions (by Administration)

W vital Sighs
BMI

DA Sitting
HT Sitting
PUL Sitting
IYE Sitting
W Sitting

B Labs

35..4

BO45 780 T4B1.9 7215 TR0
. S S . v

1?0‘625

46.8 546  A0B0T 546 585
y - ) ) 3
1170 1287 138161326 12286

103‘058

58.a
«
1366

FE.OS
.

58.4a
-
1366

a8.5

B2.4
3 O
1248

13846

Fa.0
S

70.2
«
170

B OTc Interval Prolongation

¥ Disposition
Completed
T

-10 10 30 50 70

an

T
1043
110 130 150 170

190

210

To collapse a section (domain) of the graph, click the down arrow before the section label. To expand a
section of the graph, click the right arrow before the section label. If you have expanded all sections,
you may need to scroll down to see all domains.

For further instructions on using a DataMontage graph, see the online help.
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To view graphs of findings data:

You can produce graphs of lab profiles or vital signs profiles when you drill down to a single subject, or
produce graphs for all of the subjects on the first level drilldown Subjects page. For example, to produce a
Liver Function Test Patient Profile that plots the results of four liver function tests (LFTs) over time:

1. Inthe Subjects or Subject Details window, click Lab Profiles then Liver Function Tests. A separate
window opens with an LFT graph for every subject in the list or an LFT graph for the single subject:

Configure Print Help

Liver Function Test Patient Profiles

CD-03988 PLACEBO Caucasian M 47 CD-04036 STDYMED_1 Caucasian M 41

LFT (ULM)
IP 1I5 20

LET (ULN)

5
i

i T T T T T T T T T
-50 1} 50 100 130 200 230 -50 <23 i] 23 50 5 100
Study Day Study Day

CD-04664 PLACEBO Caucasian M 73 CD-04680 STDYMED_2 Caucasian F 71

LFT (ULN)
._‘__‘_:’
LET (ULN)

This example was produced from the Subjects page and shows a graph for each subject in the list.

The graph facilitates identification of LFT value elevations for the subject. The x-axis represents study
days, and the y-axis represents normalized LFT values. Each sequential pair of values is connected by
a line. Additionally, a red horizontal reference line along the x-axis shows the subject's treatment
period, so that you can assess elevated values' temporal relationship to treatment and evaluate the
elevation onset and duration.

2. Click Configure to configure the graph. Click Help for information about the available configuration
options.

The options that are available when you click Lab Profiles on the Subjects or Subject Details page are:

e Liver Function Tests

e Standard Hematoxicity

e Anemia Hematoxicity

e Hemolytic Anemia Hemotoxicity
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The Vital Signs Profile option produces a set of four graphs that plot the results of four different vital
signs over time. Each measurement has its own Y-axis. For example:

Configure Print Help

Vital Signs Patient Profile

CD-00453 STDYMED_2 Caucasian F 73
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The findings plotted by each of these options are:

Profile Findings Plotted

Liver Function Tests Alanine Aminotransferase (ALT)
Aspartate Aminotransferase (AST)
Alkaline Phosphatase (ALP)
Bilirubin (BILI)

Standard Hematoxicity Hemoglobin (HGB)

Platelet (PLAT)
Neutrophils/Leukocytes (NEUTLE)
Leukocytes (WBC)

Anemia Hematoxicity Reticulocytes (RETI)

Hemoglobin (HGB)

Erythrocytes (RBC)

Ery. Mean Corpuscular Volume (MCV)

Ery. Mean Corpuscular HB Concentration (MCHC)

Hemolytic Anemia Hemotoxicity Hemoglobin (HGB)

Bilirubin (BILI)

Indirect Bilirubin (BILIND)
Lactate Dehydrogenase (LDH)
Haptoglobin (HAPTOG)

Vital Signs Profile Weight (WEIGHT)

Heart Rate (HR)

Systolic Blood Pressure (SYSBP)
Diastolic Blood Pressure (DIABP)

For more information on patient profile graphs for findings, see the online help.
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7.2 Clinically Significant Lab Values

Clinical significance for lab tests or vital signs may be determined according to built-in criteria supplied
with Empirica Study or according to a study data variable designated when the study is set up. The
following built-in criteria are used to determine whether a lab test result is clinically significant in a
Clinically Significant Lab analysis shown on the Screening Results page.

Note: The following criteria are not used to determine clinical significance on the Lab Results page. The
Clinically Significant radio button on that page is available only if a variable that flags clinical significance

has been defined for the study.

Analyte Clinical Significance Criterion
Alkaline Phosphatase(ALP) >= 3 x Upper Limit of Normal (ULN)
Alanine Aminotransferase (ALT) >=3x ULN

Aspartate Aminotransferase (AST) >=3x ULN

Bilirubin (BILI) >= 2.0 mg/dL

Blood Urea Nitrogen (BUN) >= 30 mg/dL

Creatine Kinase (CK) >=3x ULN

Creatinine(CREAT) >= 2.0 mg/dL
Eosinophils/Leukocytes (EOSLE) >=10%

Hematocrit (HCT)

Female: <= 32% AND >= 3% decrease from baseline
Male: <= 37% AND >= 3% decrease from baseline

Hemoglobin (HGB)

Female: <= 9.5 g/dL
Male: <= 11.5 g/dL

Lactic Dehydrogenase (LDH)

>=3x ULN

Neutrophils/Leukocytes (NEUTLE)

<=15%

Platelet (PLAT)

Low; <= 75,000/mm?®
High: >= 700,000/mm?

Uric acid Female: >= 8.5 mg/dL
Male: >=10.5 mg/dL
Leukocytes (WBC) Low: <= 2.8 THOU/uL

High: >= 16 THOU/uL
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7.3 Clinically Significant Vital Sign Values

The following criteria are used to determine if a vital sign measurement is clinically significant in a
Clinically Significant Vitals Analysis, if you choose to use “built-in” criteria. The other option is to use a

variable that flags clinical significance, if one has been defined for the study.

Measurement Age Clinical Significance Criterion
Weight (WEIGHT) Any Increase of >= 7% from baseline
Temperature (TEMP) Any Increase of >=1.1°C to >=38.3°C
Heart rate (HR) 5to 14 years <=50 bpm
>= 140 bpm
15 to 18 years <=50 bpm
>=120 bpm
18 and above <= 50 bpm
>=110 bpm

Systolic blood pressure (SYSBP)

Any Decrease of >= 15 bpm from baseline
Increase of >= 15 bpm from baseline
7 to 12 years <=117mmHg
>= 130 mmHg
13 to 17 years <= 120 mmHg
>= 144 mmHg
18 and above <=90 mmHg
>= 150 mmHg

Diastolic blood pressure (DIABP)

Any Decrease of >= 20 mmHg from baseline
Increase of >= 20 mmHg from baseline
7to 12 years <= 75 mmHg
>= 86 mmHg
13 to 17 years <= 80 mmHg
>=92 mmHg
18 and above <=50 mmHg
>= 100 mmHg

Any

Decrease of >= 15 mmHg from baseline
Increase of >= 15 mmHg from baseline
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