the risk-based
monitoring company

OmniComm Clinical Insights Symposia
June 2015

»OPRA

the risk-based
monitoring platform

Presenter: Duncan Hall, CEO TRI



Objectives °

TRI

e Introduce a pragmatic, operational approach to RBM
e Illustrate the use of RBM software to support the approach

* TJake any Q&A
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Our simple view:

TRI

REM [s a start to 1inish
commitment to trial guality which
must be delivered on continually,
ayvnamically and visibly.



Before we get started ®

TRI

Whatever model is being implemented, must define what success looks like
and how we are going to measure it. For example:

Success Measures

# protocol amendments

Reduction in non-safety protocol
amendments

# significant protocol deviations

Improvement in data quality per site

# sites data removed from final sites data
analysis

Early identification of quality issues

Ave # days from initial data entry to initial

- monitoring (central, remote or on site)
Enable targeted monitoring

Ave cost of monitoring per site

Reduce cost of monitoring

e

Ave # on site monitoring visits per site
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Risk Assessment and KRIs

Regulatory Guidance

Need to assess
protocol risks

Monitoring focus
should be on
protocol risk factors

There should be a
relationship
between risk
assessment and risk
measurements or
risk indicators

B

Many KRIs used to detect site quality risk
will be standard

Standard KRIs are often associated with
safety and performance, but they are
also surrogate markers for quality risk
and should be monitored and managed

B

Designed to assess and monitor the
critical data and processes for a study

KRIs may also change during the course
of a study, due to risk factors changing
as the study progresses e.g. once
enrollment is complete

TRI

AE rates

Inclusion / exclusion deviations

Enrolment rates

Early term rates |

Data Entry timeliness |

Query rates |

Image quality assessment |

Dose changes |




&>OPRA

Process Analysis

» Endoscopy images

"

Site
creates
test image

Site
conducts
subject
endoscopy

Site sends

testimage Image is

to central received
reader

Site sends
image to Image is
central received

reader

Image
quality is
assessed

Image is
assessed

TRI

Test image
IS
accepted

Image is
reported




Watina far trider an

Edit

Reason For
Change

Client

Study

Class
Indicator Type
Indicator Code
Volume Code
Plot Title
X-Axis Label

Y-Axis Label

Mild
Threshold

Moderate
Threshold

Severe
Threshold

Active

Display In
Overview

Overview
Order

Scale Multiplier
(Pre)

Scale Multiplier
(Post)

adjustment of thresholds
Client Two

Study D

Client v

Count of Values v

MH

MH-V

Medical History

Total Subject Population

MHs per Subject

95% Confidence ¥

50% ¥

2 Standard Deviations : 95.4

1 Standard Deviation : 68.1
1.5 Standard Deviations : 86.6
2 Standard Deviations : 95.4
2.5 Standard Deviations : 98.7

3 Standard Deviations : 99.7

v Update | ® Cancel

v




Client Study Assessment Point
Study Dashboard > v :

Risk Overview Adverse Events

Blood Pressure

WD-1034-119
WD-1034-021
WD-1034-123
WD-1034-142
WD-1034-075
WD-1034-046
WD-1034-051
WD-1034-140
WD-1034-154
WD-1034-082
WD-1034-005

AEs per Randomiz

Deviations Electronic Data Change Capture History

100

&
@

viation:

© Mild @ Moderate

Medical History Number of Queries

00-

MHSs Per Subject

Findings Per Physical Exam

ormal © Mild © Moderate @ Severe O Mild © Moderate @ Severe
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Having identified a site we want to
investigate further, we can mark the site in
the user interface......

Client Study Assessment Point
Study Dashboard - - -

Risk Overview Adverse Events Blood Pressure

151 074

C2D-049
C2p-120
cap-027
C2p-052
C2D-006
c2p-126
o117
C2D-144 B
C2D-088 ‘ ] 00 150 200
C2D-154 Randomized Subject Visits Total BP Readings
€20-061

©
@

5 ﬂgomo@o '% ©
o0 3

P

o

=]
=

o
% of Readings Ending in 0
o

AEs per Randomized Visit

© Mild @ Moderate @ ® Normal © Mild ® Moderate ® Severe

Concomitant Medications Electronic Data Capture Change History Medical History
39 0.419 159

=
=)

=]
ra

Vade per Data Point

®——y * @ * o B
20 o @ O @ o
| o008 000EPTPOD BHI® 66000 WD VBB ©

MHs per Subject

CMs per Randomized Visit

150 200 250

Randomized Subject Visits

20 25
Total Subject Population

© Mild @ Moderate ® Severe ® Normal o Mild ® Moderate ® Severe

...and then see how that site looks
across each indicator, compared to the
rest of the study sites.




We can also look at our data on a
country by country basis to look for
regional quality risks

Country Dashboard

Fessment Point

o

Risk Overview

"Adverse Events

O B

e
-

/|

100



Country Dashboard

o

Risk Owerview

T O B

® /

Blood Pressure

100

Count of BP Readings

® Normzl © Mild @ Moderate

Deviations

100 a
= of Randomized Visits

# Mormal © Mild ¢ Moderate

We can also use the country view to
compare behaviour between countries

essment Point
Dec-2014

e EVENTS Ratio to ConMeds

1.5

&

s to CMs

B

=
in
L]

Ratic of Al

40 50

Count of Concomitant Medications

® Mormzl © Mild

@ Moderate

Concomitant Medications

1.5

50k

CRF Data Points

75k

Entered

© Mild @ Moderate # Severe
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Data Set Review

WD-1034-027
WD-1034-073
WD-1034-073
WD-1034-038
WD-1034-0866
WD-1034-001
WD-1034-077
WD-1034-078

WD-1034-027

WD-1034-073

Adverse Event

colitis flare
Plantar fasciit
Sore throat
laryngitis
Common cold
sinusitis
Pyalonaphritis
Arthralgia
diarrhea

Intermittent naus=a

T | Severity

Mild
Mild
Mild
Mild
Mild
Mild
Moderate
Maoderate
Mild
Mild

T Relsted

Not Related
Unlikehy
Unlikehy
Mot Relsi
Unlikaly
Not Rel

Mot Related
Mot Relatad
Not Related
Passible

Data Set Review - RBM ap %

Data Set Review

Study: WD-1034
Assessment Point: 30-Jun-2014
Data Set: Small AE Review

Ste Vist Date Advarsa Event

WD-1034-027 1 coltis flars
Plantar fascit
Sore throat
laryngitis
Common cold
sinusitis
Pyslanephritis
Arthralgia Moderate

12/16/2003 diarrhea ik

12/19/2003 ik

Unlikely
Unlikely
Not Related

Unlikely

Y| Medical Code T

Gastrointzstinal discrders
Muscuioskel

Respiratory thor

Infectior i

Musculoskelet

Gastraintesting]

T Acton Taken

action taken
action taken
action taken
action taken
action taken
action taken
action taken
action taken

action taken

action taken

Y| Wedical Code T

Gastraintestinal disorders
Musculoskeletsl and con.

Respiratory thoradic an

Infections and infestations

Gastrointestinal disorders

Infections and infestations

Infections and infestations

Infections and infestations

Musculoskeletal and con...

Gastrointsstinal disord

Gastrointss

1- 10 0f 23 ftemsg

Musculoskeletal and con
Respiratory thoracic an.
Infections and infest
Infections and infest

Infections and inf

Infections and infest:
Musculosksletal and con
Gastrointastinal disorders

Gastrointestinal disorders

1- 10 of 22 items,

Medical Code

Gastraintestinal disorders
Musculoskeletal and connective tiss..
Respiratory thoracic and mediastin..
Infections and infeststions
Infections and infestations
Infections and infeststions
Infections and infestations
Musculoskeletal and connective tiss..
Gastrointestinal disorders

Gastraintestinal disorders

1- 10 of 23 items




We can now click on the site
and track an observation

Client Study Assessment Point
= = =

Risk Indicator

Medical History for Study : Study D / Assessment Point : 30-Sep-2013

5

H ] . o 8
= . H .

- R

e 75

5 . .
4 0 . ® L] L] o
= o [} o

Lo T alr i1 LI Medical history reporting looks very low|

Comments:

Site ID | Obs ID | KRI | Ob i Opened Closed
Site ID | Obs ID | KRI | Observation Date Date Actio Actions

13-Oct-2014 ]

I:l/ G‘ C2D-049 1114 MH ! Very low occurrence of medical history reporting, even

[ & cowrin MH | Observation of MH 15-Sep-2014 | 15-Sep-2014 0/0




Expanding the Risk Overview |
panel gives a detailed view of the
site risk rankings

c o Client Study Assessment Point
Risk Overview - - -

-}
Drag a column header here to group

Site T Country

20049 FRA
c2D-120 UK
c2D-027 GER
20052 can
C20-006 can
20126 GER
C2D-117 CAN
2014 GER

C2D-088 GER

(20 BB AR BB BB BB BB BB BB )

C2D-154 UK

1- 10 of 160 items

- . . - Opened
Site 1D | Obs 1D | KRI | Observation Comments Date
& & cor0s7 RO | Observation Comments 02-Sep-2014 0/0
D/ g C2D-010 82 RO !with 123 Randomized patients, overall score of 14.5 is good Each individual metric looks great. 22-Aug-2014 22-Aug-2014 10/1
D’ g' C2D-009 81 RO | BP risk score is elevated Investigation may be necessary for risk score. 22-Aug-2014 0/0
D/ g C2D-008 80 RO Allis green green is good 22-Aug-2014 0/0
D/ g’ C2D-007 79 RO Al green MH not applicable 22-Aug-2014 0/0

-~

We can define and track
observations on the insight we gain
at the site level

»OPRA
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Study quality management is all about centralised review of the
quality risk signals we are seeing, agreeing appropriate actions and
tracking those actions to completion.



Mitigation Maturity

There is a desire to standardize the interpretation of What KRls

. . . should | use?
risk/KRIs and associated actions \ :

Do | need to .
adjust KRI or What is root

Qresholds? Q% of risk?

, ,
k What
Are actions mitigating

However, it has only been 2 years since the guidance
to industry was finalized

Identifying correlation between KRIs, Ro
Monitoring Actions is a very mature mo

It is the direction we should be moving
will take time and further data analysis a

effective? ctions
\ should | take?

We must keep this in mind as we expand and mature our RBM models to ensure
we are collecting relevant data to achieve the vision (planning for success)

Where’s the risk?



Assessment Point

Overall Site Risk Trend
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Each chart can be output as an
image or pdf file

Client Study Assessment Point
World Tech Bio-Pharma 88 v <

r: WD-1034 / Assessment Point ; 30-Jun-2014

Print chart

Download PNG image

* Download JPEC image
Download PDF document
o Cownload SVC vector image
o
o 3 o © o o
o o o o
8 o * o o o .
e 58 o * o *o * 0
o0 oo o
o o 0 7 o o
o
(s} o
T T T T T T T
1380 220 240 260 280 300 320
Randomized Subje
al o Mild e Moderate @ Severe
Opened Closed Recent Open
Comments - =
S Daie Date Action Actions
test 19-Sep-2014 01-Oct-2014 | 1/1
test 19-Sep-2014 a/0
test 19-Sep-2014 a/0
test 19-Sep-2014 a/0

comment 19-Sep-2014 0/0



The system always defaults to
the current assessment point..

M = Client Stud Assessment Point
Risk Indicator Y
World Tech Bio-Pharma ha WD-1034 hd 30-Jun-2014 e

="

Adverse Events for Study : WD-1034 / Assessment Point : 30-Jun-2014

ed Visit

AEs per Randomi.

150 200
Randomized Subject Visits

® Normal © Mild © Moderate ® Severe

Site ID | Obs ID | KRI | Observalit Comments :

AcCOon
WD-103408  [AE | test test 10-Sep-2014 01-Oct-2014
WD-1034488 AE | test test 19-Sep-2014

WD-10344188 AE | test test 19-Sep-2014

WD-10344188 AE | test test 19-Sep-2014

WD-10344118 Observed again comment 19-Sep-2014




.but we can also go back and look
at how the data looked for any
historic assessment point

= 5 ien Study Assessment Point
Risk Indicator R ——

Adverse Events for Study : WD-1034 / Assessment Point : 30-Sep-2011

30-Sep-2011
o

o@E /7008

WD-1034 - 30-Sep-2011 -

L
o & y

mized Subject Visits




Site OA Report

Report Date: Feb 4, 2015

Study: WD-1034
Site: WD-1034-001

Site Volume Observations Actions

Randomized Subjects: 3 Total Observaiions: 3 Todal Acions: 6
Currently Opan Observation: 3 Currently Open Actions: 4
Obsarvations. Open > 4 Wesks: 3 Botons Opan > 4 Weels: 1

Observation Listing

Several actions need o ba ken 1o

101 RO neduce risk 30-Sep-F01Z O7-dar 2015 203
This should b monitoned a5 it is a

significant charge from priar
102 BP behavior. 30SepZiz 30-Sep-012 15-Dec-2014 141
103 oc This may be indicating an issue 30-Sep-F01Z 15-Dec-2014 112

Action Listing

Baption 10 Action Requesied Requesiod Dalo Complobed Date Aptihcn Taken Roeot Causa Dbz
The aclions wone wenfied as

1083 Acton for RO dated 30Sepl0nz 30-Bep-F01Z O3-Oct-2013 comg 101,
The she was contacied and T
Wity T Query rEspOMSe protoonl e response was: veniled as
1084 ihe site 2012 30-Ban 3012 DEOck-3013 comect 103,

The BF was recorded income oly.

Wity Fa 2P reading procedune A revised response was neceived
1085 tha sl 2012 JJ-EE'I] Dd=Deic-Z013 M HE N
frini- ] Pleaso dhasck for missing data 15-Duc-3014 103,
200 Conduct a nemode monfonng Wse Of=Jar- 2015 101,
031 Tasi lor JPRA Parfonmance: OF=Jar-2015 1=Jar 201 5 Tw 101,




A comprehensive audit trail shows the
trail of changes to the indicators over
the course of the study

Audit Trail

¢| Search

Audit Trail
Client Name T Study T Record IdT  Site T Record Type T Field Action T 0Old Value T New Value Username T Date T Reason T

World Tech Bio-... | WD-1034 WD-103... | Action RootCause Added acefola 01-Oct-2014
World Tech Bio-... | WD-1034 WD-103... | Action ActionTaken Added acefola 01-Oct-2014
World Tech Bio-... | WD-1034 -103... | Action ClosedDateTime Added 01-Jan-0001 acefola 01-Oct-2014
World Tech Bio-... | WD-1034 -103... | Action CreatedDateTime Added 01-Jan-0001 acefola 01-Oct-2014
World Tech Bio-... | WD-1034 -103... | Action Action Requested Added acefola 01-Oct-2014
World Tech Bio-... | WP-45007 Indicator YaxisLabel Madified Number of Physical Exams Findings Per Physical Exam Administrator 23-Sep-2014
World Tech Bio-... | WP-45007 Indicator XAxisLabel Madified Findings Per Physical Exam MNumber of Physical Exams Administrator 23-Sep-2014
World Tech Bio-... | WD-1034 WD-103... = Observation Comments Added test ballance 19-Sep-2014
Waorld Tech Bio-... | WD-1034 -103... = Observation Status Added open ballance 19-Sep-2014
Waorld Tech Bio-... | WD-1034 -103... = Observation Closed Added ballance 19-Sep-2014
World Tech Bio-... | WD-1034 -103... = Observation Created Added 9/19/2014 5:05:52 PM ballance 19-Sep-2014
World Tech Bio-... | WD-1034 -103... | Observation Site Added WD-1034 ballance 19-Sep-2014
World Tech Bio-... | WD-1034 -103... | Observation Observation Added test ballance 19-Sep-2014
World Tech Bio-... | WD-1034 WD-103... = Observation Comments Added test ballance 19-Sep-2014
World Tech Bio-... | WD-1034 WD-103...  Observation Status Added open ballance 19-Sep-2014
World Tech Bio-... | WD-1034 MD-103.. = Observation Closed Added ballance 19-Sep-2014

World Tech Bio-... | WD-1034 -103... = Observation Created Added 9/19/2014 4:42:08 PM ballance 19-Sep-2014

1- 17 of 266 items
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Thank you for your attention

>» OPRA

...the Risk-based
monitoring platform.

e
Developed by ml



For more information on RBM
operations, implementation, training
and technology or copies of the slides,
please feel free to contact me directly:

Duncan Hall
CEO and Founder
By website:
www.tritrials.com

By email:
duncan.hall@tritrials.com




