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Logistics for this Live Polling

To help make this session interactive and facilitate sharing of useful
information, we will conduct live polls throughout the session. Your
parficipation is completely voluntary and all responses will be anonymous.
Answers will be shared only as a percentage of respondents.

Instructions: When the
blue poll guestion
appears, enter your
response and submit.

Favorite color?

Please select one:
® Blue
O Red
© Orange
O Pink

Your poll answers have been submitted.

> TransCelerate
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Ground Rules

We want to make this discussion helpful and answer as many of your questions as
we can, so some quick ground rules:

« Parficipation is voluntary, as is using TransCelerate assets / tools
«  You don't have to identify what company you work for

« Things we would ask you not to discuss:
— What vendors / sites / CROs you are using or not using
— Any issues you have with any vendors / sites / CROs
— Yourlong term development plans
— Anything related to costs

-  We can’t answer questions about:
— Vendors
— Costs of using / implementing TransCelerate assets / tools

— Which member companies are using the assets / tools
>» Trans
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I AGENDA

TransCelerate Overview & QMS Framework

Process Management Framework

Q&A
Process Toolkit & Scenarios

Q&A/Audience Poll

All slides will be made

available after the webinar

> Copyright©2017 TransCelerate BioPharma nc., Allrightsreserved.

Assessing a Clinical QMS
Risk Management

Processes
Mame Description

DlA TIRS publication which descnbes a framework for effective

processes mansgement Withirn clinical development

(oublished Januwary 2013)

& document that descnbes detailed examples for a clinical

[ E'-."E"|{Ipl'l' ENL Organization IMmpiementing & processes

framewaork, identifying how the processes should be
documented based on their assessed risks, and how a learning
management plan can support the dinical development
organization implement the processes and documentation

requirements.

i
"
1
1

This scenano tool uses examples to illustrate how an effective

s

Process Management Frameweork can ensure the efficient and

effective delivery of clinical development programs.

Value

Assists clinical development organizations in
understanding the benefits and basic components of

process management far clinical E'-.-'E'|EI|ZIITIE nt.

Facilitates the implementation of & processes
framewiork for clinical crganizations. The toclkit
identifies select steps from the processes development
framewaork that would benefit from further instruction,
examples, and templates to ensure consistent and
robust application of the concepts described in the

poper.

Each scenang iz presented in four parts: the Scenario
description, its business impact, possible Process
Management Solutions, potential Process Management
Benefits to help readers understand the real and
potential benefits to & robust process management
program.

Materials to be Covered Today:
1. Processes Manuscript

2. Toolkit for Implementing Processes
3. Process Scenarios

* Confidential- NOT FOR DISTRIBUTION *



Overview of
TransCelerate &
QMS Framework




TransCelerate:

A Not-for-Profit
Entity Created
o Foster
Collaboration

Ovur Shared Vision:

To improve the health of people around
the world by accelerating and simplifying
the research and development of
innovative new therapies.




Current state of organization

» 2012

TransCelerate Founded

» 2016

BioCelerate Founded

10 LK™ 7 BioCelerate

focus on preclinical research

2 INITIATIVES

>> Copyright ©2018 TransCelerate BioPharma Inc., Allrights reserved.

» Today

20 %e I(\:ACE)I\:ABPTNIES 25"' (@) INTIATIVES

Regeneron most including 4
recent member pharmacovigilance
initiatives
BREADTH & ENHANCING INDUSTRY FACILITATING
DEPTH COLLABORATION FUTURE PLATFORM
TRIALS

Over 30 solutions
being delivered across 25+
initiatives, across 3
strategqic priorities

With an effective and

proven governance 12+ initiatives deliver solutions
sfructure have increased the  that facilitate future platform
ease and desire to trials
collaborate

‘DataCelerate

platform to enable data sharing
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The Reach of our Global Membership is Expanding

AERRN Membership is available to biopharmaceutical research and development organizatfions
WHEF fhat engage ininnovative discovery, development and manufacturing of new medicines*.

A\ 174

obbvie o:::. A"ergan
: AVA

~\ Boeh

11 Ingelhein /N

Bristol-Myers Squibb

C%Z/ MERCK & CO.,, INC.
Kenilworth, N.J., U.S A.

REGENERON

) Copyright ©2018 TransCelerate BioPharma Inc., All rights reserved.

AMGEN

)astellas AstraZeneca
Merck KGaA

.
Darmstadt, Germany @GamSanKne g g

Q
v, ), NOVARTIS @

novo nordisk”

' VN
SA‘F\I{) FI @ sHONOG L+ﬂ

* 1o be eligible for membership, companies must meet
specified eligibility criteria.

There are

over

1,000

people
from Member Companies that

design and develop
TransCelerate solutions.
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Our Presence, Impact and Engagement is Worldwide

Our Country
Network spans

GLOBAL
REGULATORY
AUTHORITIES

have engaged with
TransCelerate.

>> Copyright ©2018 TransCelerate BioPharma Inc., All rights reserved.




TransCelerate’s

Clinical Quality Management System Framework Purpose

A Clinical QMS is an integrated framework through which organizations systematically
define quality objectives linked to their broader strategic goals

e Clinical QMS

+ Efficiently achieve an organization’s quality and
organizational objectives.

+ Reduce recurring quality-related issues that undermine
patient safety and data integrity, and consume
resources.

+ Increase confidence in clinical research and its results.

+ Integrate individual trial-level quality and risk
management activities to provide a holistic view of
whether clinical quality objectives are being met, and
risks to subjects and data quality are appropriately
addressed across the enterprise.

lemas

Enhancing Quality and Efficiency in Clinical :'_-. APy
Development Through a Clinical QMS IR —
Conceptual Framework: Concept Paper

Vision and Outhne

Arn Mesker-O'Connel, M5, Maris Magduena Sarda, HD',
Jarés A Littie, MS', 0 Lealie M Sese, BA"

Abdirain
A quaiy remagerant Tenor IGMY 3 g eed Sree it Pegh Sk COPIIIB I T TrRErent iy Dher I e
o vy Aqrinm W st Condon wmn im Voww v (134 Q18 provsbes o e poske oo loe QPG 0 e

srems wehany "o
Mptadie o Sedorgerposs. This pager vt Smavin e sngosng scwtint of » Trare Corse wisesw Srvatapog 1 concograd
ammnah b o Ol GO deugued s prvds & smasmd thmmatond ol prosine sty sppvesih srnm o g o
thec resmar T

Baywerds
Py P I (MEH L (R T OO ey

Ann Meeker-O’Connell, Maria Magdalena Borda, Janis A. Little, Leslie M. Sam, “Enhancing Quality and Efficiency in Clinical
Development Through a Clinical Development through a Clinical QMS Conceptual Framework: Concept Paper Vision and
>> TransCeler: Outline,” Therapeutic Innovation & Regulatory Science, p. 8. June 2015. http://dij.sagepub.com/content/49/5/615.abstract
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Copyright ©2015 TransCelerate BioPharma Inc., All rights reserved.


http://dij.sagepub.com/content/49/5/615.abstract

TransCelerate’s Clinical QMS Conceptual Framework

The framework includes elements that through our research and interviews, were reported to
conftribute to success in the clinical arena

elements integrate quality into
clinical development activities

elements provide foundational
aspects

elements provide ongoing monitoring
of the achievement of quality
objectives and the performance of a
QMS

> Trans
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Proactive, Risk-based, Flexible

Elements of a Clinical QMS Conceptual Framework
Processes

Resources, Roles & Responsibilities

Partnering

Risk Management

Issue Management

Knowledge Management

Assessing the CQMS

Management Review

Documentation Supporting Achievement of Quality

Foundational Aspects

Understand the Context Leadership Commitment Organizational Continual Improvement
to Quality Commitment to Quality of the Framework

Copyright ©2015 TransCelerate BioPharma Inc., All rights reserved. ]3



ICH Eé R2 Language cQMS Element

5.0 Quality Management. “The Sponsor should implement a system to manage quality  Clinical QMS
throughout all stages of the trial process.” Framework

5.0.1 Critical Process and Data Identification. “the sponsor should identify those
processes and data that are critical to ensure human subject protection and the Processes
reliability of frial results.”

5.0 “The quality management system should use a risk-based approach ...” 5.0.1-5.0.7 .
Risk Identification, Evaluation, Control, Communication, Review and Reporting. “the . 1. Assessing the CQMS
sponsor should identify risks to critical trial processes and data.” Risk Management Tool

2. Assessing Clinical
5.0.7 Risk Reporting. “The sponsor should describe the quality management approach Knowledge
implemented in the trial and summarize important deviations from the predefined Management Tool
quality tolerance limits and remedial actions taken in the clinical study report.” Issue Management

3. Toolkit for
5.0.6 “The sponsor should periodically review risk control measures to ascertain Processes, Risk Implementing
whether the implemented quality management activities remain effective and Management, Processes
relevant, taking info account emerging knowledge and experience.” Knowledge 4 E

. C....

Management,
Management Review

5.2 Contract Research Organization. “The sponsor should ensure oversight of any trial-

related duties and functions carried out on its behalf, including trial-related duties and )
functions that are subcontracted to another party by the sponsor's contracted Partnering
CRO(s).”



Deeper Dives into the Elements

Conceptual Paper (All Elements, FAs)*
« Manuscript July 2016
» Supportive Tools Aug 2017

Issue Management” Elements of a Clinical QMS Conceptual Framework
« Manuscript July 2016

+ Supportive Tools Aug 2017 Processes

Resources, Roles & Responsibilities
Knowledge Management
* Manuscript September 2016
» Supportive Tools Aug 2017

Partnering

Risk Management

Review

Issue Management

Management

Assessing the CQMS

) Knowledge Management
» Supportive Tool September 2017

Assessing the CQMS

i
)

7

Documentation Supporting Achievement of Quality

Foundational Aspects

% Risk Management
D . : Leadership Organizational Continual Improvement
\;)tm‘ Manusc_rlpt January 2019 Understand fhe Context Commitment to Quality Commitment to Quality of the Framework
7\ | « Supportive Tools March 2019
% Processes:
~k‘4" * Manuscript January 2019
I . i .
Y\ | « Supportive Tools March 2019 Chinese Translation

> Trans
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 Director of Quality Operations, Amgen » Senior Project Manager, Amgen
» Lead author of the Process Management « QMS Team Member Process Management
Framework paper Framework

Mike Husovich - % Carol Southwood

-

Process Management
Framework



I PUBLICATION

TransCelerate published article Quality
Process Management Framework

Therapeutic Innovation & Regulatory
Science 2019, Vol. 53(1) 25-35

>> Copyright©2017 TransCelerate BioPharmanc., Allrights reserved.

TransCelerate Special Section: Qriginal Article

DIA

Process Management Framework:
Guidance to Successful Implementation
of Processes in Clinical Development

Michael Edward Husovich, BS'®, Ruzica Zadro, MD?,
Lora Lee Zoller-Neuner, BSNJ, Griet Vangheel, Ms?,

Odette Anyangwe, RN, BSc, MPH, MSC®, Diane Puglia Ryan, MS®,

and Beata Rygiel-Zbikowska, MD, MBA”

Abstract

Therapeutic Innevation
& Sdence
2019, Vol. 53(1) 25-35
B The Author(s) 2019
sagepub.comfjournals-permissions
DO 10.1177/2168479018817751
trs.sagepub.com

Clearly defined, documented, and managed processes form the foundation for how we effectively develop medicines for our
patients. For this reason, process has been identified as a primary “element” of an effective quality management system (QMS) as
described in the TransCelerate clinical quality management system (CQMS) conceptual framework. The importance of identifying
and effectively managing processes is also emphasized in ICH GCP E6 (R2) in the new Section 5.0 Quality Management. An
effective process management framework is fundamental to ensure the efficient and effective delivery of clinical development
programs, enhance quality and productivity, and ultimately benefit our ability to deliver needed treatments to patients. The aim of
this paper is to provide a conceptual process management framework to be used as guidance for effective process mapping,
process documentation, implementation of optimal learning methods, and ensuring ongoing process performance evaluation and

continuous improvement.

* Confidential- NOT FOR DISTRIBUTION *



Polling Question #1

Question: How aware of the TransCelerate Process
Management manuscript and tool are you?

(1 Not aware at all
J Somewhat aware
d Very aware



Polling Question #2

Question: How mature do you consider Process
Management in your organization?

d Notf mature
d Somewhat mature
d Very mature



Processes

What is “Processes”

« Understanding the steps an organization carries out to complete a Clinical Development activity,
determining whether and to what degree these steps should be documented, and importantly,
determining the most effective fraining to ensure consistent and compliant process outcomes

Value Proposition

» Focus on end-to-end clinical development process approach provides greater assurance of
meeting customer requirements

« Documentation strategy is commensurate to level of inherent risk
* A modern learning approach should be leveraged to best enable staff to perform their tasks

> TransCelerate
Copyright ©2015 TransCelerate BioPharma Inc., All rights reserved.

BIOPHARMA INC.



to a Process Approach

Moving from a Conventional Approach

Conventional Organizational

Structure
Leadership
Strategy
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Functions

» Hierarchical Control, Vertical Role
Clarification, Functional, Large

“Copyright 1999 Rath & Strong, Inc a dmsion of Aon Consulting
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Customer-Driven
Organizations

Leadership
Strategy
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Functions

» Speed, Functional Integrationand
Line-of-Sight to Customer
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Processes Management Framework

Determine Process
Documentation
Strategy

Drive Flawless Execution Monitor and Improve

Define and Characterize

Processes Through Optimal Process Performance

Learning Approach

Identify High Level E2E Begin with Process Map v Select Optimal Learning v Evaluate Process Health
Process Landscape method and time Performance as part of
v Identify Processes Management Review
Identify and Establish requiring “Controlled” v Select Learning approach
Business Process Owner documentation for "Controlled” and v' AssessImpactof on-
“Managed” Information going Process Changes
Map and Model Process v Identify “Managed”
Information required for v' Manage training volume v' Complete periodic
Determine Process Risk Performance and avoid cognitive review of Process
overload

v" Align Documentation to
E2E Process and
Documentation
Hierarchy

Evaluate Process
Automation

Identify Process
Measures and Controls

v'  Communicate Process
Change

> TransCelerate
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vV Identify High Level E2E Process Landscape

Define and Characterize

Processes v/ Identify and Establish Business Process Owner

Core Process - a set of cross-
: . e N\
functional activities or steps

that deliver a specific output “CoreE2E” 5 Sroaraneap >
that impacts strategic business

H . /" _ »” Ite Evaluation an AN\ Ite >etup ' Ooba uay
ObJeChveS Key-sub \: Selection >: Initiation > Start-up

Key Sub-Process — constitutes /
the sum of the core processes - N
Enabling Process — doesn't B o ) StfTraningandQuaffiaion )
necessarily belong to any one Enabling™ | 5 VendorandSupplier Management )
core or key sub-process, but is S RiskManagement planning and execution
essential to conduct work 8 - - ~

|dentify Business Process Owners for processes 1o be a single point of
ownership that drives process health and continuous improvement.

> TransCelerate
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Define and Characterize

v/ Map and Model Process

Processes

Splers | Inps Process Outputs Customers B
(Pro?"d;s r:df the (l:::ti:;c:s ( Top level description of activity) (Dfeiv:\r:&les (Anyone ;v::“ r:::l;::;s d:)livcmble E Regmﬁ:brr::;;i:::nd |
resources) by the process) process) % ; |
| 1 i
SM" Reguirgments Séq‘dy | i
Selectea Negotiate and Create or Update B orepare Ethics/ Approved? S— o
bl 5 ) paacts AT | et summy sotap |+
from each A Mase g ] initated
input? 2 each customer = site and ready
:::::‘:;:g 573_ Canceled Update study docs per requiremenets Evaluate _E::.;-';r;g
S ction and
6 / \ :‘m,:';:f"s'?ﬁ:: g Protacol Concent sl o
" ? Form
\‘ What Inputs A i \ (ICF)
are req.ure# to 4 Required changes not acceptable
:Totl:s: ';‘: What is the
occur? process? M‘°i‘”‘°f 5 Conduct St
ust = Conduct Sit
each autput? < ‘ sho 2tat paming '
z w3
When does the
process end?
o ST
To provide a high-level understanding of the process as it To show the details of the process and identify the following:
relates fo: - Key milestones or activities « Interdependencies
. r [\ liverable or i - - -
the customer (anyone who received a deliverable o . Roles / responsibilities . Associated information
output from the process) . _
_ , « Handoffs * inputs (resources required by
* inputs (resources required by the process) the process)
« Inputs / outputs P

> TransCelerate
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v Determine Process Risk

Define and Characterize

Processes v/ Evaluate Business Process Automation

Identify Level of Risk

* risks to the protection of
human subjects

» data integrity/reliability

of trial results Control or Mitigate Risks

* Increase detectability:
* Monitoring
* Metrics
« Controlled documentation

« Avoid risk:
« Remove the source of risk
 Redesign a process
* Implement error-proofing techniques

 meeting quality
objective

> TransCelerate
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 Define and Characterize \/ Idenfify Process Measures and Controls

Processes

Identify Effective Process Measures

« Define what critical to quality (CTQ) and how to
measure it

 Determine performance targets

* Ildentify ownership for each metric

> TransCelerate
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Processes Management Framework

Define and Characteri: e LSBT AL R [ rive Flawless Execution' & vionitor and Improve

Processes Documentation Through Optimal
Strategy Learning Approach

Process Performance

Identify High Level E2E
Process Landscape

Select Optimal Learning v Evaluate Process Health
method and time Performance as part of
Management Review

Begin with Process Map

Identify Processes

v Identify and Establish requiring “Controlled” Select Learning approach

Business Process Owner documentation for "Controlled” and v' AssessImpactof on-
“Managed” Information going Process Changes
v" Map and Model Process Identify “Managed”
Information required for Manage training volume v' Complete periodic
v Determine Process Risk Performance and avoid cognitive review of Process
overload

Align Documentation to
E2E Process and
Documentation
Hierarchy

v"  Evaluate Process
Automation

v Identify Process
Measures and Controls

Communicate Process

Change

> TransCelerate
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WEENTNINS  «/ |dentify Processes Requiring Controlled Documentation

Documentation
Strategy v/ Identify Managed Information Required for Perfformance

DOCUMENTATION STRATEGY

» Ensures that documentation
represents the actual end-to-
end process

» Should be easy to understand
and follow

* Identifies the right level of
controls and quality oversight

Controlled

Documentation

Explicit (documented)
knowledge that is managed in
a QMS to support document
authoring, approval, and versioning

e
[ -
(())
GE,T/?
Vs
o O
:\-4
O £
=g
= 2
EW
=
<)

Vianaged Information

Tacit (experience and insight) knowledge that

is not managed in a QMS, but ensures staff has
the right information and knowledge needed

> TransCelerate
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Determine Process W Align Documentation to E2E Process and

Doc:mentaﬁf’" Documentation Hierarchy
trategy

Quality Manual

Standard Operating Procedures,
Working Instructions, Forms,
Templates

0
)
(4]
3+
=
Q
£
=
Q
(@)
0O
©
Q
@)
al
)
C
@)
)

Best Practices, Job Aids, Technical Manuals,
Automated Process Workflows

Managed
Information

NOTE: This figure is for guidance only. The specific documentation types are for
illustrative purposes only. Individual company naming conventions may differ.

> TransCelerate

BIOPHARMA INC. Copyright ©2015 TransCelerate BioPharma Inc., Allrights reserved.

29



> Trans

BIOPHARMA INC.

v/ Communicate Process Change

Communication Prior to Implementation
documents have been issued / updated / retired
the documents become effective / retired

is impacted

documents are located

training will be provided

Copyright ©2015 TransCelerate BioPharma Inc., All rights reserved.
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Processes Management Framework

Define and Characterize LSBT AL R Drive Flawless Execution' & vionitor and Improve

Documentation Through Optimal Process Performance
Strategy Learning Approach

Processes

Evaluate Process Health
Performance as part of
Management Review

v Identify High Level E2E v’ Begin with Process Mag
Process Landscape

Select Optimal Learning
method and time

v Identify Processes
v Identify and Establish requiring “Controlled”
Business Process Owner documentation

Select Learning approach
for "Controlled” and
“Managed” Information

Assess Impactof on-
going Process Changes

v" Map and Model Process v Identify “Managed”
Information required fc Manage training volume Complete periodic
v Determine Process Risk Performance and avoid cognitive review of Process
overload
v Evaluate Process v" Align Documentation t¢
Automation E2E Process and
Documentation
v Identify Process Hierarchy

Measures and Controls
v"  Communicate Process
Change

> TransCelerate
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Drive Flawless Execution « Select Learning Method and Time

Through Optimal

Learning Approach

Select learning delivery based on:

Organizational Culture

Documentation

Knowledge required

Experience and Target Size of Audience
Complexity of the Process

Determine timing of training delivery

« Consider providing training as close to execution as
possible to maximize effectiveness

« Consider resource limitations (LMS and people)

> TransCelerate
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N, Select Learning Approach for Contirolled and
Managed Information

Mandatory training based on conirolled information:
« Training is delivered automatically to affected users

 Includes learning modules critical for an individual to execute
his/her job

EHSH « Employee needs to demonstrate effective training was completed
prior to executing related tasks
Voluntary training based on managed information:
« Training can be requested by users when there is need or interest
« Knowledge centers can be set up to make content easy to access
PULL

> Trans
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Sillalanl / Manage Training Volume to Avoid Cognitive Overload

Through Optimal

Learning Approach

. Focuses on * Focuses on high risk
process understanding
e Understand role in E2E Role- Risk-
process Based Based
_ Training Training y
N
4 o " Auto- Delta Targeted fraining for
* Provides consistency o e o argeted fraini
to process mation Trcunlng experienced users
* Reduces need for Focuses only on
users to remember changes
steps or dependences
J

\_

> TransCelerate
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Processes Management Framework

Define and Characterize

Processes

v Identify High Level E2E
Process Landscape

v Identify and Establish
Business Process Owner

v" Map and Model Process
v"  Determine Process Risk

v"  Evaluate Process
Automation

v Identify Process
Measures and Controls

> TransCelerate
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Determine Process
Documentation
Strategy

v Begin with Process Map

v Identify Processes

requiring “Controlled”
documentation

v Identify “Managed”

Information required for
Performance

v" Align Documentation to

E2E Process and
Documentation
Hierarchy

v"  Communicate Process

Change

Drive Flawless Executicn

v

Monitor and Improve

Through Optimal Process Performance

Learning Approach

Evaluate Process Health
Performance as part of
Management Review

Select Optimal Learning
method and time

Select Learning approach
for "Controlled” and
“Managed” Information

Assess Impactof on-
going Process Changes

Manage training volume
and avoid cognitive
overload

Complete periodic
review of Process

Copyright ©2015 TransCelerate BioPharma Inc., All rights reserved.
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Monitor and Improve Y Evaluate Process Health Performance as Part of
Process Performance quqgemenf Review

PURPOSE

« To assess whether a QMS as a whole is performing as intended
* To provide opportunity for ongoing due diligence by senior management

OBJECTIVES

 Engage senior management in the evaluation of processes
 Take action / allocate resources to improve processes when needed

« Review key performance indicators (KPIs) to measure quality and compliance

> TransCelerate
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MUl «/ Assess Impact of On-Going Process Changes

Process Performance

Create or modify processes for the following reasons:
« Address changes in the underlying process
» Address evolving customer requirements
- Address changes identified by audit findings
» Mitigate risks to quality objectives

Assess the impact of the changes:

» Understand the overall impact that the process change may have on other “upsiream” or
“downstream” process

* ldentify conflicting or overlapping priorities associated with the change

> TransCelerate
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Monitor and Improve
Process Performance

v/ Monitor and Improve Process Performance

Fit for Consult BPO / SMEs

Purpose

PERIODIC Compliance Review process against new or

REVIEW Regulations revised regulations / guidance

ldentify issues or frends noted in other aspects
of a QMS, such as risk, issue or

knowledge management
> TransCelerate
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» Senior Project Manager, Amgen

» Director of Quality Operations, Amgen
« QMS Team Member Process Management

» Lead author of the Process Management

Mike Husovich - % Carol Southwood

Framework paper Framework

-

Q&A

Type your questions for the presenters into the
Questions panel on your GoToWebinar screen,

click “Submit”



-',"

-—

Lora Lee Zoller-Neuner a - Odette Anyangwe

« Head of Quality & Operations, Process and
Procedures, Roche

* QMS Team Member Process Management
Framework

» Senior Quality Document Manager, Sanofi

« QMS Team Member Process Management
Framework

Carol Southwood

» Senior Project Manager, Amgen

« QMS Team Member Process Management
Framework

Process Tool Kit & Scenarios



Process Toolkit

Purpose

« Supports the practical application of
QMS Initiative concepts described in the Process

TOOLKIT FOR Management Framework paper

L%%LCEQSES'E-IS-ING * Provides tangible examples of the

process management framework in
action beyond what's described in the

paper

« Provides a way to both “think through”
and develop an organization’s
processes and associated
documentation strategy

>

TransCelerate
BIOPHARMA INC.
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Infroduction

Drive Flawless
Execution Through
Optimal Learning

Monitor and
Improve Process

Determine Process
Documentation

Define and
Characterize

> TransCelerate

BIOPHARMA INC.

Processes

» ldentify High Level
End to End (E2E)
Process

» Map and Model
Process

» Determine Process
Risk

Strategy

Map

» ldentify Processes

requiring
“Controlled™
documentation

» ldentify “Managed”

Information required
for Performance

» Align Documentation

to E2E Process and
Documentation
Hierarchy

#» Com

Approach

» Select Optimal
Learning method and
time

» Select Learning
approach for
“Controlled”
and “Managed”
Information

» Manage training
volume and avoid
cognitive overload

Performance

» Evaluate Process
Health Performance
as part of
Management Review

Copyright ©2015 TransCelerate BioPharma Inc., All rights reserved.



How To Use The Toolkit

Read the Manuscript

Find the corresponding tool and examples

* Each of the steps in the framework are
sequenced and built upon one another.

* Each of the highlighted steps corresponds to a
section of the toolkit and are color-coded to
match the high-level phase of the Process
Management Framework.

e Each section is numbered and contains the
following information:

» Even pages: Instructions for completing the tool with an

example(s)

» 0dd pages: Interactive tool template that moves through

each of the tool steps on the subsequent pages

> TransCelerate

BIOPHARMA INC.

1
©

©

Identify High Level Process

Identify all steps of an end to end (EZE)
process by mapping core processes,
sub-processes, and enabling processes.

Map & Model Process

Capture the SIPOC metadata

(key process roles, inputs, cutputs,
interdependeancies, and related
documentation).

Determine Process Risk

Assess risks for processes by
completing the assessment concerning
Business Risk, Process Complexity Risk,
and Process Operational Risk.

4
S

6

Documentation Strategy

Cetermine which processes require
controlled documentation vs. managed

information based on the process risk score.

nal Learning Approach
Assess the Critical to Quality (CTQ) process
and documentation to develop the Learning
Flan for controlled documentation vs.
managead information.

Management Review

Evaluate process health performance as
part of Management Review by defining
line of sight goals, metrics, roles, frequency
and forum.

Copyright ©2015 TransCelerate BioPharma Inc., Allrights reserved.
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Define and Characterize Processes
ldentify High Level Process

EXAMPLE

Instructions

CORE PROCESS:
Study Start-mp

« |dentify all steps of an end to
end process

SUB PROCESSES:

Site Set-up & Inttiation

TOOL

o Identify Process Areas

ADDITIOMAL SUB PROCESSES:

Negotiate 8 Finalire Contract

Create or Update Study Documents
CORE PROCESS:

Prepare, Obtain Approval & Compleie

Condwect Sibe Inttiation and Training

SUB PROCESSES:

Site Dirug Sepply & Sat Up

IIEII

EMNABLING PROCESSES: ADDITIONAL SUB PROCESSES:

Copyright ©2015 TransCelerate BioPharma Inc., All rights reserved.
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Define and Characterize Processes
Map & Model Process

ldentify the providers ldentify critical to
of the critical to gquality inputs to the
quality inputs process

Process

Use the additicnal
sub-processes and
enabling processes
listed in section I
Identify Process Areas

Identify the
deliverables from the
process

Customer

Identify the Internal
Functions/External
organisations who

receive the outputs

EXAMPLE: SIPOC for Site Set-Up and Initiatlon

Suppller Input

= Study Pratocal
» Key Study Documents

» Study Pratocal
+ Training Materials
» Key Study Documents

» Study Pratocal
» Investigational Product
» Sedected Vendor List

> 1ransceierate

BIOPHARMA INC.

Create ar Update Study

Diocuments

Prepare, Obtain Approval &
Eb_d:nphmhmﬁpnsﬂy

Caonduct Site Inibation and
Traini

Site Dirag Supply & Set Up

= Final & Approved Study
Site Documents

= Site Activation
HNodification

= Approval to Ship Dirugs to
Site

« Packaged Investigational
Product
Vendors

Customar

Instructions

Using a SIPOC, capture the
metadata (key process roles,
INputs, outputs,
inferdependencies, and related
documentation).

Copyright ©2015 TransCelerate BioPharma Inc., Allrights reserved.
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Define and Characterize Processes
Determine Process Risk

>

Process Risk Matrix

Risk 1 Risk 2 Risk 3

Compliance Process Complexity Process Operational

I ——
High (5) High {5} High (5}

LEVELS |CATEGD RIES

Direct impact to Company or Invoives Global and local Inveolves Service Froviders with
Product Guallty, Patient Safaty or cross-functional area affillates no Guallty Agreement andfor
Data Integrityy Rellabluty of Trial Governance oversight in place
Resuits

Medium (3} Medium (3) Medium (3}

Indiract Impact to Company or other | Involves multiple Invvolves Service Providers with
health-related activities with no functional araas Quality Agreement and,/or
direct Impact on Product Guallty, Governance oversight in place

Patlent Safaty or Daka Integrity

Low (1) Low (T) Low (1)
Mo Impact to Company of Product Invodves one functional area only Does not Involve
Guality, Patient Satety or Data {a.g. Clinical, Safaty, Regulatory service Provider Owverall
Redlablity affalrs etc_y Bisk Scores
Z2| @ High (5) ® High (5) @ High (5} ® High (10-15)
= g Ig g a
=8| © Medium (3) e | Medium ) o= | Medium 3 = | * Medium (5-8)
@ Low (1) @ Low (1) @ Low (1) @ Low (3-5)

EXAMPLE: Process Risk Template

Risk 1 Risk 2 Risk 3 Owerall
Process Complance Process Complexity | Process Operational Risk Scores

Negotte & st Coniract -
3 o= 1 o= 1 -

Create or Update Study

Prepare, (btain Approval &
Complete Investigator Study Fil 5 + 5 + 3
Click here to view

complete example

DIVIrriArNKKiviAa 1ive.

Instructions

« For each process, select the

appropriate risk level for each of
the three Risk Categories in the
Process Risk Mafrix.

« Overall Process Risk Score is
determined by adding the
corresponding numeric value for
each of the Risk

Copyright ©2015 TransCelerate BioPharma Inc., Allrights reserved.
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Documentation Strategy

ldentify Processes Requiring Conftrolled Documentation
ldentify “Managed” Information Required for Performance

Controlled Decumentation | Managed Information
Describes process and business Describes process at the lewvel of
requirements exacution

Instructions

Figure 1: Processes requiring controlled documentation vs. managed Information.
ecizizec: [ - * Apply the score from the
5 4 3 1 oW oo © & 7 & 5 4 3 “Determine Process Risk” tab fo
gma:_.;.:;:n‘:'ﬁmaﬂy managedfi:ﬂ.ﬁf;maﬂbn may be used when key rofes, systems, and activities need to be d eTe rm i n e Wh i C h p rOC esses
lascr to support control ocumentation. documen‘l'(]h()ﬂ h|erQrChy.

EXAMPLE

2| et

Megotiate & Finalize Comtract
I ‘"

Crezte or Update Stuchy Standard Operating Procedure Job Aid
e 7 v
Prapars, Obtain Approval & Standard Operating Procedure Job Aid
Complete Investigator Study File . / /

Conduct Site Initiation and . Standard Operating Procedare
Training V’

Stte Dirug Supply & Set Up Standard Operating Procedure Decision Trea
> N - /

Copyright ©2015 TransCelerate BioPharma Inc., Allrights reserved.



Learning Approach

Select Learning Method and Time

Manage Training Volume and Avoid Cognitive Overload

Select Learning Approach for “Controlled” and “Managed” Information

Figure 1: Learning Plan for Process and Documentation

Select the Focus of training: Role- | Select the List repositories for Controlled Documentation | [dentify and list roles
based, End-to-end, Risk, Delta Learning Method | (eg. LMS with mandatory assignment) accountable for the
e Learning Plan and Performance (sea Learming . —_— ) execution of the
Considerations tabve for aoaiffonad Mathod and I;(::tm:ﬁps dgnsmu”{r:; al‘uE:rEHs:Endagteh rd: Ilnrgl‘grsr;?:;r;geg. process activities.
condext) Definition tabhe)

meadaal)
Learning Plan and Performance Conskderations Learning Method and Definition
Training should ba fit-for-purpose, value added and affectve for the modern | Instructor-Led Oessrooms should be wsod whan interac tion with trainar and
learmsar {Le, allows for mobility, searchable conbent, warying methods of participants is Impartant, guided discussiors will lead to mare laarnireg, guastions
dalivary, modularized and engages through social collabaration). require immediate answers, individualtzation is nat crtical. Technology-based
+ Controlled Documants/Managed Infoemation out of alignment ar e o

redurdanit s made ohsalote or appropriately archived. On-the-Job Doas not reguire a classroom but does require 3 knowledgeabla trasnar’
Leaming actrties shawid consider level af expertize. Knowledge chacks mentor and well-designed structura. Mathod should ba used when the number of

canbg b0 adh a usar thraugh tha fraining. trairees |5 small, ard the tasks are core to their role, change freguantly or may imealve

non-mowable equipmant.
» Training should ba developoed 1o considar iearning preferances {La.,
classroom, wirtusl, irstructor-led, self-directed). ;ﬁmﬁmm;ﬂ;m:ﬂm "';ll::‘::"l"‘; '::'E:'“'Emd Wmm:r::lh-;
u L w hermover oan 5 5ta simudations ar case
Y g Ceviopmant to mﬁg&’ﬂ’;m ‘;n“ et are valug added, feedback 15 nat reguined, schaduling Is diMcoult, the use of multipic
T I TERIET o). media formats will enhance ieaming and can ba developed proparty. Interactive
» Aszossmants or knowicdge checks should be used to succasstully methods can incorparate virtual instruction. Hote: Managed infarmation and Seif-
damanstrata an understanding af 3 concapt or skill. Instrusction/Seif-Directad kzarning are aften used interchangeably.

EXAMPLE: Learning Plan for Process and Documentation

Overall Learning Plan
Controlled Managed ng
Process Risk Location Key Roles
o Documentation | Informaton Focus Method ‘ ‘
Negotiate & Finalize Job Aid Sharepoint - Job  » Contract
Contract Aid Fadlitator
Role-based Self-Instruction/Self = Pricing and
Payment Lead
&H‘IEIIUPI‘I* Standard Job Aid = LME - 200 - = Climical
Seudy Documents Operating {required) Manager
7 Procedurs Hale-based Self jondSel! . Sharepot « Functianal
Prepare, Cbtain Standard Job Aid LMS - S0P = Climical
Appraval & Cperabing {required) Manager
Complete Procedurs Hale-bassd Self Instruction/ 5=l = Climical
Investigatar Study Manitar
= Study Planmer

Instructions

Assess the documentation
strategy based on overall risk
to develop a commensurate
learning plan for identified key
roles.

Copyright ©2015 TransCelerate BioPharma Inc., All rights reserved.
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Management Review

Evaluate Process Health Performance as part of Management Review

Motrics Froquency
E.g. Target or E.g. Cost, Time, Person responsible | Annually, Cecision making Review metrics
improvement Cluality for owversight and Guarterly, body made up based on the
you are trying accountability of Manthly of functicnal forum frequency,
to achieve, i.e. the process leadership i.e. escalation,
SMART format responsible for mitigation or

Quality owversight. | decisiom making

¥ Strategic Goals Flow Down Process Capabilities Flow Up 2
Exacutive leadership sets high level process As each lower level process continues
expectations, which will create goals for to advance and mature, the effects flow
each sub-process with line of sight to meat upward to Improve the process above 1L

overarching high level process expectations.

EXAMPLE

EXECUTIVE OWERSIGHT

Study Start-up Improved Start Up 9% Savings per Sponsor & Steering Committes  Goal Setting &
Efficiency Sty Executive Callaboration
Leadership Arrually

OPERATION OVERSIGHT

Site Set-up & Improve Target o Studies within -~ BPO & Spansor Opertions Review  Metrics &
Initiation Enrallment Man target enrollment Performance
1 Cuarterky

FUNCTIONAL OVERSIGHT

Site Dirug Supply & Improve Plan to # af days far BPO & Team Dashboard Continuous
S Up Actual Target Date  approval of Supply dhly Improvement
mitition

> TransCelerate

BIOPHARMA INC.

Instructions

Evaluate process health
performance as part of
Management Review by defining
line of sight goals, metrics, roles,
frequency and forum.

Copyright ©2015 TransCelerate BioPharma Inc., Allrights reserved.
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Process Scenarios

» TransCelerate

BIOPHARMA INC.

> TransCelerate

BIOPHARMA INC.

Process Management Framework

SCENARIOS

TransCelerate Quality Management System
Initiative Process Management Sub-Team

Copyright ©2015 TransCelerate BioPharma Inc., All rights reserved.
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Examples of Scenarios

Selecting an
Organizational
Structure

Unifying a fragmented
process for protocol
development by
applving a process-
centric approach

Controlled versus
Managed Documents

Following the identification of
core processes for site start up
activities (scenario 2), an
organization has no
documented methodology for
determining if process content
should be in a controlled or
managed document

> TransCelerate

BIOPHARMA INC.

Identifying
E2E Processes

ldentifying core,
sub-processes, and
enabling processes for
site start up activities

Determining
Training Needs

An organization is
updating numerous
procedures around study
start up and is unsure
what delivery type, detail
level, and assessment of
fraining is required

Mapping and
Modelling a Process

An organization is seeing
lengthy delays in the site
start up process, specifically
the part following ethics
approval and prior 1o site
activation

Identifying Process
Measures and
Controls

Following successful
mapping of trial start up
activities, the organization
wants to develop metrics to
monitor and improve each
part of the process

Determining
Process Risk

Following successful
identification and mapping
of site start up processes, an
organization wishes to
identify areas of risk 5o that
mitigation steps can be built
into the process

Management of
Process Changes

Following unification of
fragmented processes for
protocol development
(scenario 1), an organization
needs to secure stakeholder
“buy-in” and ownership to
ensure ongoing support

Copyright ©2015 TransCelerate BioPharma Inc., All rights reserved.



Selecting an Organizational Structure

SCENARIO

BUSINESS
IMPACT

PROCESS
MANAGEMENT
POTENTIAL SOLUTION

PROCESS
MANAGEMENT
BENEFITS

> TransCelerate

BIOPHARMA INC.

An organizafion is structured in such a way that is organized and measured by departmental goals and
objectives. Executive leaders operate as a feam but are focused individually on their functions.

This conventional approach serves the basic needs of the organizafion as it maintains hierarchical control,
especially in the context of large organizafions, but this does not serve the needs of the customer...the pafient.

A process or customer-driven approach —where an organization's focus remains on cross-functional process
capabilities and serving the needs of the customers of the processes.

« Accountability: Focuses on overcoming functional area silos through single points of process accountability.

«  Quality: Clearly defined processes, documentatfion, and training enable "right the first fime™ operations,
improving quality and reducing risk.

« Compliance: Clearly defined processes give confidence to health authorities on sponsors’ infentions of
meetfing regulatory requirements.

- Speed: Provides end-to-end performance management and “sighfline™ to customer.

Copyright ©2015 TransCelerate BioPharma Inc., All rights reserved.
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Controlled versus Managed Documents
Using the QMS Initiative — Toolkit for Implementing Processes - Real World Scenario

Scenario:

Following the
identification of
Core processes
for site start up
activities
(scenario 2), an

Problem:

Managed documents are key in that they
enable individual functions fo retain ownership of
documentation around best practices, infermal
workflows efc. However, any high risk or key
compliance aspects of a process require more
rocbust control to ensure quality & compliance —if
this balance cannot be determined, the

Figure 1: Processes requiring controlled documentation vs. managed information.

1
15 14 13 12 n 10 -]

described to support controfed documentation.

Owverall
I P T

Managed Information
Job Asd

B 5 4 3

Note: Additionally managed information may be used when key roles, systems, and activities need to be

organization has Negotiate & Finalire Contract
no documented organization risks consistency/quality issues and v
methodology for fragmentation of core complionce tasks across
determining if the document landscape. SER NI Standard Operating Proedure fob A
process content ’ v v
should be in @ Potential Solution: _
controlled or Preprs, Obusa Approml & e R
managed Using the risk based approach, the organization e v v
document. will have much more confidence in the criticality

of document content, and can use this to make o . v B

the separation on where they are wiling 1o

“draw the line” in tferms of what becomes

. . Site Drug Supply & Set Up Standard Operating Procedure Deecision Tree
managed information versus controlled . v v
information. Utilize the risk scorecard to make an

assessment of the content of the document itself.

Maote: Figures are for guidancs regarding confrolled documentation and managed information. The
specific documentafion fypes are for ilustrative purposss only. Company naming comnventions may differ.

>»» TransCelerate
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Conclusion

« The Process Management Framework represents an integral part of an effective
QMS.

« Common understanding of the steps required for implementation can provide
greater organizational success in implementing process management in a robust
way.

« Successful process management implementation will help to:

« |dentify and define key and critical processes associated with clinical development,

* Provide clear and concise procedural documentation that are consistent and fit for
purpose to support effective staff training,

« Allow staff to excel at executing the executing the process “Right the First Time”

This is “must have” for today’'s competitive landscape.

> TransCelerate
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Resources Available
hittps://iransceleratebiopharmainc.com/assets/quality-management-system-assets/

Knowledge Management
Documentsation Supporting Achievement of Cualty

Foundational Aspects of Clinical GMS

LNOEESTANDING LEADEESHIP CRCANTATIONAL
THECOMTED ) COMMITMENT 7O QUALITY ) COMMITMENT TO QUALITY ) ) - " S )

i DIGAMEINION SMuld bl dd Lderstand i sxlamal and inema
laiud duvidopmant, rdindaal, and imphesetation of & Seganization’s

()=

v i wlih i Opssates. This esaluabon wil D

elinical GIMS Duisnd ok N Wi gue aeisecls of T ofgir

For mane details on the elements of a Clinical OME Framework, please review our paper, TrensCelenste’s Clinical Quality Management Systern: From
a Mizion to & Concegtual Framework

Overview Materials
Exnlans gur msterials for msight inka the wark and progress of the TrarsCelerate QMG Infiathe:

®

Wit is a Clinical
DQuadity banage meel
Systum [COMS?

ﬁ Clinkal & GMP OMS:
Comnphisiliny,

wEﬂ.ﬂﬁl[ﬁr
Purposa

®

Parspeciivns on a
M W e

£

A COMS v visw

Clinical QMS Concept Paper
Issues Management

Clinical Knowledge Management
Assessing a Clinical QMS

Risk Management

vy v v v v

Processes

Processes Manuscript

Toolkit for Implementing Processes

QMS Processes Scenarios

Processes
Name

Processes
Manuscript

Toolkit for
Implementing
Processes

QMS Processes
Scenarios

Description

DIA TIRS publication which describes a framework for effective
processes management within clinical development.
(published January 2013)

A document that describes detailed examples for a clinical
development organization implementing a processes
framework, identifying how the processes should be
documented based on their assessed risks, and how a learning
management plan can support the clinical development
organization implement the processes and documentation
requirements.

This scenario tool uses examples 1o illustrate how an effective
Process Management Framework can ensure the efficient and
effective delivery of clinical development programs.

Copyright ©2015 TransCelerate BioPharma Inc., All rights reserved.

Value

Assists clinical development erganizations in
understanding the benefits and basic compenents of
process management for clinical development.

Facilitates the implementation of a processes
framework for clinical organizations. The toolkit
identifies select steps from the processes development
framework that would benefit from further instruction,
examples, and templates to ensure consistent and
robust application of the concepts described in the
paper.

Each scenario is presented in four parts: the Scenario
description, its business impact, possible Process
Management Solutions, potential Process Management
Benefits to help readers understand the real and
potential benefits to a robust process management
program.
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https://www.transceleratebiopharmainc.com/wp-content/uploads/2019/03/Toolkit-for-Implementing-Processess_FINAL_3.8.19.pdf
https://www.transceleratebiopharmainc.com/wp-content/uploads/2019/03/QMS-Processes-Scenarios_FINAL_3.8.19.pptx

Odette Anyangwe @™ Lora Lee Zoller-Neuner

Head, Quality & Operations, Process N N Senior Quality Document Manager, Sanofi
and Procedures, Roche >

Mike Husovich , Carol Southwood

Director of Quality Operations, Amgen Senior Project Manager, Amgen

Type your questions for the presenters into the

Questions panel on your GoToWebinar screen,
click “Submit”



Polling Question #3

Question: Will the materials presented here today
be helpful o you in your organization’s Process
Management activities?

 Definitely Yes
O Likely Yes

d I'm not sure
O Not likely

O Definitely Not



Polling Question #4

d No value

d A little value

d Moderate value
d A lot of value
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