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Whole Process of QbD protocol planning

Investigate RQs

Project Design

Quality by Design

Feasibility
Assessment

Clinical
Question
Drug
Seeds

Research
Question
TPP/CDP

Protocol

Synopsis
Project
Charter

draft
QM plan
PM plan

Protocol
RMP

Specification of Clinical
Question

Research your topic
Structure of PICO/PECO
Brush up using FINER method

Scientific
Outcome
Management
Outcome

PP: Target Product Protile,
PM: Project Management, RMP: Risk-based Monitoring Plan
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Mission Profiling (TPP/CDP)
Set up the goal of the Study
Protocol Synopsis
Consideration of Project
Scope, Time, Cost

Make Project Charter

: Clinical Development

Quality management plan
Synopsis brush up

Draft cost estimation

Risk management and
Mitigation plan

Finalize Project
management plan

Protocol feasibility
assessment

Details cost estimation
Construction of draft RMP
Finalization of Protocol
Finalization of RMP

an, QM: Quality Management,
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Whole Process of QbD protocol planning

Investigate RQs

Proje ct Design

Quality by Design

Feasibility
Assessment

Clinical
Question
Drug
Seeds

Research
Question
TPP/CDP

Synopsis
Project
Charter

Protocol

draft
QM plan
PM plan

Protocol
RMP

Specification of Clinical
Question

Research your topic
Structure of PICO/PECO
Brush up using FINER method

Mission I’rofiling (TPP/CDP)
Set up tf e goal of the Study
Protocol Synopsis
Consideration of Project
Scope, T me, Cost

Make Project Charter

Quality management plan
Synopsis brush up

Draft cost estimation

Risk management and
Mitigation plan

Finalize Project
management plan
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Protocol feasibility
assessment

Details cost estimation
Construction of draft RMP
Finalization of Protocol
Finalization of RMP
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Investigate Research Questions

Clinical

Specification of Clinical Question Question

Research your topic

Structure of PICO/PECO

Research

Question Brush up using FINER method
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Specification of Clinical Question

Process

[ Clinical Question J [ Want.s/Ne.eds } [ Research Topic }
:||> specification :: >

e — pue—

*clinical question *Real unmet needs *Research hypothesis
from bedside *Clinical wants *Thesaurus
eState of the art *Search word

*Clinical Guideline
*Case report

*EHR data
*Reputation survey
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Research your topic

Process

Output
! :: > : : ::> Clinical Question
R hT
[ esearc opch L Literature review } [ (detail) }

*Research hypothesis *Clinical guideline °Resee.1rch hypothesis
*Thesaurus *Pubmed (d.et.all) |
«Search word *MEDLINE °CI|n|c.::1I Question
*Cochrane Database/ (detail)
Systematic Review
*Scopus
*Google Scholar
*Critical appraisal of selected
papers

. —— S _—

Copyright : BREREAZFED@EM_EY — ) LERRWG & H A ERT,2018 All rights reserved



Process Chart_ERIREAZFEOmE M Y —) LAERRWG

Structure of PICO/PECO

Process

" Clinical Question ) f Specification of Research Questions
(Detail) g ~ PICO/PECO (draft)
)

.
pe

p
Drug Seeds Consider Study Design } ,
N J L *Research Questions
(draft)
*Research hypothesis *PICO/PECO *Trial Goal (draft)
(detail) P(Patient) *Research benchmark
*Clinical Question | (Intervention)
(detail) [E (Exposure)
*Compound C (Comparison)
O (Objective)
*Study Design (draft)
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RQs brush up using FINER method

Process

(draft)

[ Research Questions

1

p—

*Research Questions
(draft)

*Trial Goal (draft)

*Research benchmark

—

Evaluate RQs

f{> [ based on FINER

|

*FINER evaluation
F: Feasible
I: Interest
N: Novel
E: Ethical
R: Relevant

[ Research Questions}
(RQs)

——

*Research Questions
Trial Goal (draft)
*Research benchmark
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Whole Process of QbD protocol planning

Investigate RQ)s

Project Design

Quz lity by Design

Feasibility
Assessment

Clinical
Question
Drug
Seeds

Research
Question
TPP/CDP

Synopsis
Project
Charter

Protocol
draft
QM plan
PM plan

Protocol
RMP

N

Specification of Clinical
Question

Research your topic
Structure of PICO/PECO
Brush up using FINER method

Mission Profiling (TPP/CDP)
Set up the goal of the Study
Protocol Synopsis
Consideration of Project
Scope, Time, Cost

Make Project Charter

Quality' management plan
Synop:iis brush up

Draft cost estimation

Risk management and
Mitiga:ion plan

Finaliz 2 Project

manag ement plan
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Protocol feasibility
assessment

Details cost estimation
Construction of draft RMP
Finalization of Protocol
Finalization of RMP
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Project Design

Research

Mission Profiling (TPP/CDP) Question

Set up the goal of the Study

Protocol Synopsis

Consideration of Project Scope, Time,
Cost
Synopsis
Project
Chater Make Project Charter
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Mission Profiling

Research
Question (RQ)

Drug | Environmental
Seeds factor

——

Compound

Patent

Healthcare environment
Hypothesis of the Study
P:Patient

I/E:
Intervention/Exposure
C:Comparison
O:Outcome

==

Copyright : BRERIAZED S
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| Process

Mission
Profiling

|dentify Target
Product Profile

Efficacy/Safety benchmark
Drug Product

Dosing Regimen

Patent

Scientific Interest

Novelty

Social Impact

Medical Real Needs
Positioning in the medical field
Competing product Research
Regulatory Research
Marketing Research

Risk assessment

Define Criteria for Gor[ﬁNo 0

[ Clinical Development }

Plan (Draft)

=

TPP

Positioning

Competing product
Development Strategy
Regulatory Strategy
Marketing Strategy
Patent Information
Decision-making approach
Risk estimation

——
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Mission Profiling (contd.)

Bel L~
A

New Trea:l-'Lnt
I

—

value

[ Research Questlon —
== Tangi
value

As is

=Intangible

Project
Value

Dle
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Set up the goal of the Study
e

Clinical Development Clarify what Understand Clinical
Plan (Draft) ,; to verify Real Needs Development Plan

[ Environmental 1 Estimate Cost,
factor Resource, Schedule —
— TPP
TPP Set up the Financial plan
Positioning goal of study Resource plan
Competing product Feasibility Development Schedule
Development Strategy Ethicality Study plan
Regulatory Strategy Medical Real Needs The goal of the study
Patent Information Study Goal Study Duration
Decision-making approach Quality Goal Definite positioning
Risk estimation Positioning in the medical field Quality Policy
Financial requirements Estimate cost Regulatory Strategy
Resource requirements Estimate Resource Marketing Strategy
Development Schedule Estimate schedule Patent Information
Number of Patient What to verify Decision-making approach
. Appropriate PICO/PECO Risk and Contingency plan

———
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Target Product Profile (TPP)
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Clinical Development Plan (CDP)

- BRERFAFEETE] (Clinical Development Plan. CDP)
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Protocol Synopsis
—
" The goal of the ) Consider the Protocol
L Study Study Design Synopsis

)
)
Clinical Determine Determine the .
_ Development Plan Quality goal study subject o
T Study Objective
Study real Objective Design theonumber Objec:tify RQ Targe’F Subjgct |
Study Duration of subject Clarify RQ IncIuspn ancerl'a
Appropriate PICO/PECO Exclusion Criteria
P:Patient Quality goal Study PeSIgn
I[E: Target Subject Endpoint
Intervention/Exposure Criteria Comparative
C:Comparison Number of Subject Controlled Therapy
O:Outcome Comparison Target number of
Definite positioning Endpoint subjects '
What to verify Analytical method of endpoint Statistical Analysis
y p
Quality Policy Study Method _

Investigation Item
Copyright : BREREATTOMEEM £ —) LERRWG & B A ERTR,2018 All rights reserved
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Consideration of Project Scope, Time, Cost

|

Protocol

 rocess

. Synopsis

4 )
Organizational
Knowledge

G J

——

Study Objective

Study Subject

Inclusion Criteria
Exclusion Criteria

Study Design

Endpoint

Comparative Controlled
Therapy

Target number of subjects
Statistical Analysis

Past Cases

Organizational Knowledge

Estimate the
project Schedule

Estimate the Definite the
project cost Quality goal

Estimate Determine the
Resource Deliverable

Refer past
cases

Study Schedule

Requisite Duration to conduct study
Requisite Quality goal

Requisite cost

Requisite Resource

Regulatory Requirement

— Copyright : BRERIAFED@mMEM LY —) LFERWG & B AREERT%,2018 All rights reserved

Proie

—

Project Objective
Quality goal
Project Duration
Project Cost
Deliverable

Study Organization
Study Method
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Make Project Charter
e
Prolee :: > Decide Priority of Project ::> :
Charter Scope, Time, Cost Project Charter

Assess the |dentify the T
Project Risk Stakeholder Project Objective
— Assess the Study Project Goal
Project Objective circumstance Prpject Risk
Quality goal Milestone Schedule
Project Duration Budgetary Estimate
Project Cost Priority (Quality (Scope) , Time, Cost) Stakeholder
Deliverable Project Risk Pro!ect Exit crlterlg '
Study Organization Regulatory Requirement Pro!ect succgss criteria
Study Method Organizational needs Project Duration
Summary of Study Customer Request Assump'tlon
Quality goal Con.stralnt
T Project member Project
Project Resource ;{eqwrement (Scope

e ——
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Whole Process of QbD protocol planning

Investigate RQs

Project Design

Quality by Design

Feasibility
Asisessment

Clinical
Question
Drug
Seeds

Research
Question
TPP/CDP

Synopsis
Project
Charter

Protocol

draft
QM plan
PM plan

Protocol
RMP

Specification of Clinical
Question

Research your topic
Structure of PICO/PECO
Brush up using FINER method

Mission Profiling (TPP’/CDP)
Set up the goal of the: Study
Protocol Synopsis
Consideration of Projact
Scope, Time, Cost

Make Project Charter

Quality management plan
Synopsis brush up

Draft cost estimation

Risk management and
Mitigation plan

Finalize Project
management plan
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Protocol feasibility
assessrnent

Details cost estimation
Constriiction of draft RMP
Finalize tion of Protocol
Finalize tion of RMP
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Quality by Design

Synopsis

Quality management plan Project
Chater

Synopsis brush up
Draft cost estimation

Risk management and Mitigation plan

Protocol draft
QM plan

PM plan Finalize Project management plan
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Quality management plan

-

(&

Project Charter }

Vs

(&

Protocol Synopsis 1

—_—

Project Objective
Project Goal

Project Risk
Milestone Schedule
Budgetary Estimate
Stakeholder

Project Exit criteria
Project success criteria
Project Duration
Assumption
Constraint

Project Requirement

—_—

2

 rocess

|dentify the
Project Risk

Define the
quality policies,
measurements

Clarify the goal of the clinical
trial

Define the quality policy
Define the quality objectives
Risk assessment

)

pu—

s

[ Quality Management Plan ]

1. Quality policy of the trial

2. Requirements of the trial
(customer, laws and
regulations, implementation
system)

3. Scope and authority

4. Risk identification and risk
management plan

5. Quality management plan
6. Quality management
(monitoring methods,
monitoring methods)

7. Quality assurance (the
presence or absence of audit,
system of the audit)

8. Change management

9. Education and training

Copyright : BREREAZEDmEM_EY — ) L/ERRWG & H A ERT,2018 All rights reserved
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Quality Management Plan

N

(I:I Clarify the goal of the clinical trial
O Define the quality policy
O Define the quality objectives Quality gement
O Risk assessment

Trial
Protocol

Preparation for the quality
management plan

SOPs, Working
Instruction

manuals

Planning the protocol well-behaved
from the quality management plan

* Quality Management System (SOPs,
Computerized systems, human resources,
outsourcing, infrastructure)

Preparation for the operating « Clinical trial protocol (investigational new
procedure or instructions for trial drugs, trial design, data collecting process,
monitoring and auditin monitoring process, documents or records)

Copyright : BREREAZFED@EM_EY — ) LERRWG & H A ERT,2018 All rights reserved
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Synopsis brush up

Protocol
Synopsis

—

Study Objective
Target Subject
Inclusion Criteria
Exclusion Criteria
Study Design
Endpoint
Comparative
Controlled Therapy
Target number of
subjects
Statistical Analysis
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2

Process

[ Consider the }

QMP

[ Determine Trial

Determine the
Timeline

study outcome

p—

]

)
|

Consider the policy of
Risk Management

Quality goal
Target Subject

Criteria

Number of Subject
Comparison

Endpoint

Analytical method of endpoint
Study Method

Investigation Item

{ Protocol draft }

Study Objective
Target Subject
Inclusion Criteria
Exclusion Criteria
Study Design
Endpoint
Comparative
Controlled Therapy
Target number of
subjects

Statistical Analysis
Indication

Study Duration
Quality requirement

Trial timeline
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Draft cost estimation

Process

Protocol Draft } Consider Project Cost
% Protocol draft Plan
< Project Cha g J [ Estimate the }( Determine the -
' Deliverable ,
Project : prole.ct cost )\ < grt;).lec’c.
Objective Estimate Refer past jective
Quality goal __ Resource | cases ; Qua}hty goal .
Project Duration Pro!ect Duration
Project Cost Consider protocol draft, Pro!ect Cost
Deliverable including timeline, outcomes, Deliverable
Study quality goals, duration, study Study o
Organization resource Organlzatl(;n
Study Method Cost estimation ~Study Method
Quality requirements

—
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Risk Management anc

Quality
Management Plan

1. Quality policy of the trial :

2. Requirements of the trial
(customer, laws and
regulations, implementation
system)

3. Scope and authority

4. Risk identification and risk
management plan

5. Quality management plan
6. Quality management
(monitoring methods,
monitoring methods)

7. Quality assurance (the

presence or absence of audit,

system of the audit)
8. Change management
9. Education and training
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Process Chart_ERPRIAFED@mEM _EY —)LAERRWG

Consider Risk and
Assessment

Consider CAPA
plan

Consider Risk
Mitigation Plan

2

Consider Risk Management plan

Identify Risk

Risk analysis: Quantitative and

Qualitative analysis
Consider Risk Mitigation and
Risk Control

Consider CAPA plan

Mitigation plan

/

\

Risk Management
and Mitigation Plan

Risk Management
Risk Quantitative
Analysis

Risk Qualitative
Analysis

Risk Mitigation
plan

Risk Control
CAPA plan
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Finalize Project management plan

Risk Management
and Mitigation Plan

|

-

Project Cost Plan ]
Quality J

_ Management Plan

Project
Objective
Quality goal
Project Duration
Project Cost
Deliverable
Study
Organization
Study Method

 Process

Define Project
Activity

Consider Risk Consider
Management resdourcg, cost,
plan uration,

stakeholders

Corrective and Preventive Action
Consider Quality Management
plan

Define project activity and scope
Define project development and
change management method
Consider Risk Management plan
Consider Protocol Draft

Project Management Plan }

“1.Scope Management
2.Project Requirements
3.Schedule Management
4.Cost Management
5.Quality Management
6. Resource Management
7. Communication Management
8. Risk Management
9.Procure Management
10. Stakeholder Engagement
11. Change Management
12. Configuration Management
13. Scope baseline
14. Schedule baseline
15. Cost baseline
16. Performance baseline
17. Project Lifecycle

18.dDevelopment Method

Copyright : BREREAZTD@EM_EY — ) LAERRWG & B AREERTR,2018 All rights reserve
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Whole Process of QbD protocol planning

Investigate RQs

Project Design

Quality by Clesign

Feasibility
Assessment

Clinical
Question
Drug
Seeds

Research
Question
TPP/CDP

Synopsis
Project
Charter

Protocol

draft
QM plan
PM plan

Protocol
RMP

Specification of Clinical
Question

Research your topic
Structure of PICO/PECO
Brush up using FINER method

Mission Profiling (TPP/CDP)
Set up the goal of the Study
Protocol Synopsis
Consideration of Project
Scope, Time, Cost

Make Project Charter

Quality manageme nt plan
Synopsis brush up

Draft cost estimation

Risk management and
Mitigation plan

Finalize Project
management plan
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Protocol feasibility
assessment

Details cost estimation
Construction of draft RMP
Finalization of Protocol
Finalization of RMP
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Feasibility Assessment

Protocol draft
Protocol feasibility assessment QM plan
PM plan
Details cost estimation

Construction of draft RMP
Finalization of Protocol
Protocol
RMP Finalization of RMP

Copyright : BRERFAFTDaaEM _£Y —)LERWG & B AR EATR,2018 All rights reserved




Process Chart_ERPRIAFED@mEM _EY —)LAERRWG

Protocol feasibility assessment
s
Cpotocolarat | [l D) | e

— |dentify |dentify Key Role
PM plan candidate sites difficulty Introduction
QM plan Objective
Design Discuss with Study Design, Endpoints
Patient population Pls, regulatory Enrollment
Indication Investigational drug
I/E criteria Ensure clinical feasibility Study Procedure
Sample size Ensure scientific feasibility Study Schedule
Endpoints Ensure ethical feasibility Assessment of Safety
Duration Ensure operational feasibility Clinical Monitoring
Quality requirement Ensure regulatory feasibility Statistical Considerations
Trial timeline Ensure legal feasibility SDV, Source Data
— Discuss with Pls, Regulatory Ethics
Data Handling
Study administration
Copyright : BREREAFTD@EM_EY —)AERRWG & B AEERTR,2018 All rights reserved _COI’ Publication
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Details cost estimation

Protocol Share with Final cost
final draft vendors estimation

Process

[ Project } [ Estimate direct }[ Estimate per }

Management Plan cost patient cost
PM plan { Obtain estimate } Direct cost
QM plan from vendors Pass through cost
?eSIgI.n - Fixes cost

imeline '

Variable cost

Sample size Discuss about resource (people, Site cost
Trial organization materials, cost) Vendor (EDC/CRF
Regulatory requirement Share protocol with vendors IXRS. Central 1ab ’
Protocol requirement Collect all cost estimations CRO, SMO Medi’cal
Quality requirement Estimate direct, pass through, writi,n Dl\,/l/Stat
Critical to Quality (CTQ) fixes and variable cost Au dit)géost ’
Risk mitigation plan —
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Construction of draft RMP

Protocol
final draft

Project
Management Plan

1

—

PM plan

QM plan
Endpoints
Candidate patients
Budget estimate
Trial cost

Trial organization
Trial complexity
Potential risk
Fixed timeline
Quality requirements

1

Process

Discuss
monitoring plan

Discuss PM Discuss QM
plan plan
Update
protocol final
draft

Confirm acceptance of procedures
Discuss key risk indicators

Discuss quality requirements
Decide monitoring type (central, on
site)

Decide monitoring frequency
Update protocol draft

Prepare monitoring plan

2

Risk-based
Monitoring
Plan (draft)

——

Acceptable protocol
final draft

Monitoring type
Monitoring frequency
Monitoring team

Key risk indicators
Risk mitigation plan
Draft audit plan
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Finalization of Protocol

Process

" Finalcost

. estimation

: Draft RMP )
Design

Patient population
Indication

I/E criteria
Sample size
Endpoints
Analysis methods
Trial timeline
Trial cost

Trial organization
Trial complexity
Trial difficulty
Potential risk
Monitoring plan

=

D

—_—

Finalize
protocol

Input feasibility result into draft
protocol

Re-confirm voice of customer
Re-confirm customer requirements
Discuss output data (Table, Figure,
List etc)

Update draft protocol

Protocol review by team

Protocol review by expert

s

> { Full protocol

-

for protocol
Fixed trial cost
CRF index
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Fixed full information
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Finalization of RMP

Process

[ Final Protocol Discues Risk-based
monitoring plan Monitoring

A

-
[ Draft RIAD Plan (Final)
J
PM plan — —
QM plz?n Confirm acceptance of procedures Acceptable final
Ende{nts Discuss key risk indicators monitoring plan
A?aly.s's methods Discuss quality requirements Monitoring type
Tr!al tlmeln?e . Decide monitoring type (central, on Monitoring frequency
Tr!al organlzajclon site) Monitoring team
Trial .con?pIeXIty Decide monitoring frequency Key risk indicators
Mon!tor!ng type Update protocol draft Risk mitigation plan
Mon!tor!ng frequency Prepare monitoring plan Audit plan
Monitoring team _—
Key risk indicators T
Risk mitigation plan
Draft audit plan
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