ICH GCP E6 (R3)

The latest ICH GCP E6(R3) (2025) update reflects a paradigm shift in clinical
research, aligning with modern trial methodologies, digital advancements,
and an increased focus on patient needs.
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ICH - Guidelines for GCP

Recommendations on the best way to harmonise drug registration requirements
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6 sponsors: for each region

Health Authorities and Pharmaceutical Companies +
WHO, Canada, Nordic group, Australia



Principles of ICH GCP
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Introduction: ICH GCP E6 (R3)
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Evolution of ICH GCP E6

ICH GCP 1996

* Responsibilities &
expectation of
stakeholders

* Monitoring, reporting,
archiving

» Essential documents
and [B
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*New structure to provide
clarity and better readability
eLanguage to facilitate
innovations in clinical trial
design, technology and
operational approaches

eSet foundation for practical
expectations around the
responsibilities of sponsor
and investigator in a digital
ecosystem

eEncourages a risk-based and
proportionate approach to the
conduct of a clinical trial.

*Emphasising quality by
design, patient Centric
approach and DCT
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GCP Framework
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Good Clinical Practice Guidelines

Good Clinical Practice is an

Conduct

International ethical and Scientific

quality standard.

- consistent with the Declaration of Helsinki

- Result in credible data

=> Provide public assurance that the rights, safety, and

well-being of trial participants are protected.

SIDCER § i

Globalizing Ethics for Health Res:




Good Clinical Practice
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Updates in ICH GCP E6 (R3)

Patient-centric, Quality by design, Risk-based approach, modernized data Mx

Patient Centric Approach 1 Electronic Records
Highlights the importance of patient 2 Emphasis on electronic records and data
involvement in trial design. handling streamlines data management.
Fitness for purpose 4 Risk proportionality, Risk-
3 based

The quality of a clinical trial is considered
. i Clarification that trial risks are risks beyond

as fitness for purpose.
pure those posed by standard care. Risks to

Critical quality factors should be managed
@H@@E@ ?" proactively.
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Emphasis on Patient-Centricity

Patient-Focused

Drug.Development
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Quality by Design (QbD) and Risk-Based Approaches

Quality cannot be tested into products; it has to be built in by design
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Modernized Data Management and Technological
Integration
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Good Clinical Practice

Responsibilities

Sponsor

Glossary

Appendix A. Investigator’s Brochure
@H@@E@ e-‘ Appendix B. Clinical trial protocol and Amendment
Globalizing Ethics for Health Researc Appendix C. Essential Records for Conduct of

Clinical Trial
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1. Ethical Principles: Prioritizing Participant Well-being

. Rights and Safety . Timely Safety Review . Risk-Benefit Assessment
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2. Informed Consent: Empowering
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3. IRB/REC Review: Ensuring Independent Oversight

Independent Review
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4. Scientific Soundness
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S eMsVnaImsisanefiasatuauunisnaswiepadndl | Clinical trials should be scientifically sound for their
intended purpose and based on robust and current
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5. Qualification-Expertise:
Multidisciplinary Collaboration

Diverse Expertise
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6. Quality by Design: Building Excellence into the Process

Quality cannot be tested into products;
it has to be built in by design

Role of Quality by Design
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aat14: Reducing Study Complexity to Improve Focus and Efficiency

Metric: Number of endpoints in protocol

Results
In a Phase 3 oncology trial examining a novel immunotherapy
agent, the initial protocol included 12 distinct endpoints, creating . Recruitment
substantial burden for participants and investigators.
25% faster enrollment rate
Through a structured QbD review process involving oncologists, :
b . . s Ana |y5|s
statisticians, and patient advocates, the team identified that P
several endpoints provided redundant information while — cl , , :
. . . . earer interpretation of primary outcomes
contributing to patient burden and data noise.
The refined protocol featured 5 carefully selected endpoints Retention

focused on the most critical efficacy and safety measures. 12% improvement in participant retention

©  The streamlined protocol not only reduced participant
burden but also improved statistical power by focusing

@I:l @@ E R Q_ resources on the most meaningful endpoints.
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PATIENT AITHORIATION FORIM

W \\\\\\E‘\\\\\\

\\

>~ @819 NTTUIMMNITVDAMNIBYANNNAMNKENY

\

ﬁfﬂ%’ﬂmaammuwa%wﬁwamﬁ‘unﬁjw@“ﬂﬁmﬁﬁﬁﬂalmwmjmﬁn6] Lﬁalﬁl,%ﬂa’hvﬁﬂavlﬁaU'NLWTQ%G
@ 1 %] (%] i oA U 1 = A v
TalguanmuriisnanawmIsanwuulniivaliawitsuwasianunoltasnnndn

5
119 Consent NAFEU LLaE 33UIN
Initial form creation S'mi'au'*ﬁal,aual,l,mmﬂ;gvﬁ'ﬁ'm

24 %
Redesign Deploy
ﬂ%’uﬂ@umuﬂa‘?ﬂﬁdmdmﬁu Final consent

O QbD principle: "Participant understanding is critical to ethical and scientific quality."

Outcome: QL"]Tﬂiastmm@”@ﬁusLﬁlvl@TashdLwTﬁ]'%dLLa:a@lmsnamﬁLLa:mﬁadL'%gu@Tma‘%ﬂﬁﬁu
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7. Risk Proportionality:
Adopt proportionate approaches to the conduct

* Proportionate Process: ﬂivmumiaﬁ]smmuﬂaﬂumwmaawawmmﬂu NIZUIUNTT HIAINIT ULASUUINNNITNAGEINNA[LN

FEMINNINARBINALAINA A VBIVOYATITIUTIY (winms 7.1) ﬂQ’J‘ﬁ%’]Lﬁuﬂﬁﬂuﬁ/ﬂ‘lﬂmwﬁﬂuﬂﬂﬁuﬂQ’]ﬁJLgﬂﬂﬁﬁ,ngﬁ’]i')N@“’

* Risk management: mﬂwmwmwﬂummLaemw,ﬂawaaﬂumwm

' v o o o v dl = tdl
3398 dmsunInaagsiinesvesiugtieasivanuddgyiuainuded 165y UWAZAIMNATATYUIANTAYANTILTIN LAZUANLALIN
Lﬂuﬂg”lﬂ’ﬂllLﬂENVlLQEJ'J‘ZJENﬂUﬂ’]imLQj/l’Nﬂ’]iLLWV]EJWmUiﬂG] ANYLEDIN i fusiafidng Lym e
Wewosturdnsundilylunsideilanseygalndmune Welvluuum MISNENINLUR B LITTINILA S INE

%@ﬂﬂ?ﬁﬁﬂﬂﬁ@\?‘ﬂ%ﬁﬂﬁﬂﬂa’]ﬁ]LL@ﬂGH\T{]Wﬂﬂ’]'ﬁ@]LLaNU')ﬂm'ﬁJUﬂ(ﬂ WaAITUILN
NATUN (ndnnis 7.2)

 Critical to Quality factors: mfmLammaffamamﬂmmaﬂmmwmﬂmw
miammimwmLLast‘ULuauﬂwuﬂmmaﬂmmﬂummmmmwaqmn
NISNABDIUSUAUTY (winnns 7.3)

* Feas1ble Process: ﬂivmumimaaqmimmiamLuum'ﬂmmmv
NANLALIAUTULOU TURDY LLﬁ”ﬂ']i'i'JUi’)iJ‘UE]@JaVIVLQJ‘i]”IL‘ﬂu NIEUIUNTT
W@aaqmsauuaumwﬂiy@waﬂ‘uaamimgﬂaq mauuauumsa%immi
aﬁwmsvmimnﬁﬂﬂﬂumLmi’mmiwwavmw

@H@@E@ g
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8. The Protocol: Blueprint for Success

Foundation Scientific Objectives
mseenuuullsinreainfdunugiui TMUTEAIANIINGIMEATVDINTT
ddymonisuntasyinnsmiidouas naaadla AIsTARuLaysyyLIoes
msasiadnsidedola toululusianes

Clear and Concise

lWslareamsnaasanandin maamuuwumaLaﬂmimmumimmumimu
TusTnAoa (BU WHUNTIATIEINNEDR WNLN1TIANITTOLD WHLNITAARL) Fzmas
Faau nsedu uardianudululalunsufifan (feasible)

Clinical trials should be described in a clear, concise and
operationally feasible protocol.

F(

SIDCER )}
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9. Generate reliable results

Quality and amount of
Information generated

Fit for purpose uaziinananaz
a%wmmw”ulaﬂuwaa”wﬁuazaﬁ'uagu

o A Aa
nIaFNlANG

. Computerized system

TLUUABNNILA DTN T LHN1INARDINIIARANATT

wnzaunuiaglizad uazfadodanyde

QRLJ'I’]W?J a\ﬁ?.:‘]_l‘]_lﬂ',]ivlﬁ%’llﬂ?i‘ﬁﬁ]’]i%’]l%ﬂ’ﬁ

aanuUURIalTulTRIRIUNIINaaaINIIAaTn

Lﬁalﬁﬁﬂﬁ]ﬁammauyizﬁmaam”ayjamsmaaoﬁ
\fisatas (integrity of trial data)

. Retention of Essential Records

Wushentuinndag liagrslaaansa
AL N TR UAUDIN U smuﬁwﬁ’ugua

U [ d' 9/04' =1
uazwIaNlvaTaray Nalwiwlaniay
PLTaNavaINANITIAL

Data capture and management

suLUAznIzUIRMIlumMITIuINTaYa

0N UazlATEETaY AR TN ENAL

TanUszaed samw*ﬁagamuﬁﬁmu@vﬁ
lulislanas uazthldUualuansmen
au@;aﬁ‘um’mLﬁﬂa@ia;jnﬁiwua:

ANNAAYVITEYANLAY

Management of records
NITUIUNNTIAMIUWNNNTUTZENT AN
LL@:L%T&JLL°ﬁ<1Lﬁalﬁﬁﬂﬂummgﬂﬁm
amysrﬁmaof’ﬁaga FNINATIIRAL
FOURAT LASTINARIULAAR LAITUNNT

\ U 9

A 7 =1
Unifaawalwriu1snTesnu Ganuuay
ﬁuﬂvuiagavlﬁasmgﬂﬁm

. Transparency of clinical trials

* amzdounaassunauugiudayaniiinng

ladnsuazlasuniteausu
J ﬁammamiﬂ@aaalﬁ@m‘fﬁ’mmwu
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10. Roles and responsibilities

Transfer or delegation

O yatfuamyuenalowndeyiduenausumngnu wndl viiemehauusauniean

v v

wagETUAY LAY ;ﬁfﬂaaqmﬁmm%’uﬁmadmaiwﬁm%’uﬁaﬂﬁmﬁtﬁmmaa

Agreement
VOANAIAITIEYUNUM AaNTIU LLavmﬂmUwmsuausueqmsmaeqmmauﬂ Roles and I'eSpOHSlblh'[ICS 1n
amwmw LazAsdinsTuTines gy iuﬂimwumﬂaumauawma . -

clinical trials should be clear
mmﬁﬂ‘wﬂ‘u CRO mmsuwmﬁaaiﬂ,umimLuumimaaa msaumﬂmm‘w ]
LLauﬂ’NﬂJﬂﬂW@ﬂ%@ﬂ@iﬂﬁﬂﬁﬂﬂﬁ@ﬂ mmﬂaaﬂuwauuauumamaammmﬂu and documented approprlately.
Oversight

wauayuvdoyITemsguarioriuguaianssuiinaniensnue ez

Screening Informed consent Blood taking Recruitment
Nurse Traditional Doctor Nurse and Doctor Doctor

SIDCER £
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_ AP AU GMP,
11. Investigational Products - 13 Product
. AANIT specification
a o
Manufactured GMP - Apgeamiusn uay Afunly

o . Uslnroa
a o e aa a a a
Namﬂm%whﬂumiwmaaqmmammiwammmmmg’m GMP Ny

Retain quality of investigational product (IP)
miummﬂmwaimmhmwamﬂm%mﬂumimaawuaﬂwﬂumL‘msmmi
VINBBITIAIAUNINLAY

Use in accordance with protocol

AslranN N lnlun1snaasulUuslnAeaLaLENAISNISNARBINNEIVDY

Manufacturing, handling and labeling
AMSHER NITANNT warnIsARRaINNERSu T luNSVAaBeRIsAIuNNS Y

SnwaENaennanIiu treatment assignment wagsnwinisundala (blind) w1nd

IP labeling

mimamﬂwamﬂmmﬂ‘rﬂuﬂﬁmaaamiﬂgummmam%ummaﬂgwmamﬂmmaq

Process of IP handling, shipping, storage

ﬂ’JiﬂJﬂ’ﬁGﬁLU‘NﬂTﬁW]lIiJW]‘iﬂTWILi/iii,J’]uﬁﬁJLWE]I%LLUGLGU’NNaﬁﬂmsﬂﬁ/ﬂﬂum'ﬁ
NaaedlaTuNISSANITLAL S IR aY



Changes for IRB/IEC in R3

1. Risk-Based Ethical Oversight

Adopt ‘Risk-based Approach’

1;;\1Lﬁuvl,ﬂﬁmsmaaoﬁﬁmﬁmﬁmgwa;ﬂ“vﬂ”ﬂs"sw%aﬁmﬁaammuﬁsﬁ‘usﬁau
a o % Ad tﬂl (I; R £ va a a
NMIATIIRAUMVUNAF IR ITUNITNARDINTAMNNLFLIGN EJ’]ﬁ]vl@]SiJﬂ’liﬂiiJﬂEﬂ%Nﬂizﬁ'ﬂ‘ﬁﬂ’]‘w
£ { o o & v { o @ 4
WNPUNIIARTINAUAZNININTNNTRIRN LN INaaadINdanufmaLazLFe G

‘Flexible and efficient methods’ for continuing review of
ongoing studies, streamlined processes for lower-risk trials and prioritizing trials
with higher risks or critical safety concerns

@U@@E@ $
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2. Participant- Centric Appropriate

Ensure trials are designhed and conducted in a participant-centric manner

. Minimizing participant burden . Enabling access to trial participation

Include flexible visit schedules and less invasive procedure Vulnerable group

. Trial design

Evaluating whether patient and stakeholder engagement in trial design sufficiently addressed

participant needs and potential barriers to participation

SIDCER ¢ ;
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3. Enhanced Oversight of Informed Consent

. Updated responsibility . Innovative Consent

Ensure that the Review consent method such as
‘Informed consent Electronic or remote consent tools,
process’ accounts for to verify their adequacy, security,
modern trial and compliance with regulatory
complexities requirement

. Consent process

Ensure that the consent process provides clear information tailored

to participant populations, especially for trials
using digital health Technologies or decentralized approaches

. Assent review

Ensure that the assent information is appropriate for age, maturity
and psychological state of the minor.

@ Made with Gamma



4. Use of Technology

M - i

Fit for Purpose Secure Protect Privacy

Protection of participant data and privacy

Validity and reliability of electronic systems used for trial data collection

and participant monitoring

Ethical review of technology-specific risks to participants, particularly in

Trials involving wearable devices and apps

SIDCER ¢ ;
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5. Oversight of Data Monitoring
and Reporting

Data safety monitoring Plan

1 Assess the adequacy of the plan

DSMB

Real time procedure

Review procedures for ensuring participant safety in real-time

especially for high risk or complex trials, DCT

Ensuring that sponsors and investigators have adequate mechanisms in
place to monitor and report adverse events or new risks during the trial

REC: Review Ongoing updates to safety information



6. Increased focus on Vulnerable

participants
Justification Safeguards
Ensure trial involving Evaluate appropriateness
Vulnerable participants of safeguard
account for their specific
needs

Risks and benefits

Risks and benefits are appropriately balanced for these population

@ Made with Gamma




7. Transparency and communication

Investigator Sponsor

IRB decision and required modification. 2 IRB decision and required modification.

Regulatory 4 Participants
Safety updates, protocol deviations 3 Critical trial information affecting
or ethical concerns their safety or rights, when necessary

Enhanced expectations for IRB to promote ‘ transparency in ethical review process and

@H @@ER } strengthen communication with other stakeholders
<

Globalizing Ethics for Health Research .
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8. Post-Trial Responsibilities

Greater emphasis is placed on IRBs/RECs evaluating ‘post-trial responsibilities’
before trial approval:

Ensure that there are appropriate plans for post-trial access to investigational

1 products when relevant.

[DoH -34: In advance of a clinical trial, post trial provision must be arranged for all participants who still heed an
intervention identified as beneficial and reasonablly safe in the trial].

Review if participants will receive adequate communication on study results,
including any findings that may impact their health

Globalizing Ethics for Health Research ’

@ Made with Gamma



Changes for Investigators

1. Enhanced Oversight of Delegated Tasks

Proper Documentation Ongoing Supervision
Delegate tasks with careful documentation. Maintain supervision to ensure GCP compliance.
Ensure qualifications and training for assigned tasks. Adjust oversight based on risk and data importance.

The level of oversight should reflect the risks to participants and the importance of data reliability.

SIDCER § }
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Changes for Investigators

2. Informed consent

Paper or electronic

Use simple language

Avoid unnecessary volume and complexity

FU procedure and data handling for participants
who withdrawn

The trial results and information on the participants’
actual treatment will be made available to them
should they desire it.

Varied approaches

- Text, images, videos and other interactive methods

« Characteristics of the potential trial population( e.g.
participants may lack familiarity with computerized system)
and suitability of the method of obtaining consent

When computerized systems are used to obtain
informed consent, participants may be given option

Globalizing Ethics for Health Researc h

SIPDCER )

P( to use a paper-based approach as an alternative

@ Made with Gamma



Enhanced Participant Protection
and Engagement

. Rights, Safety, Well-Being

Strengthened language emphasizing respect and
protection throughout trial participation

. Comprehension Assurance

Layered information delivery, multimedia, and
comprehension checks encouraged for informed
consent

. Re-Consent Processes

Documented procedures for adaptive designs and
emerging safety information

@ Made with Gamma



3. Participant-Centric Approach

Patient-Centered . Flexible Scheduling
Practices

Offer remote visit options.
Improve experience,

recruitment, and retention.

. Protect Well-being

Focus on participant dignity and rights.

Incorporating patient needs through flexible scheduling can
significantly improve trial participation and retention.

@ Made with Gamma




4. Greater Use of Technology

\“/ - i

Fit for Purpose Secure Protect Privacy

Ensure technology is validated and secure.
Protect participant confidentiality and data privacy.

Assess impact on workflow and engagement.

@ Made with Gamma



5. Risk-Based Approach to Investigator
Oversight

Prioritize Protection

| ¥
1

.
)

1 Protect participants.

Ensure data reliability.

Identify Risks
Proactively identify risks. REGULATIONS

Mitigate Risks

Mitigate risks to participants.

Managing operational aspects of the trial involves prioritizing activities that
protect participants and ensure data reliability.




C%4

¢ an
mmauy‘smmmi’l’ayaua%zuuﬂ%ﬂa

van ALCOA+

Digital Validation

v 9

9‘3 ﬂ@]@ﬂ%ﬂﬁﬁ]\‘i’jﬁl"’ﬁ@l}ﬁ . A329FALANNYNADIVDITZLY

Attributable - szyrvinle
e Legible - swlamaian Audit Trails

o K 1
 Contemporaneous - tuin daamumaildswulasdaya

IR

e Original - duaiiu
e Accurate - gﬂﬁaumuijw Cybersecurity

mmﬂaamﬁﬂumﬁaga
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6. Improve Safety Reporting and

Safety Participant Monitoring
S t a rt S Clear Reporting Monitor Health

Meet expectations for adverse Adjust care as needed.

events. : " 8
Ensure correct |nvest|gat|onal

[ ]
W I t h Report new safety product use.

information.

Yo u Collaborate with IRB

Submit detailed safety reports.

Ensure timely identification and reporting of adverse events to the

@H@@E@ g.‘ sponsor and relevant authorities.

Globalizing Ethics for Health Research
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Investigator Role in Risk Management

Continuous Risk Evaluation

R3 expects ongoing participation in risk identification
and mitigation — not only at study start-up

Key Responsibilities

 Identify site-specific risks
* Document mitigation strategies

e Communicate with sponsor and ethics committee

* Monitor effectiveness throughout trial

@ Made with Gamma



7. Flexibility in Monitoring Visits

1 Adapt to Remote Visits
2 Secure Systems

3 Preserve Confidentiality

Adapt to remote monitoring visits by sponsor.
Make trial materials available through secure systems.

Preserve data confidentiality.

SIDCER § ;
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8. Documentation and Record Keeping

Real-time Maintenance 1 Essential Documents
Ensure accuracy. 2 Maintain and retain.
Data Storage 4 Audit Trails
Meet archiving requirements. 3 Control versions.

@U@@E@ b4 , Implement electronic document management.

Globalizing Ethics for Health Research
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Essential Documents: Modern Record Keeping

Electronic Records Documented Traceability Proportionate

. . o : Documentation
Greater flexibility — records may be Maintain clear trails for data, delegation ocume 0

digital if reliable, retrievable, and logs, training records, and Effort should match trial risk and

verifiable communications complexity — avoiding unnecessary

burden

@ Made with Gamma



9. Enhanced Collaboration and Transparent Communication

Investigator

Central role in transparent
information flow

Regulatory Authorities

Compliance and transparency
standards

W

Sponsor

Partnership in quality and risk
management

Ethics Committee

Prompt reporting of quality and
safety issues

Investigators must report not only serious adverse events but also significant quality or risk issues
affecting participant safety or data reliability



Summary: Key Investigator Responsibilities Under GCP R3

Domain
Quality
Oversight

Risk

Data
Participant
Documentation
Training

Collaboration

Key Change for Investigator

Quality by Design and Critical-to-Quality implementation
Documented supervision of delegated tasks and vendors
Proportionate, continuous risk management throughout trial
ALCOA+ principles, digital validation, cybersecurity
Enhanced comprehension, layered information, re-consent
Proportionate and traceable electronic records

Ongoing competency verification and documentation

Enhanced communication and proactive reporting
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Lm'amamsu‘%msqmmwLmuaa ANLA Y

Risk-Based Approach to Quality Management throughout
the CT process

szuifaadaﬁ'lﬁ'm
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RISK ASSESSMENT
CHECKLIST

z Identify hazards

z Assess risks

z Implement controls

Review
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Enhanced Oversight of Vendors and Third Parties
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Integration of Technology and Data Management
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Incorporation of Patient-Centric Approaches
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Documentation and Transparency Enhancements
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msaiuayumsnaassnuaainuuunszaegud (DCTS)

Sponsors are now expected to integrate decentralized
approaches when relevant (e.g., remote visits, digital data
collection tools) to help streamline trials and reduce
participant burden.
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Sponsor Oversight of Trial Master File (TMF)

Trial Master File (TMF)
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Focus on Participant Safety and Data Integrity
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Benefits of ICH GCP Adherence @@@

. Data Quality

Enhances data quality and reliability, leading to more trustworthy results.

. Participant Protection

Protects the rights and well-being of trial participants,
upholding ethical standards.

. Regulatory Acceptance

Facilitates regulatory acceptance globally, enabling broader
access to new treatments.

' Ethical Research

Promotes ethical research practices, fostering public trust in clinical trials.







