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There is more to ICH 
than GCP
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ICH Guidelines
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ICH Development Process

C Consensus Building – Technical DocumentStep 1

a. ICH Parties consensus on Technical Document                                     

b. Draft Guideline adopted by regulators
Step 2

R Regulatory consultation and DiscussionStep 3

Step 4
Adoption of an ICH Harmonised 

Guideline

Step 5 Implementation
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ICH Reflection Paper – upcoming 
E8 & E6 changes

Reflection Paper Released 12th January 2017

E8

• Not updated since 2007

• Data Quality Considerations not included

• High Level Guidance - Roadmap to applicable other 
ICH Guidance

• Plan to identify Critical To Quality Factors [CTQF] 
for Risk Based Management

• Status: Step 3 Consultation closes October 2019 –
Stakeholder meeting 31st Oct 2019

• Step 4 anticipated June 2020
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ICH Reflection Paper – upcoming 
E8 & E6 changes

E6 – E6R2 released November 2016

• Focused on RCT for Regulatory Submissions – to 
be updated to reflect alternative research designs 
and purposes [e.g. Non Interventional; Real World; 
Health Care Economic.  

• Currently much of this research is outside of the 
regulations

• Retain & Strengthen Risk Based Guidance

Overarching Principles Document & 3 Annexes 
proposed
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ICH Reflection Paper – upcoming 
E8 & E6 changes

E6 Overarching Principles

• Risk Based Approach

• Reference to E8 and CTQFs

• Trial design & Objectives strongly influence CTQFs

• Time Line: start once E8 is at step 2b [Oct 2019]

Annex 1 - Traditional Interventional Trials

• Risk Based Approach

• include E6R2 updates and additional clarifications

Time Line: once E6 overarching principles is at step 
2b [? 2020]
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ICH Reflection Paper – upcoming 
E8 & E6 changes

Annex 2 - Non Traditional interventional Trials and or Data 
Sources

• e.g. Pragmatic Clinical Trials and Real World Data sources to 
supplement or replace data collection within the trial.  

• Objectives may be for regulatory purposes or broader research

• Time Line: once E6 Annex 1 is at step 2b [? 2020/2021]

Annex 3 - Non Interventional Trials

• Observational studies; Registries

• Use of alternative data sources e.g. EHR & Claims Data

• Data for practice & policy but may also be used for post marketing 
safety

• Protocol compliance and monitoring expectations to reflect use of 
marketed products with better known safety 

• Time Line: once E6 Annex 2 is at step 2b [? Late 2021]
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ICH Efficacy Guidelines

• The ICH Efficacy guidelines cover the design, 
conduct, analysis and reporting of clinical 
studies. The guidelines should be used in an 
integrated manner rather than one or other 
guideline or subsection being focussed on in 
isolation of the others. 

• E8(R1) provides an overall introduction to 
clinical development, designing quality into 
clinical studies and focusing on those factors 
critical to the quality of the studies.
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So what is planned for E8

• Incorporation of most current concepts for 
achieving fit-for-purpose data quality as one of the 
essential considerations for all clinical trials. 

• Identification of a basic set of critical-to-quality 
factors that can be adapted to different types of 
trials to support the meaningfulness and reliability 
of trial results and to protect human subjects

• Address a broader range of trial designs and data 
sources

• Provide an updated cross-referencing of all other 
relevant ICH Guidelines that should be referred to 
when planning clinical studies.
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Guideline Objectives

• Describe internationally agreed upon principles and 
practices to facilitate regulatory acceptance. 

• Provide a guide to all of the ICH Efficacy Guidelines. 

• Provide guidance on the consideration of quality in the 
design and conduct of clinical studies, including: 

• Identification of factors critical to the quality of the 
study. 

• Management of risks to those factors during study 
conduct. 

• Provide an overview of the types of clinical studies 
performed during the product lifecycle, including: 

• Study design aspects that support the determination of quality 
factors critical to ensuring the protection of study subjects and 
ability to meet the study objectives. 
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Key Principles

• Protection of clinical study subjects is a shared 
responsibility (investigators, sponsors, 
IRB/IECs). 

• Clinical studies should be designed, 
conducted, and analysed according to sound 
scientific principles and reported appropriately.

• Consulting with patients and/or patient 
organisations in the design, planning and 
conduct of clinical studies helps to ensure that 
all perspectives are captured. 
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6.1.4 Access to Interim Data

• Inappropriate access to data during the 
conduct of the study may compromise study 
integrity. 

• In studies with planned interim analyses, 
special attention should be given to which 
individuals have access to the data and results.

• Even in studies without planned interim 
analyses, special attention should be paid to 
any ongoing monitoring of data to avoid 
inappropriate access.
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Development Plan

• Across the product lifecycle, different types of 
studies will be conducted with different 
objectives and designs. 

• Depending on the study objectives and the 
position of the study in the overall development 
plan, the data sources may vary. 

• For purposes of this guideline, the 
development plan is considered to cover the 
entire product lifecycle and include non-clinical, 
clinical, and post-approval studies.
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Logical Development

• The cardinal logic behind serially conducted 
studies is that the results of prior studies 
should inform the plan of later studies.

• Emerging data will frequently prompt a 
modification of the development strategy. 

• For example, results of a confirmatory study 
may suggest a need for additional human 
pharmacology studies.
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Move away from Phase I-IV 
Descriptors
Reminders

The phase concept is a description, not a set of 
requirements

Temporal phases do not imply a fixed order

Descriptors more based on study objectives

• Human Pharmacology

• Exploratory

• Confirmatory

• Post Approval
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Clinical Studies require

• Clear pre-defined study objectives that address the primary 
scientific question(s)

• Selection of appropriate subjects that have the disease, 
condition, or molecular/genetic profile that is being studied 

• Methods to minimize bias such as randomisation, blinding 
or masking, and/or control of confounding factors 

• Endpoints that are well-defined and measurable, and 
methods of assessment of those endpoints that are 
accurate and able to be implemented with minimal reporting 
or measurement bias. 

• Clear understanding of the feasibility of the study

• Selection of suitable investigator sites, 

• Quality of specialised analytical and testing facilities and 
procedures

• Processes that ensure data integrity.
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2.3 Patient Input into Study 
Design
• Consulting with patients and/or patient organisations in the 

design, planning and conduct of clinical studies helps to 
ensure that all perspectives are captured.

• Patients’ views can be requested on all phases of drug 
development. 

• Involving patients at the early stage of study design is likely 
to increase trust in the study, facilitate recruitment, and 
promote adherence.

• Patients also provide their perspective of living with a 
condition, which contributes to the determination of 
endpoints that are meaningful to patients, selection of the 
right population, duration of the study, and use of the right 
comparators. 

• This ultimately supports the development of medicines that 
are better tailored to patients’ needs.
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Quality by Design of Clinical 
Studies
• Quality of a clinical study is fitness for purpose. 

• The quality of the information generated should be 
sufficient to support good decision making. 

• The quality of a study is driven proactively by 
designing quality into the study protocol and 
processes. 

• Critical to quality factors should be determined for 
each study. 

• Risks that threaten the integrity of the critical to 
quality factors should be identified and managed in 
a proportionate manner.
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Critical to Quality Factors

• A basic set of factors relevant to ensuring study 
quality should be identified for each study. 

• These critical to quality factors are attributes of a 
study whose integrity is fundamental to the 
protection of study subjects, the reliability and 
interpretability of the study results, and the 
decisions made based on the study results. 

• These quality factors are considered to be critical 
because, if their integrity were to be undermined 
by errors of design or conduct, the reliability or 
ethics of decision-making would also be 
undermined.
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Focus and Tailor

• Discourage inflexible “one size fits all” approaches 
that undermine creation of specific strategies and 
actions intended to effectively and efficiently 
support quality in a given study.

• Consider whether nonessential activities may be 
eliminated from the study to simplify conduct, 
improve study efficiency, and target resources to 
critical areas. 

• Rigorously evaluate the study design to verify that 
planned activities and choice of data to be  
collected are essential. 

• Deploy resources to identify and prevent or control 
errors that matter.

The Institute of Clinical Research ©



Perfection?

• Perfection in every aspect of an activity is rarely 
achievable or can only be achieved by use of 
resources that are out of proportion to the benefit 
obtained. 

• The quality factors should be prioritized to identify 
those that are critical to the study, at the time of the 
study design

• Study procedures should be proportionate to the risks 
inherent in the study and the importance of the 
information collected. 

• The critical to quality factors should be clear and 
should not be cluttered with minor issues 

• extensive secondary objectives or processes/data 
• collection not linked to the proper protection of the study 

subjects and/or primary study objectives
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3.3.1 Establishing a Culture 
that Supports Open Dialogue
• Create a culture that values and rewards 

critical thinking and open dialogue about 
quality and that goes beyond sole reliance 
on tools and checklists.

• Choose quality measures and performance 
indicators that are aligned with a proactive 
approach to design. For example, an 
overemphasis on minimising the time to first 
patient enrolled may result in devoting too little 
time to identifying and preventing errors that 
matter through careful design.
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