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n = i ICH Reflection on “GCP Renovation”: Modernization of ICH E8 and Subsequent

Renovation of ICH E6

GCP Renovation January 2017

~ ICH Reflection on “GCF Renovation”: Modernization of ICH E8 and Subsequent

Description - This Reflection Paper was endorsed by the Assembly in January 2017. Introduction

The ICH Reflection Paper on Good Clinical Practice (GCP) "Renovation” cont This paper outlines an approach to potential renovation of the ICH Guidelines related to clinical trial design,

further modernisation of the ICH Guidelines related to clinical rial desian. pld  planning, management, and conduct. The scope of the renovation would include the current E8 General
conduct. The scope of the renovation includes the revision of the current E8
Clinical Trials, and the further revision of the E6 Guideline for Good Clinical F ) _ _ _ _ —— e
revised in November 2016 as E6(R2). updated guidance that is both appropriate and flexible enough to address the increasing diversity of clinical
trial designs and data sources that are beinﬁ employed to support reEuIatorx and other health policy

decisions. The underlying principles of human subject protection and data quality would remain.

Considerations for Clinical Trials and the E6 Guideline for Good Clinical Practice. The ﬁoal is to provide

For the EB(R1) Concept Paper and Business Plan, please refer io the EA(R1

The goal of the potential renovation is to provide updated guidance that 5 bdl  |CH believes that the proposal outlined in this reflection paper would largely address concerns recently
enough to address the increasing diversity of study types and data sources tf

support regulatory and other health policy decisions, as appropriate. The und
subject protection and data quality would remain. February 2016 letter to ICH, these stakeholders conveyed concerns that the current ICH E6 guideline fails

expressed by some research organizations and an international consortium of health researchers.’ In a

to sufficiently recognize variations in the level of risk for participants in different types of trials and allow
corresponding flexibility in managing the risks. Another major concern was related to E6’s limited scope. It
was felt that a guideline entitled “good clinical practice” should more holistically address the planning and

conduct of clinical trials.
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1.OBJECTIVES OF THIS DOCUMENT

——
ES8(R1) Draft Guideline&. EREREAERO—A%IEET (Z)

1.AK55DE/

1.Describe internationally accepted principles and
practices in the design and conduct of clinical studies that
will facilitate acceptance of data and results by regulatory
authorities

1LEHEBISEDT—REREDZIFTANZRES S, FEREAERD
THALVEERICEAT SEBEMICZT AN DRI EE ARG SH
Y% d &

2. Provide guidance on the consideration of quality in the
design and conduct of clinical studies across the product
lifecycle, including the identification during study planning
of factors that are critical to the quality of the study, and
the management of risks to those factors during study
conduct

2 RBRDHEERETORBROEICHIIEELAFORESL., RER
EPDZENOAFICXHTHIRIDEREZSL ., EE R (product)
DIATHAIINEBLI-FBERRAEBRDTH A LEHICEITHE DR
STCEId SISt EIRHt T S5

3.Provide an overview of the types of clinical studies
performed during the product lifecycle, and describe the
aspects of those studies that support the determination of
which quality factors are critical to ensuring the protection
of study subjects, the integrity of the data, the reliability of
results, and the ability of the studies to meet their
objectives

BEEMDIATIAVINZFE LTRSS HEERAERDIEFEF DL
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D= (integrity) . FERDIEFEME R UEHERD BHHIZZERT 5=
DEENZRIAT H=DICITEICETEIEDEFAEETHAHANDIR
ErxiEd 2-ODAEZERERT HE

4. Provide a guide to the ICH efficacy documents to
facilitate user's access
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4. DRUG DEVELOPMENT PLANNING (3&#r)

Efficient drug development usually requires appropriately planned interactions with regulatory authorities
throughout development, both in relation to planning early as well as later studies including post-approval
studies. This is particularly important for multiregional studies to ensure the study design is aligned with
regional regulatory requirements.

A drug development plan describes all aspects of the development of a product from the target product profile
through post-approval activities. The plan is usually prepared prospectively and updated as the development
progresses and new information becomes available. The plan generally includes characterisation of
formulation development, non-clinical studies required to support the evaluation of the product in human
clinical studies and to support product approval, clinical studies designed to support the demonstration of
efficacy and safety in the relevant patient population, studies in special populations (e.q., paediatric
populations), regional considerations for product commercialisation (e.g., health technology assessments),
and post-approval studies.

It is important to ensure that the experiences, perspectives, needs, and priorities of stakeholders relating to
the development and evaluation of the drug throughout its lifecycle are captured and meaningfully
incorporated into the development programme.

5179140 2R z@UIzDevelopment PlanD{ERLE KRR
e
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5. DESIGN ELEMENTS FOR CLINICAL STUDIES

Study objectives impact the choice of study design and data sources, which in turn impact the strength of a
study to support regulatory decisions and clinical practice. This section presents important elements that
define the design of a clinical study. It is intended to assist in identifying the critical to quality factors necessary
to achieve the study objectives and the protection of study subjects, while also enabling flexibility in study
design and promoting efficiency in study conduct. This document does not discuss all possible study types
that may be included within the drug lifecycle. The elements outlined here are expected to be relevant to study
types and data sources in use in clinical studies now, and that may be developed in the future.

Clear objectives will help to determine the study design and conversely, the process of specifying the design
may help to further clarify the objectives. Objectives may need to be modified as practical considerations and
limitations are revealed.
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26* Industry-sponsored pediatric trials currently enrolling in Japan

)
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Taken from
Clinicaltrials.gov search
Jun 25, 2019

Search Term: Pediatric

Funder Type: Industry
Study Status: Recruiting patients

* Author acknowledges that this ct.gov data
may not represent a full picture of total trial
activities; provided here as an illustrative
example
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3.1. Quality by Design of Clinical Studies

Quality is a primary consideration in the design, planning, conduct and analysis of clinical studies and a
necessary component of clinical development programmes. The likelihood that a clinical study will answer the
research guestions posed in a reliable manner, meaningful for decision makers and patients, while preventing
Important errors, can be dramatically improved through prospective attention to the design of all components
of the study protocol, procedures and associated operational plans.

Quality should rely on good design and its execution rather than overreliance on retrospective document
checking, monitoring, auditing or inspection. These activities are an important part of a quality assurance
process but are not sufficient to ensure quality of a clinical study.

3.2. Critical to Quality Factors

A basic set of factors relevant to ensuring study quality should be identified for each study. Emphasis should
be given to those factors that stand out as critical to study quality. 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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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, which should continue throughout the duration of the study.
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.

3.3.3 Engaging Stakeholders in Study Design

Clinical study design is best informed by input from a broad range of stakeholders, including patients and
treating physicians. It should be open to challenge by subject matter experts and stakeholders from outside,
as well as within, the sponsor organisation.

7. CONSIDERATIONS IN IDENTIFYING CRITICAL TO QUALITY FACTORS (&xfIDE 2L wh)

I Engagement of all relevant stakeholders, including patients, is considered during study planning and design.
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E8 General Considerations for Clinical Trials
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