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Abstract
Background The International Council for Harmonisation of Technical Requirements for Pharmaceuticals for Human Use 
(ICH) is undertaking a major revision of ICH E6 Good Clinical Practice (GCP) decided to involve external stakeholders in 
ICH-GCP renovation. Activities such as surveys and public conferences have taken place in the United States, European 
Union, and Japan. For stakeholder engagement in Japan, a designated research group conducted a survey of academic 
stakeholders.
Methods A total of 105 academic stakeholders from 18 institutions responded to the survey. The research group developed 
recommendations reflecting the survey results and the opinions from patients and the public.
Results The survey showed the top four principles needing renovation were (i) informed consent (Chapter 2.9, 12.4% of 
respondents believed it needed renovation), (ii) systems for quality assurance (Chapter 2.13, 9.5%), (iii) information on an 
investigational product (Chapter 2.4, 5.7%), and (iv) procedures on clinical trial information (Chapter 2.10, 5.7%). The top 
three sections identified as needing renovation were: (i) informed consent (Chapter 4.8, 27.6%), (ii) monitoring (Chapter 5.18, 
22.9%), and (iii) composition, functions, and operations of the ethics committee (Chapter 3.2, 14.3%). Recommendations 
included clarification of ICH-GCP’s scope, proportionality in various aspects of clinical trials, diversity and liquidity of 
ethics committee members, modernization of informed consent procedures, variations in monitoring, and regulatory grade 
when using real-world data.
Conclusion The recommendations from Japanese investigators and patients have been submitted to the ICH E6 Expert 
Working Group, which will strengthen the robustness of the GCP renovation. 

Keywords International Council for Harmonisation of Technical Requirements for Pharmaceuticals for Human Use · Good 
Clinical Practice · Clinical trial regulation · Real-world data · Remote monitoring

Introduction

The E6 Good Clinical Practice (GCP) guidelines issued by 
the International Council for Harmonisation of Technical 
Requirements for Pharmaceuticals for Human Use (ICH) 
are widely accepted as a global standard for ensuring the 
protection of human subjects and reliability in clinical trials 
of medicinal products [1]. As a founding member of ICH, 
Japan has the second largest drug market in the world [2] and 

has been deeply involved in the revision of all ICH guide-
lines. ICH-GCP has been adopted in Japan as the Ministerial 
Ordinance on Standards for the Conduct of Clinical Trials 
on Medicinal Products (Japanese GCP). It is regarded as an 
extremely important rule for conducting industry-sponsored 
and investigator-initiated clinical trials, where the trial data 
are intended to be submitted to regulatory authorities for the 
new drug application.

The original ICH-GCP was enacted in 1996. It had not 
been fully amended for approximately 25 years, although an 
integrated addendum on risk-based monitoring and electronic 
document management was incorporated as Revision 2 (R2) 
in 2016. However, changes in the environment surrounding 
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drug development and clinical trials have generated urgent 
demand for a major ICH-GCP revision. A paper entitled “ICH 
Reflection on ‘GCP Renovation’: Modernization of ICH E8 
and Subsequent Renovation of ICH E6” was published in 2017 
[3]. Subsequently, ICH-E6 (R3) was formally adopted as a 
new topic at the ICH Amsterdam Assembly in June 2019. The 
Management Committee approved a concept paper [4] and a 
business plan [5] at the November 2019 ICH meeting in Sin-
gapore. At that meeting, an expert working group (EWG) for 
ICH-GCP revision was established.

The ICH is an organization whose members include regula-
tory authorities and pharmaceutical industries, but its guide-
lines have a significant impact on other stakeholders such as 
academic researchers and patients. In the usual ICH guideline 
development process, input from these stakeholders was sought 
through public comments at a stage when the draft guidelines 
were fixed. However, for reflecting the stakeholder opinions in 
the main body of the guidelines, it would be better to incorpo-
rate them starting from the initial drafting stage. In this context, 
the ICH decided that the EWG would deeply involve external 
stakeholders in the process of ICH-GCP revision [6].

Stakeholder engagement was implemented in the United 
States, European Union, and Japan. The Ministry of Health, 
Labour and Welfare (MHLW) of Japan organized a special 
research group for reflecting the Japanese stakeholders’ opin-
ions efficiently. The group conducted a survey on ICH-GCP 
among Japanese academic investigators and made recommen-
dations for including the opinions of patients and the public. 
Here we summarize the survey results and recommendations.

Methods

The special research group included 18 specialists on 
clinical trials, where at least 1 member joined from all of 
the 12 Clinical Research Core Hospitals as of March 2020. 
Clinical Research Core Hospitals are hospitals designated 
by MHLW to be the core of clinical trials in Japan.

During July 3 to August 7, 2020, a web-based survey was 
conducted among academic investigators and clinical trial 
support staff at 18 institutions, which included the Clini-
cal Research Core Hospitals and the National Centers for 
Biomedical Research and Innovation, which are specialized 
centers of clinical trials in each disease field. The questions 
on the survey were shown in Table 1. The survey mainly 
focused on the necessity of revising the principles and sec-
tions of the current ICH-E6 (R2).

Based on the results of the web-based survey, the special 
group members discussed whether the input from the sur-
vey results should be included in the recommendations. The 
special group made draft recommendations. The outline of 
the draft recommendations from the perspective of Japanese 
academics was presented and discussed at the EWG meeting 
on November 16, 2020.

On February 10, 2021, the special research group held 
a meeting with representatives of patients and the public, 
including major patient advocacy groups and members of the 
Research Ethics Committee of the National Cancer Center, 
to receive feedback on the draft recommendations. After 
incorporating their opinions, the recommendations were 
finalized and submitted to the EWG on March 23, 2021.

Table 1  Questions on the Survey

1. Respondent background
 Respondent’s name and contact information
 Institution, department
 Main job role (physician, clinical research coordinator, research ethics coordinator, biostatistician, project manager, monitor, or other)
 (Optional) Main research area
2. Principles of ICH
 Are any revisions needed for each principle in the current ICH-E6?
 Do you have any suggestions for adding new ICH principles?
3. Sections of ICH
 Are any revisions needed for each section in the current ICH-E6?
 Do you have any suggestions for adding new ICH sections?
4. General questions
 Do you have any expectations and concerns for the ICH-E6 revision?
 Are there any items in the current ICH-E6 considered to be disadvantageous for patients?
 How do you think patient involvement should help drug development?
 How should we solicit the opinions of patients and public on ICH-E6 revision?
 Did you experience any issues while conducting clinical trials during the COVID-19 pandemic?
 Do you have any other comments?
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Survey Results

A total of 105 academic stakeholders from 18 institutions 
responded to the survey. The participating institutions and 
respondents’ characteristics are summarized in Table 2.

Figure 1 shows the necessity of revising the introduc-
tion and principles (Chapters 1–2) of the current ICH-E6 
(R2). The top four principles identified as needing reno-
vation were (i) informed consent (Chapter 2.9, 12.4% of 
respondents believed it needed renovation), (ii) systems for 
quality assurance (Chapter 2.13, 9.5%), (iii) information 
on an investigational product (Chapter 2.4, 5.7%), and pro-
cedures on clinical trial information (Chapter 2.10, 5.7%). 
Table 3 shows the comparison of the top five principles 
needing revision in the current Japanese survey and the 
similar survey conducted by the Clinical Trials Trans-
formation Initiative (CTTI) [7], where the protection of 

the confidentiality of participant records and privacy was 
less focused in the Japanese survey. On the other hand, 
the top five principles that the respondents believed did 
not need renovation were (i) protocol (Chapter 2.5, 98.1% 
of the respondents believed it did not need revision); (ii) 
confidentiality (Chapter 2.11, 98.1%), (iii) qualification 
(Chapter 2.8, 97.1%), (iv) rights, safety, and well-being of 
the trial subjects (Chapter 2.3, 97.1%); (v) ethical review 
(Chapter 2.6, 97.1%).

Figure  2 shows the necessity of revising procedural 
sections (Chapters 3–8) in the current ICH-E6 (R2). The 
top three sections identified as needing renovation were: 
(i) Investigator: informed consent (Chapter 4.8, 27.6% of 
respondents believed it needed renovation); (ii) Sponsor: 
monitoring (Chapter 5.18, 22.9%); (iii) Institutional Review 
Board (IRB)/Independent Ethics Committee (IEC): com-
position, functions, and operations (Chapter 3.2, 14.3%). 
Table 4 shows the comparison of the top five procedural 

Table 2  Participants’ Profile

*Two hospitals are designated as both Clinical Research Core Hospital and National Research Center for 
Advanced and Specialized Medical Care

Sites

Number of 
respond-

ents

Clinical Research Core Hospitals (13 sites)
 National Cancer Center Hospital East* 10
 Juntendo University Hospital 9
 Osaka University Hospital 7
 Hokkaido University Hospital 6
 Tohoku University Hospital 6
 National Cancer Center Hospital* 6
 Nagoya University Hospital 6
 Okayama University Hospital 6
 Kyushu University Hospital 6
 Kyoto University Hospital 5
 Chiba University Hospital 4
 The University of Tokyo Hospital 4
 Keio University Hospital 4

National Research Centers for Advanced and Specialized Medical Care (5 sites, excluding 2 duplicate 
sites*)

 National Center of Neurology and Psychiatry 7
 National Center for Child Health and Development 7
 National Cerebral and Cardiovascular Center 6
 National Center for Geriatrics and Gerontology 4
 National Center for Global Health and Medicine 2

Respondent’s main role in research
 Central support staff (project manager, monitor, pharmacovigilance, etc.) 32
 Clinical research coordinator 20
 Physician 19
 Staff of institutional review board office 16
 Biostatistician 13
 Other (auditor, 2; secretariat, 2; ethics expert, 1) 5
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Revision needed Revision NOT needed No Comments

* 1 missing response

1.0%

1.0%

1.0%

1.0%

1.9%

2.9%

2.9%

2.9%

3.8%

5.7%

5.7%

9.5%

12.4%

98.1%

98.1%

97.1%

97.1%

97.1%

96.2%

95.2%

93.3%

94.3%

90.5%

92.4%

87.6%

85.7%

1.0%

1.0%

1.9%

1.9%

1.0%

1.0%

1.9%

3.8%

1.9%

3.8%

1.9%

2.9%

1.9%

0% 25% 50% 75% 100%

2.5
Clinical  trials should be scientifically sound, and described in a clear,
detailed protocol.

2.11
The confidentiality  of  records that could  identify  subjects should be
protected, respecting the privacy and confidentiality rules in
accordance with the applicable regulatory requirement(s).

2.8
Each  individual  involved in conducting a trial should be qualified by
education, training, and experience to perform his or her respective
task(s).

2.3
The rights,  safety,  and well-being of the  trial subjects are the most
important  considerations and should prevail over interests of  science
and society.

2.6
A trial  should  be conducted  in  compliance with the protocol that has
received prior institutional review board (IRB)/independent ethics
committee (IEC) approval/favourable opinion.

2.2*
Before a trial is initiated, foreseeable risks and inconveniences should
be weighed against the anticipated benefit for the individual trial
subject and society. A trial should be initiated and continued only if the
anticipated benefits justify the ri

2.12
Investigational products should be manufactured, handled, and  stored
in accordance with applicable good manufacturing practice (GMP).
They should be used in accordance with the approved protocol.

2.7
The  medical care given to, and medical decisions made on behalf  of,
subjects should always be the responsibility of a qualified physician or,
when appropriate, of a qualified dentist.

2.1
Clinical trials should be conducted in accordance with the ethical prin-
ciples that have their origin in the Declaration of Helsinki, and that are
consistent with GCP and the applicable regulatory requirement(s).

2.10
All clinical trial  information  should be recorded, handled, and stored
in a way that allows its accurate reporting, interpretation and verifi-
cation. ADDENDUM This principle applies to all records referenced
in this guideline, irrespective of the t

2.4
The  available  nonclinical and clinical information  on an  investigatio-
nal product should be adequate to support the proposed clinical trial.

2.13
Systems with procedures that assure the quality of every aspect of the
trial should be implemented. ADDENDUM Aspects of the trial that are
essential to ensure human subject protection and reliability of trial
results should be the focus of such system

2.9
Freely  given  informed consent should be  obtained from  every  subject
prior to clinical trial participation.

Fig. 1  Respondents’ Recommendations for Revising the ICH E6 Principles (n = 105). *1 missing response
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sections needing revision in the current Japanese survey and 
the CTTI survey, where the essential documents during and 
after the trial period were less emphasized and the compo-
sition of IRB/IEC members aroused more interests in the 
Japanese survey. On the other hand, the top four sections that 
the respondents believed did not need renovation were: (i) 
Investigator: premature termination or suspension of a trial 
(Chapter 4.12, 92.4% of respondents believed it did not need 
renovation), (ii) Investigator: progress reports (Chapter 4.10, 
90.5%), (iii) Sponsor: final report (Chapter 4.13, 89.5%), 
and (iv) Sponsor: clinical trial/study reports (Chapter 5.22, 
89.5%).

Recommendations on the Introduction 
and Principles Section

One of the most important recommendations was to clarify 
the scope of the ICH-GCP. The introduction of ICH-E6 
(R2) stated that the purpose of the ICH-GCP guidelines is 
to promote mutual acceptance of clinical data by regula-
tors in the European Union, Japan, and the United States. 
However, another part of the introduction stated that “this 
guideline may also be applied to other clinical investiga-
tions that may have an impact on the safety and well-being 
of human subjects.” These two statements make the scope 
of ICH-GCP ambiguous; it is unclear whether the scope of 
ICH-GCP is limited to data for the purpose of new drug 
applications (NDAs), or whether it extends to clinical trials 
in general. Since there are no other major standards for clini-
cal trials that are used internationally, ICH-GCP is widely 
applied, even to clinical trials not intended for NDAs. This 
often leads to over-quality for clinical trials that are not 
necessarily mandated by regulatory agencies. Therefore, 
the scope of the ICH-GCP guidelines should be clarified, 
regarding whether it is limited to interventional studies of 
drugs aiming for NDAs, by deleting ambiguous statements 
such as “this guideline may also be applied to other clinical 

investigations.” Otherwise, if ICH-GCP intends to expand 
to other types of clinical trials, requirements for interven-
tional studies of drugs for NDA purposes versus other stud-
ies should be specified separately. Even in the latter case, the 
compliance elements should be specified and proportionate 
to the purpose and risk of the study and the importance of 
the collected data.

The next recommendation is about proportionality, or 
fit-for-purpose flexibility in quality and procedures. For 
example, the principle of record storage stated in Chap-
ter 2.10 states that “all” clinical trial information should be 
recorded, handled, and stored, and that this principle applies 
to “all” records referenced in this guideline, irrespective of 
the type of media used. In this regard, the research group 
recommended that the documentation to be recorded and 
retained should be narrowed down to “important” infor-
mation, depending on the purpose and design of the study. 
Otherwise, the workload for record storage imposed on the 
study site will greatly exceed what is necessary to achieve 
the quality originally required. In the same manner, Chap-
ter 2.13 states that systems with procedures that assure the 
quality of “every” aspect of the trial should be implemented. 
It is recommended that the scope should also be focused on 
assuring critical aspects of quality, depending on the purpose 
and design of the trial. Specifically, it would be better to 
state that procedures should be based on the quality required 
for the research.

Recommendations on the Procedural 
Sections

In the current ICH-E6 (R2), Chapter 3.2 mentions compo-
sition, functions, and operation of the IRB/IEC. Here, the 
research group recommended maintaining the diversity and 
liquidity of IRB or IEC member composition. Diversity 
refers to, but is not limited to, diversity in gender, race, and 
culture. Liquidity means that IRB or IEC members should 

Table 3  Top 5 Principles Needing Revision in CTTI Survey and the Japanese (JP) Survey

Top 5 principles in CTTI survey
Rank in 
JP survey Top 5 principles in JP survey

Rank in 
CTTI 
survey

2.13 Implementing systems that assure quality 2 2.9 Obtaining informed consent 4
2.7 Providing medical care by a qualified physician or 

dentist
6 2.13 Implementing systems that assure quality 1

2.11 Protecting the confidentiality of participant  
records and privacy

12 2.4 Providing adequate the information on an  
investigational product

6

2.9 Obtaining informed consent 1 2.10 Documenting and storing clinical trial information to 
ensure accurate reporting, interpretation, and verification

5

2.10 Documenting and storing clinical trial information to 
ensure accurate reporting, interpretation, and verification

4 2.1 Conducting clinical trials in accordance with the ethical 
principles

11
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be replaced periodically. Although some countries or regions 
might have already implemented these practices, the state-
ment will help emphasize the importance of diversity and 

liquidity in the composition of IRB or IEC members for the 
remaining countries or regions.

Regarding methods for modernizing informed con-
sent from subjects (Chapter  4.8), the research group 

Revision needed Revision NOT needed No Comments

3.8%
6.7%
9.5%
4.8%

0.0%
0.0%
1.0%
0.0%
1.0%

1.0%
2.9%
2.9%
6.7%
0.0%
7.6%
3.8%
4.8%
2.9%
3.8%
1.9%
2.9%
6.7%
1.0%
0.0%
4.8%

6.7%
1.0%
2.9%
1.9%
4.8%
22.9%
4.8%
3.8%
1.0%
6.7%
5.7%
1.9%
2.9%
2.9%
1.9%
2.9%
5.7%
4.8%
8.6%
4.8%
2.8%
4.8%
7.6%
9.5%

3.8%
1.0%
5.7%
1.9%
12.4%
27.6%
3.8%
1.9%
2.9%
4.8%
10.5%
7.6%
5.7%

7.6%
8.6%
14.3%
6.7%

77.1%
71.4%
69.5%
79.0%

82.9%
82.9%
82.9%
83.8%
81.9%

86.7%
85.7%
82.9%
78.1%

86.7%
76.2%
84.8%
82.9%
85.7%
84.8%
86.7%
85.7%
81.0%

87.6%
88.6%
83.8%

83.8%
89.5%
88.6%

85.7%
81.9%

62.9%
85.7%
86.7%

86.7%
80.0%
81.0%
87.6%
86.7%
88.6%

86.7%
85.7%
84.8%
84.8%
74.3%
84.8%

84.9%
81.0%
79.0%
72.4%

89.5%
92.4%
85.7%
90.5%

79.0%
62.9%

86.7%
87.6%
88.6%
88.6%
83.8%

85.7%
87.6%

81.0%
77.1%

73.3%
82.9%

19.0%
21.9%
21.0%
16.2%

17.1%
17.1%
16.2%
16.2%
17.1%

12.4%
11.4%
14.3%
15.2%
13.3%
16.2%
11.4%
12.4%
11.4%
11.4%
11.4%
11.4%
12.4%
11.4%
11.4%
11.4%

9.5%
9.5%
8.6%

12.4%
13.3%
14.3%
9.5%
9.5%

12.4%
13.3%
13.3%
10.5%
10.5%
8.6%

11.4%
11.4%
9.5%

10.5%
17.1%
10.5%
12.3%
14.3%
13.3%
18.1%

6.7%
6.7%
8.6%
7.6%
8.6%
9.5%
9.5%

10.5%
8.6%
6.7%
5.7%
6.7%
6.7%

11.4%
14.3%
12.4%
10.5%

0% 25% 50% 75% 100%
8.4 After Completion or Termination of the Trial

8.3 During the Clinical Conduct of the Trial
8.2 Before the Clinical Phase of the Trial Commences

8.1 Introduction
Essential Documents for the conduct of a clinical trial

7.5 APPENDIX 2
7.4 APPENDIX 1

7.3 Contents of the Investigator's Brochure
7.2 General Considerations

7.1 Introduction
Investigator's Brochure

6.16 Supplements
6.15 Publication Policy

6.14 Financing and Insurance
6.13 Data Handling and Record Keeping

6.12 Ethics
6.11 Quality Control and Quality Assurance

6.10 Direct Access to Source Data/Documents
6.9 Statistics

6.8 Assessment of Safety
6.7 Assessment of Efficacy

6.6 Treatment of Subjects
6.5 Selection and Withdrawal of Subjects

6.4 Trial Design
6.3 Trial Objectives and Purpose

6.2 Background Information
6.1 General Information

Clinical Trial Protocol and Protocol Amendments
5.23 Multicentre Trials

5.22 Clinical Trial/Study Reports
5.21 Premature Termination or Suspension of a Trial

5.20 Noncompliance
5.19 Audit

5.18 Monitoring
5.17 Adverse Drug Reaction Reporting

5.16 Safety Information
5.15 Record Access

5.14 Supplying and Handling Investigational Product(s)
5.13 Manufacturing, Packaging, Labelling, and Coding Investigational…

5.12 Information on Investigational Product(s)
5.11 Confirmation of Review by IRB/IEC

5.10 Notification/Submission to Regulatory Authority(ies)
5.9 Financing

5.8 Compensation to Subjects and Investigators
5.7 Allocation of Responsibilities

5.6 Investigator Selection
5.5 Trial Management, Data Handling, and Record Keeping

5.4 Trial Design
5.3 Medical Expertise

5.2 Contract Research Organization (CRO)
5.1 Quality Assurance and Quality Control

5.0 Quality Management
Sponsor

4.13 Final Report(s) by Investigator
4.12 Premature Termination or Suspension of a Trial

4.11 Safety Reporting
4.10 Progress Reports

4.9 Records and Reports
4.8 Informed Consent of Trial Subjects

4.7 Randomization Procedures and Unblinding
4.6 Investigational Product(s)
4.5 Compliance with Protocol

4.4 Communication with IRB/IEC
4.3 Medical Care of Trial Subjects

4.2 Adequate Resources
4.1 Investigator's Qualifications and Agreements

Investigator
3.4 Records

3.3 Procedures
3.2 Composition, Functions and Operations

3.1 Responsibilities
IRB/IEC

Fig. 2  Respondents’ Recommendations for Renovating the ICH E6 Sections (n = 105)
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recommended emphasizing the importance of the informed 
consent process and improving the quality of consent, 
rather than focusing solely on the efficiency of obtaining 
informed consent for the sponsor and investigators. They 
also recommended facilitating the use of electronic con-
sent, which involves providing explanations to subjects 
using electronic devices and obtaining electronic signa-
tures. Since digital technologies could promote continu-
ous communication between healthcare professionals and 
patients or subjects, and helping improve their satisfac-
tion in clinical trials, the use of such digital technologies 
should be promoted.

Modernizing monitoring methods (Chapter 5.18), was 
also recommended. Conventional on-site monitoring per-
formed is no longer the only standard method of monitoring; 
thus, various monitoring methods including central moni-
toring and remote monitoring should be incorporated. For 
example, Chapter 5.18.3 currently states that central moni-
toring may be determined by the sponsor in exceptional cir-
cumstances, but it is not necessary to limit it to exceptional 
circumstances. In the ICH-E6 (R2) addendum, a risk-based 
approach is incorporated; this idea should be incorporated 
more fully in E6 (R3). In terms of remote monitoring, vari-
ous remote monitoring approaches have been tried recently. 
There is no consensus on the definition, procedures, and 
requirements of remote monitoring. Thus, when remote 
monitoring is incorporated in E6 (R3), clear definitions with 
descriptions of some example procedures are recommended.

Clinical trial registration was recommended as a new pro-
cedural chapter. From the perspective of publication bias, 
the study sponsor should register the required information 
in an accessible database prior to recruitment of the first 
subject. In addition, the information should be registered in 
the database in a timely manner so that patients or subjects 
and the public can easily access the necessary information 
when they want to know the enrollment status and results 
of clinical trials.

Consideration on Annex 2 of ICH‑E6 (R3)

The concept paper stated that interventional study using real-
world data (RWD) as historical control data is expected to be 
incorporated in Annex 2 of ICH-E6 (R3). Thus, the research 
group recommended indicating how to set the required 
regulatory grade when RWD are used. Since RWD such as 
patient registries and electronic health records (EHRs) are 
not always designed for the purpose of regulatory submis-
sion, some examples of additional post hoc methods that 
can satisfy the regulatory grade might be illustrated. For 
example, adaptive monitoring might be useful for fulfilling 
the required regulatory grade, in which the target patients 
are extracted from RWD and additional monitoring is per-
formed focusing on data items of interest. The same can be 
applied to pragmatic trials, which are also expected to be 
incorporated in Annex 2. Many pragmatic trials are initiated 
without any intention of regulatory submission, but some-
times regulatory usage is considered after the trial results 
are obtained. Therefore, it is preferable to specify minimum 
requirements for initiating these pragmatic trials and to indi-
cate what requirements can be relaxed, for instance, monitor-
ing and record storage.

Discussion

The reported recommendations were developed based on 
a survey of more than 100 core Japanese academic stake-
holders. The recommendations also reflected the opinions 
from representatives of patients and the public. The ICH 
reflection paper officially mentioned the necessity of stake-
holder engagement for revising ICH-E6 [3]. Stakeholder 
engagement has been implemented in the United States, 
European Union, and Japan. In the United States, the 
CTTI conducted a comprehensive survey of stakeholders 
[7, 8]. The Food and Drug Administration held a public 

Table 4  Top 5 Topics in the 66 Procedural Sections Needing Revision in CTTI Survey and the Current Japanese (JP) Survey

*IRB/IEC, Institutional Review Board/Independent Ethics Committee

Top 5 principles in CTTI survey
Rank in 
JP survey Top 5 principles in JP survey

Rank in 
CTTI 
survey

5.18 Sponsor: Monitoring 2 4.8 Investigator: Informed Consent of Trial Subjects 7
8.3 Essential Documents: During the Clinical Conduct of the 

Trial
14 5.18 Sponsor: Monitoring 1

8.4 Essential Documents: After Completion of Termination of 
the Trial

33 3.2 IRB/IEC*: Composition, Functions and Operations 16

5.5 Sponsor: Trial Management, Data Handling, and Record 
Keeping

8 4.9 Investigator: Records and Reports 6

8.2 Essential Documents: Before the Clinical Phase of the Trial 
Commences

6 4.3 Investigator: Medical Care of Trial Subjects 39
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web conference with CTTI to collect stakeholder experi-
ences [9]. In the European Union, the European Medicines 
Agency held a workshop to gather the views of patients, 
healthcare professionals, and clinical researchers [10]. As 
one of the founding members of ICH, the Japanese MHLW 
organized this special research group to conduct a survey 
on ICH-GCP with Japanese academic investigators, hold a 
public conference, and make recommendations reflecting 
the opinions from patients and the public.

The survey items were developed based on a similar 
survey conducted by CTTI. Specifically, the necessity of 
revising the principles and sections of ICH-E6 was spe-
cifically asked. According to the CTTI survey results, the 
top five principles needing renovation were (i) systems 
for quality assurance (Chapter 2.13), (ii) qualifications of 
physicians (Chapter 2.7), (iii) confidentiality of records 
(Chapter 2.11), (iv) informed consent (Chapter 2.9), and 
(v) procedures on clinical trial information (Chapter 2.10) 
[8]. The current Japanese survey results showed similar 
trends, but there were some differences as is shown in 
Tables  3 and 4. For example, only 1.0% (1/105) of 
respondents expressed concerns about the confidentiality 
of records, which ranked third in the CTTI survey. Accord-
ing to in-depth interviews by CTTI, regional and national 
variations in privacy rules and confidentiality in decentral-
ized trials seemed to raise concerns [11], but it was not 
the case in Japan. Although there are some complicated 
privacy rules for observational studies in Japan, rules are 
standardized, at least in registration-directed trials. In 
addition, decentralized trials have not been common in 
Japan, which might be reasons for the differences. 

Informed consent was ranked as the top topic needing renova-
tion in terms of principles and sections in Japan, whereas it was 
ranked fourth in terms of sections in most need of revision in 
the CTTI survey. Most concerns about informed consent raised 
by Japanese stakeholders were in the context of using RWD, 
because most of the medical information accumulated through 
daily practice is utilized for clinical research with opt-out con-
sent methods. Thus, if RWD is directly to be used for regulatory 
purposes, the appropriateness of the opt-out methods will be 
debated. In this regard, the addition of Annex 3 was proposed 
in the 2017 ICH reflection paper with the aim of utilizing obser-
vational studies, patient registries, and alternative data sources 
[3]. However, Annex 3 was deleted from the concept paper in 
2019, and the scope of Annex 2 was limited to interventional 
trials that incorporate RWD for reference [4]. Thus, concerns 
about informed consent from the Japanese stakeholders might 
reflect confusion on the scope of Annex 2. Nevertheless, many 
Japanese stakeholders expressed expectations of using RWD for 
regulatory purposes, and incorporation of stakeholder opinions 
is desired during the development of Annex 2.

Monitoring was ranked as second in terms of sections 
needing renovation in Japan, whereas it was the top section in 

the CTTI survey. Remote monitoring methods were particu-
larly controversial. Various approaches to remote monitoring 
have been tried, especially during the COVID-19 pandemic. 
For example, only a few Japanese institutions have allowed 
direct access to EHRs; thus, sometimes a clinical research 
coordinator (CRC) copies the required data from the EHR 
and a monitor performs source data verification using the 
copied data. In another example, a CRC displays EHRs and 
communicates with a monitor through an online video con-
ferencing system. Remote monitoring procedures have not 
yet been well standardized, but remote monitoring will cer-
tainly become more important for improving the efficiency 
of clinical trials in the future. Thus, there should be a global 
consensus about standard methods and considerations for 
remote monitoring.

There are three major regulations on clinical trials in Japan: 
(i) the Japanese GCP based on the Pharmaceutical and Medi-
cal Devices Act, (ii) the Clinical Trials Act, and (iii) the Ethi-
cal Guidelines for Medical and Biological Research Involving 
Human Subjects [12]. The Japanese GCP will be amended 
based on the GCP renovation. The Clinical Trials Act and 
the Ethical Guidelines would also be influenced indirectly. 
Although there are a few exceptions, only clinical trial data 
from registration-directed trials under the Japanese GCP 
are basically accepted by the Pharmaceuticals and Medical 
Devices Agency, the Japanese regulatory authority. Through 
the GCP renovation, all drug interventional studies will be 
incorporated into the scope of ICH-GCP. In addition to the 
recent evolution of Japanese regulatory frameworks [13], even 
clinical trial data under the Clinical Trials Act will likely be 
used for regulatory purposes. Since most clinical trials under 
the Clinical Trials Act are not primarily intended for regulatory 
submission, excessive quality should be avoided. However, 
what regulatory grade is required and whether there are post 
hoc procedures that can fulfill the required data quality grade 
are questions that should be discussed.

Conclusion

In these recommendations for GCP renotation, we proposed 
the necessity of clarification of the scope of ICH-GCP, pro-
portionality in various aspects of clinical trials, diversity and 
liquidity of ethics committee members, modernization of 
informed consent procedures, variations in monitoring, and 
regulatory grade in using real world data. Since academic 
stakeholders and patients are essentially involved in a clini-
cal trial, the opinions from such stakeholders will strengthen 
the robustness of the GCP renovation.
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