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Introduction

Global trials are increasing in drug development 
around the world. In Japan, clinical trials must be 
conducted under the unique Japan-Good Clinical 
Practice (J-GCP) process, which is compatible with  
the International Council for Harmonisation Good 
Clinical Practice (ICH-GCP), while differing in some 
points. This includes submitting the Japanese version 
of the documents to the authorities and submitting 
scientific justification documents. In addition, many 
medical institutions wish to have Japanese versions  
of investigator’s brochures and protocols. In 2020, 
J-GCP was revised and “Drugs Used in the Clinical Trial” 
was introduced as a subject of adverse drug reaction 
reporting. A brief overview of the differences in J-GCPs 
by development items, differences between ICH-GCP 
and J-GCP, and amendments to J-GCP should provide 
clarity for global companies conducting trials in Japan 
so that they can conduct their trials smoothly.



3

Behavior change 
application and 
decentralized clinical trials

A recent trend is the increase of clinical trials 
incorporating information and communication 
technology (ICT) and digital devices. Below we show 
an example of a behavior change application and 
report on the current status of decentralized clinical 
trials in Japan, which requires the development of 
clinical trial protocols and documents.

Behavior change application (medical device)

The era of digital therapies has arrived, and 
pharmaceutical and other venture companies, seeing 
the opportunity, are entering the market. Specifically, 
there is momentum around development for diseases 
for which cognitive-behavioral therapy has been 
effective (eg, smoking cessation treatment, insomnia, 
depression, ADHD, alcoholism, etc). The Japanese 
Ministry of Health, Labour and Welfare (MHLW) is 
developing a project to create evaluation indices for 
next-generation medical devices and regenerative 
medical products (Research Group on Medical Device 
Programs with Behavior Change).

Decentralized clinical trials

Due to the delay in the progress of clinical trials 
caused by COVID-19, the extent to which clinical trials 
can be conducted while subjects remain at home is 
being explored, and several trials have already been 
conducted overseas. In FY2023, the Japanese 
Regulatory Reform Promotion Council will present 
“Implementation items for immediate regulatory 
reform,” which will provide guidance on how to obtain 
informed consent in person and remotely, and 
utilizing visiting nurses. The Council is only considering 
the option of allowing direct delivery of investigational 
drugs to subjects.

Example of Approved  
Behavior Change Application
• Marketing name: CureApp SC Nicotine 

Dependence Treatment App and CO Checker

• Generic name: Smoking cessation treatment  
aid system

• Manufacturing and distribution: CureApp Inc.

• Date of approval: August 21, 2020

An application that aids smoking cessation treatment 
for nicotine-dependent patients by being used in 
addition to the implementation of conventional 
smoking cessation treatment, and a CO checker that 
measures the patient’s exhaled carbon monoxide 
concentration. Step 1 is aimed at acquiring knowledge, 
Step 2 is aimed at practicing the behavior, and Step 3  
is aimed at making the behavior a habit. The physician 
app can check patient information (blood pressure, 
behavior, etc) obtained by the patient app, as well as 
information regarding patient’s progress and the app 
usage via internet.

Efficacy was evaluated by comparing the 9- to 24-week 
continued cessation rates of the investigational product 
group and control group: 63.9% for the investigational 
product group and 50.5% for the control group. Logistic 
regression analysis using the type of smoking cessation 
medication as a covariate showed that the odds ratio 
and its 95% confidence interval for the rate of 
continued smoking cessation at 24 weeks for the 
investigational product group vs the control group was 
1.73 [1.239-2.424], indicating a significant difference 
between the groups (P=0.001).

In April 2022, the CureApp HT Hypertension Treatment 
Assistance Program was also approved.
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TRENDS IN THE DEVELOPMENT OF PRODUCTS IN JAPAN AND DIFFERENCES BETWEEN ICH-GCP AND J-GCP

Trends in the development of drugs, medical  
devices, and regenerative medical products

Figures 1 to 3 show the trends in the submission of clinical trial notifications in the development of drugs, medical 
devices, and regenerative medical products over the past several years in Japan.

Figure 1. Changes in the number of clinical 
trial notifications (initial + n times) for drugs 
in Japan

Figure 2. Changes in the number of clinical 
trial notifications (initial + n times) for 
medical devices in Japan

Medical devices are implemented as software, hardware, 
and data services. Japanese companies have a certain level 
of international competitiveness in the field of diagnostic 
equipment, but their competitiveness is weak against US 
companies, which hold an overwhelming share of the 
market in the field of therapeutic equipment. Also, in  
recent years, Japanese companies have aimed to provide 
better services by utilizing efficient data collection through 
digital devices and artificial intelligence (AI). Furthermore, 
they are promoting the development of combination 
products with regenerative medical products.

For a regenerative medical product, there are high 
expectations that it will improve the quality of medical care 
that patients receive, such as making it possible to treat 
diseases for which there were no effective treatments until 
now. However, there are issues with the cost of materials, 
product manufacturing, quality control, etc, so benefits that 
outweigh the high costs are required (Fig. 3).

Figure 3. Changes in the number of clinical 
trial notifications (initial + n times) for 
regenerative medical products in Japan

The trends in drugs are as follows: (1) The development of antihypertensive drugs and antidiabetic drugs used  
for lifestyle-related diseases is becoming more difficult due to the increasing number of highly effective and  
easy-to-use drugs. (2) Development of antineoplastic drugs increased from 159 out of 601(26.5%) in 2014 to 317  
out of 789 (40.2%) in 2020 (Fig. 1).

Source: The number of clinical trial notifications for drugs in  
Japan. The Pharmaceuticals and Medical Devices Agency. 
https://www.pmda.go.jp/files/000238174.pdf 

Source: The number of clinical trial notifications for medical 
devices in Japan. The Pharmaceuticals and Medical Devices 
Agency. https://www.pmda.go.jp/files/000238172.pdf

Source: The number of clinical trial notifications for 
regenerative medical products in Japan. The Pharmaceuticals 
and Medical Devices Agency. 
https://www.pmda.go.jp/files/000238173.pdf
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Comparison of regulatory requirements for drugs, 
medical devices, and regenerative medical products  
and points to consider when preparing documentation

In Japan, GCPs for the development of Drugs, Medical Devices, and Regenerative Medical Products are different:

Ministerial Ordinance on Good Clinical Practice for Drugs 
(Partial amended of Guidance for Good Clinical Practice: Ordinance of the Ministry of Health, Labour and Welfare 
No. 155 of 31 Aug, 2020) https://www.mhlw.go.jp/content/11120000/000665754.pdf

Ministerial Ordinance on Good Clinical Practice for Medical Devices 
(Partial amended of Guidance for Good Clinical Practice: Ordinance of the Ministry of Health, Labour and Welfare 
No. 155 of 31 Aug, 2020) https://www.mhlw.go.jp/content/11120000/000665755.pdf

Ministerial Ordinance on Good Clinical Practice for Regenerative Medical Products 
(Partial amended of Guidance for Good Clinical Practice: Ordinance of the Ministry of Health, Labour and Welfare 
No. 155 of 31 Aug, 2020) https://www.mhlw.go.jp/content/11120000/000665756.pdf

The J-GCPs use different terms for drugs, medical devices, and regenerative medical products, as shown below.

GCP for Drugs GCP for Medical Devices GCP for Regenerative  
Medical Products

Drug Medical device Medical product

Adverse drug reaction Malfunction Malfunction

Toxicological Safety Safety

Nonclinical Pharmacology Performance Indications and performance

Chemical name Raw materials Component cell, transgene

Reconstitution procedures Usage method Usage method

Dosage and administration Operation method or  
usage method

Dosage and administration or 
usage method

Re-evaluations Use-results survey Re-evaluations

In Country Clinical Caretaker for 
post-marketing clinical study

Designated holders of  
marketing authorization for 
foreign-manufactured  
medical devices

Designated holder of marketing 
authorization for regenerative 
medical products

However, there are no differences between drugs, medical devices, and regenerative medical products in items to 
be described in the protocol in compliance with J-GCP, although terms are different.
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TRENDS IN THE DEVELOPMENT OF PRODUCTS IN JAPAN AND DIFFERENCES BETWEEN ICH-GCP AND J-GCP

In the Investigator’s brochure, the items described differ depending on the product for pharmaceuticals, medical 
devices, and regenerative medical products in the J-GCP, so the differences are shown below.

GCP for Drugs 
(Article 8, paragraph 1)

GCP for Medical Devices 
(Article 8, paragraph 1)

GCP for Regenerative Medical 
Products (Article 8, paragraph 1))

• Chemical name or 
identification code of  
the test drug

• Information on the  
test drug, such as its  
quality, toxicity, and 
pharmacological effects

• Results of clinical studies of 
the investigational product, 
if any has been conducted

• Raw materials or 
identification code of the  
test device

• Information on the  
structure and principle  
of the test device

• Information on the test device, 
such as its quality, safety,  
and performance

• Results of clinical studies of the 
investigational device, if any 
have been conducted

• Component cell, transgene  
or identification code of the  
test product

• Information on the test product, 
such as its quality, safety, 
indications, and performance

• Results of clinical studies of the 
investigational product, if any 
have been conducted

For medical devices, it is necessary to describe “Information on the structure and principle” in the investigator’s 
brochure, because it cannot be specified by raw materials or identification code due to the characteristics of 
medical devices.

The written information has the following differences:

GCP for Drugs 
(Article 51, paragraph 1)

GCP for Medical Devices 
(Article 71, paragraph 1)

GCP for Regenerative Medical  
Products (Article 71, paragraph 1)

NA 10. Description of the 
handling of the 
investigational device in 
the event of withdrawal 
from the clinical trial

10. Description of the handling of the 
investigational product in the 
event of withdrawal from the 
clinical trial

The informed consent form for medical devices and regenerative medical products must include a “Description of 
the handling of the investigational device/product in the event of withdrawal from the clinical trial” in the J-GCP.

It is necessary to indicate the handling of maintenance management and malfunctions related to the investigational 
device/product after withdrawal from the clinical trial for medical devices and regenerative medical products after 
implanted or injected in the body that cannot be removed when withdrawing from the clinical trial.
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Adverse events are also defined differently in the J-GCP.

GCP for Drugs 
(Article 2, paragraph 24)

GCP for Medical Devices 
(Article 2, paragraph 24)

GCP for Regenerative Medical 
Products (Article 2, paragraph 24)

The term “adverse event” as 
used in this Ministerial 
Ordinance means any disease or 
its clinical signs occurring in a 
subject who has been treated 
with the drugs used in the 
clinical trial or post-marketing 
drugs used in the clinical study.

The term “adverse event” as used 
in this Ministerial Ordinance 
means any disease or injury, or 
its clinical signs occurring in a 
subject or any other person who 
has been treated with the devices 
used in the clinical trial, or 
post-marketing devices used in 
the clinical study.

The term “adverse event” as used in 
this Ministerial Ordinance means 
any disease or injury, or its clinical 
signs occurring in a subject who has 
been treated with the products 
used in the clinical trial or post-
marketing products used in the 
clinical study.

For medical devices, adverse events include diseases/injuries other than subjects (medical personnel, etc).

In the clinical trials of medical devices, there is a possibility that adverse events (eg, radiation exposure, electric 
shock, etc) may occur not only to the subjects using the device, but also to those involved in the clinical trial (eg, 
doctors, technicians, nurses, etc) and that there is a risk of adverse events in subjects, etc, even if the device is not 
applied to subjects, etc.

The reporting of a serious adverse event (SAE) from the investigators also differed in the J-GCP, such as malfunctions, 
as follows:

GCP for Drugs 
(Article 48, paragraph 2)

GCP for Medical Devices 
(Article 68, paragraph 2)

GCP for Regenerative Medical 
Products (Article 68, paragraph 2)

If the investigator becomes 
aware of death or any SAE 
suspected to be attributable to 
adverse reactions to the drugs 
used in the clinical trial, the 
investigator shall immediately 
report the fact to the head of 
the medical institution and the 
sponsor.

If the investigator becomes aware 
of death or any SAE suspected to 
be attributable to malfunctions 
of the devices used in the clinical 
trial, or if the investigator 
becomes aware that there is  
a risk of such occurrence, the 
investigator shall immediately 
report the fact to the head of  
the medical institution and  
the sponsor.

If the investigator becomes aware  
of death or any SAE suspected to be 
attributable to malfunctions to the 
products used in the clinical trial, or 
if the investigator becomes aware 
that there is a risk of such 
occurrence, the investigator shall 
immediately report the fact to the 
head of the medical institution and 
the sponsor.
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TRENDS IN THE DEVELOPMENT OF PRODUCTS IN JAPAN AND DIFFERENCES BETWEEN ICH-GCP AND J-GCP

What are malfunctions?

• Malfunction in medical devices means that the devices used in the clinical trial are in poor condition regarding 
quality, safety, performance, etc, including damage and malfunction, regardless of whether it is at the stage of 
design, supplying, storage, or use

• In regenerative medical products malfunctions are referred as when the products used in the clinical trial are not 
effective due to functional failure of the investigational product, or side effects on the human body caused by 
defective cells, regardless of the stage of the product lifecycle (manufacturing, supply chain, storage or use)

• The occurrence of or an apparent risk of an SAE, are also considered a malfunction for medical devices and 
regenerative medical products

• Even if the subjects who have used the medical device/product have not experienced any adverse events due to 
the characteristics of the medical device/regenerative medical product, they may occur in the future

When submitting the Clinical Trial Notification (CTN), a 
document describing “scientific justification” is also required in 
Japan. In addition, since most of the medical institutions need 
the Japanese version of the documents, Japanese translations 
of protocols and other documents are also required.

Differences between ICH-GCP and J-GCP

The differences between ICH-GCP and J-GCP are introduced here as points to note when developing protocols, etc. 
However, laws such as the “Pharmaceutical and Medical Device Act” and the “Clinical Trials Act” are also important in 
clinical trials in Japan.
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First, a brief history of GCP  
and laws in japan:

1943 Pharmaceutical Affairs Law (old version)

1960 Pharmaceutical Affairs Law

1964 Declaration of Helsinki 

1977 FDA implements “several proposals” for  
 clinical trials 
 These are thought of as the first  
 GCP guidelines

1989 J-GCP for Drugs (MHLW PAB Notification)

1991 GCP for Trials on Medical Products in the EC

1992 J-GCP for Medical Devices  
 (MHLW PAB Notification)

1995 Guidelines for GCP for trials on   
 pharmaceutical products (WHO-GCP)

1995 ICH-E6 GCP Guideline

1997 New J-GCP for Drugs  
 (MHLW Ministerial Ordinance)

2003 ISO14155 Clinical investigation of medical  
 devices for human subjects

2005 New J-GCP for Medical Devices  
 (MHLW Ministerial Ordinance)

2013 Revision of the Pharmaceutical Affairs Law

2016 Clinical Trials Act

2020 Amended Pharmaceutical and Medical  
 Devices Act (PMD Act)

2020 Revised J-GCP for Medical Devices  
 (MHLW Ministerial Ordinance)
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TRENDS IN THE DEVELOPMENT OF PRODUCTS IN JAPAN AND DIFFERENCES BETWEEN ICH-GCP AND J-GCP

Differences between ICH-GCP and J-GCP, continued

The main differences between ICH-GCP and Ministerial Ordinance GCP (J-GCP) are summarized below.

1. ICH-GCP and Ministerial Ordinance GCP (J-GCP)

• The International Council on Harmonisation of Technical Requirements for Registration of Pharmaceuticals for 
Human Use (ICH) is composed of regulatory authorities and industry representatives from Japan, the US, and the 
EU, and has developed trilateral guidelines for the review of new drug approval. Trilateral regulatory authorities 
develop national systems in each country while respecting the ICH guidelines

• The ICH-GCP was developed by the ICH to promote mutual acceptance of clinical trial results of pharmaceutical 
products among the 3 regions

• In Europe and the US, ICH-GCP has been used as a standard for clinical studies to evaluate pharmaceutical 
products in human subjects, in addition to clinical trials used to apply for approval of pharmaceutical products

• In Japan, the “Ministerial Ordinance on Good Clinical Practice for Drugs” (Ministerial Ordinance GCP: J-GCP) was 
enacted to incorporate ICH-GCP into domestic regulations based on the Pharmaceutical Affairs Law. Under the 
Pharmaceutical Affairs Law, clinical studies (clinical trials) for NDA must be conducted in accordance with the 
Ministerial Ordinance GCP

2. Differences in the Implementation System

• In Europe and the US, it is common for the principal investigator to enter into a contract directly with the sponsor 
on his/her own responsibility, whereas in Japan, it has been common for the sponsor to enter into a contract 
with the medical institution

• Therefore, ICH-GCP has regulations for “principal investigators/medical institutions.” On the other hand, J-GCP 
has separate rules for principal investigators and medical institutions on the premise that the medical institution 
enters into a contract with the sponsor

3. Institutional Review Board (IRB)

• The situation regarding the establishment of IRBs differs greatly from country to country, and the ICH-GCP has 
no provisions regarding the entity to establish IRBs. For example, in Japan, IRBs are generally established at each 
medical institution, while in France, IRBs are established at each municipality. In the J-GCP, the Ministerial 
Ordinance was revised based on the discussion of the “Investigative Committee on Ideal Clinical Trials” (report 
compiled in 2007), and the establishment of IRBs has been expanded from each medical institute

4. Regulations on Contracts, etc

• Regarding matters related to contracts and rules on the responsibilities of related parties, the J-GCP clearly 
indicates where the responsibilities lie, requirements, and procedures considered necessary for appropriate 
operation, etc, whereas the ICH-GCP describes these in a conceptual manner

5. Investigator-initiated Clinical Trials

• In the J-GCP, investigator-initiated clinical trials are described separately from company-sponsored clinical trials, 
whereas the ICH-GCP stipulates that the sponsor and principal investigator must assume both the obligations of 
sponsor and principal investigator, and does not provide separate articles for each of them
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Major differences in individual regulations are shown below.

Implementation System

ICH-GCP J-GCP

[Regulations Concerning Medical Institutions]

• No regulations

[Regulations Concerning Outsourcing of Operations at the  
Medical Institution]

• No regulations 
Site Management Organization (SMO) is not considered a common 
type of business overseas

[Clinical trial managers]

• In addition to physicians and dentists, non-physicians may be 
appointed as a clinical trial manager depending on the situation

[Regulations Concerning Medical Institutions]

• Rules and Regulations 
Requirements for the head of the medical institution, preparation 
of procedure manuals at the medical institution, and regulations 
concerning the establishment of an administrative office, etc

[Regulations Concerning Outsourcing of Operations at the  
Medical Institution]

• Rules and Regulations

[Principal Investigator]

• The physician or dentist who oversees the clinical trial at the site

Ethical Review Board/Institutional Review Board (IRB)

ICH-GCP J-GCP

[IRB Establishing Entity]

No restrictions

[Regulations concerning IRBs]

• The investigator or the site requests a review

• As for IRB member, there is no provision to exclude interested 
parties from IRB establisher

• No regulation on the publication of the summary of  
the proceedings

• No regulation on the secretariat

[IRB Establishing Entity]

• Restrictions apply 
The IRB must be a specific organization consisting of persons such 
as “the head of the medical institution,” “a general incorporated 
association or a general incorporated foundation,” or “an 
academic organization composed of medical professionals”

[Regulations concerning IRBs]

• The head of the medical institution requests the review

• For IRBs other than those established by the head of the medical 
institution, there are provisions for IRB members that exclude 
interested parties of the IRB establisher

• There is a provision for publication of the summary of  
the proceedings

• There is a provision that the head of the medical institution  
shall appoint a person to perform clerical work related to the 
clinical trial

Contract

ICH-GCP J-GCP

[Contracting party with the sponsor]

• Principal investigator or medical institution

[Contracted items with the sponsor]

• None

[Outsourcing Contracts with CROs]

• The sponsor is always ultimately responsible for the quality and 
integrity of clinical trial data

[Contracting party with the sponsor]

• Medical institution

[Contracted items with the sponsor]

• In addition to ICH-GCP, there are items that are only stipulated in 
the J-GCP 
Name and title of the person in charge of the contract, matters 
concerning the preservation of the confidentiality of the subject, 
the fact that the contract for the clinical trial can be canceled, 
matters concerning compensation for damage to the subject’s 
health, etc

[Outsourcing Contracts with CROs]

• In addition to ICH-GCP, there are items that are only stipulated in 
the J-GCP 
Matters concerning instructions to the contractor, matters  
related to reporting to the sponsor so that the sponsor can 
confirm that the work is being conducted properly and smoothly 
and the instructions of the sponsor are being followed, and 
matters related to compensation measures for subjects in 
outsourced operations
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TRENDS IN THE DEVELOPMENT OF PRODUCTS IN JAPAN AND DIFFERENCES BETWEEN ICH-GCP AND J-GCP

Management of investigational products

ICH-GCP J-GCP

[Information on investigational product labels]

• No stipulation

[Responsibility for keeping control records]

• Principal investigator

[Information on investigational product labels]

• There is a provision 
The statement that it is for a clinical trial should be written. The 
chemical name, or identification symbol, etc, of the investigational 
product should be written in Japanese

[Responsibility for keeping control records]

• A record-keeping officer designated by the head of the  
medical institution

Obtaining consent

ICH-GCP J-GCP

[Request for preparation of written informed consent and information 
to patients]

• No regulations

[Preparation of records of the relationship between the Legally 
Acceptable Representative and the subject]

• No regulations 
The requirements for a Legally Acceptable Representative or legal 
representative are Individuals/corporations/organizations with 
legal authority

[Entity obtaining consent]

• Principal investigator

[Request for preparation of written informed consent and information 
to patients]

• There is a provision. (The sponsor request preparation of  
the written informed consent and information from  
principal investigator)

[Preparation of records of the relationship between the Legally 
Acceptable Representative and the subject]

• There is a provision 
The requirements for a Legally Acceptable Representative or legal 
representative are, eg, person in parental authority/spouse/
guardian of the subject

[Entity obtaining consent]

• Principal investigator or sub-investigator

Reporting of safety information, etc

ICH-GCP J-GCP

[Interval of periodic reports to investigators, etc]

• No provision

[Interval of periodic reports to investigators, etc]

• Provisions exist (notification to be given every year)

Storage of records

ICH-GCP J-GCP

[Preservation of investigator’s history]

• There is a provision

[Retention period of records]

• Medical institution, sponsor 
For 2 years after approval or discontinuation of development, or 
until no more countries are under review

[Preservation of investigator’s history]

• No provision

[Retention period of records]

• Medical institution, sponsor

[Approved products]: Approval date or 3 years after completion of the 
clinical trial, whichever is later
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Drugs for clinical trials in J-GCP revision

With the revision of the “Pharmaceutical and Medical Devices Act” in 2020, one particularly significant change in 
J-GCP was the introduction of the “Drugs Used in the Clinical Trial.*” This means that protocols must also include 
safety information and management methods. Safety information such as attachments and literature references 
must be included at the J-NDA (Japanese New Drug Application). The amendment provides the “future approach for 
clinical trial notification and report of adverse drug reactions, etc, of clinical trials.”

*: Test drug, control drug, concomitant drugs, rescue drugs, combination equipment, etc.

Future approach for clinical trial notification and report of adverse drug 
reactions, etc, of clinical trials

• In principle, one clinical trial notification should be submitted for each clinical study protocol

• In principle, one adverse drug reaction report should be submitted for each subject

• The sponsor reports to the authorities on adverse reactions of the test drug, control drug, concomitant drug, 
rescue drug, etc, used in the clinical trial

AE: Adverse event

The images before and after the revision are shown in the figure.
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TRENDS IN THE DEVELOPMENT OF PRODUCTS IN JAPAN AND DIFFERENCES BETWEEN ICH-GCP AND J-GCP
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Conclusion

Local regulations in each country are a key factor in global 
drug development. In this white paper, we explained the 
trends in the development of pharmaceuticals, medical 
devices, and regenerative medical products, including the 
approval of behavior change applications and the status of 
decentralized clinical trials in Japan. The differences in their 
documentation and the differences between ICH-GCP and 
J-GCP are also summarized.

We hope that this document will be a useful reference for the 
smooth progress of clinical trials in Japan.
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