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Chapter I General Provisions  

Section 1 General Provisions  

Paragraph 1. Objectives  

These Guidelines shall stipulate compliance matters in relation to clinical research on gene 

therapy (meaning “clinical research on gene therapy” as defined in Paragraph 2-2; the same 

shall apply hereinafter) and thereby aim to secure the medical usefulness and ethicalness of 

clinical research on gene therapy and to facilitate its appropriate performance in a transparent 

manner.  

  

Paragraph 2. Definitions  

1. The term “gene therapy” as used in these Guidelines refers to an act corresponding to 

any of the following for the purpose of the treatment or prevention of diseases.  

(1) Administering genes or cells into which genes have been transferred into a human 

body.  

(2) Modifying human genes by targeting a specific base sequence.  

(3) Administering genetically modified cells into a human body.  

  

2. The term “clinical research on gene therapy” as used in these Guidelines refers to 

identifying the efficacy or safety of a gene therapy by providing the gene therapy.  

  

3. The term “subject” as used in these Guidelines refers to a person subjected to gene 

therapy in a clinical trial on gene therapy.  

  

4. The term “researcher” as used in these Guidelines refers to a person who performs 

clinical research on gene therapy.  

  

5. The term “principal investigator” as used in these Guidelines refers to a person who 

supervises clinical research on gene therapy.  

  

6. The term “chief investigator” as used in these Guidelines refers to a person who 

supervises operations related to clinical research on gene therapy in clinical research on 

gene therapy that is performed jointly with other research institutions.  

  

7. The term “research institution” as used in these Guidelines refers to an individual, 

corporation, or other organization who performs clinical research on gene therapy.  

  

8. The term “director of the research institution” as used in these Guidelines refers to the 

representative of an individual, corporation, or other organization who performs clinical 

research on gene therapy.  

  

9. The term “joint research institution” as used in these Guidelines refers to a research 

institution that jointly performs clinical research on gene therapy based on a research 

plan.  
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10. The term “ethical review board” as used in these Guidelines refers to the panel that 

investigates and discusses the appropriateness of implementation or continuation of 

clinical research on gene therapy or other necessary matters related to clinical research 

on gene therapy from ethical and scientific perspectives.  

  

11. The term “specimen” as used in these Guidelines refers to blood, bodily fluids, tissues, 

cells, feces, DNA extracted therefrom, or other parts of the human body that are used for 

clinical research on gene therapy (including those related to decedents).  

  

12. The term “information used for research” as used in these Guidelines refers to the name 

of diseases, details of drug administration, results of tests or measurements, and other 

information related to human health that is obtained from diagnosis or treatment of a 

subject and used for clinical research on gene therapy (including information related to 

decedents).  

  

13. The term “specimen/information” as used in these Guidelines refers to specimens and 

information used for research.  

  

14. The term “informed consent” as used in these Guidelines refers to the consent that a 

subject or his/her proxy (hereinafter collectively referred to as “Subject, etc.”) gives to 

the Principal Investigator, etc. (referring the principal investigator or a researcher who 

receives instructions from the principal investigator and who is a doctor; the same shall 

apply hereinafter) based on the free will of the Subject, etc. related to the performance or 

continuation of clinical research on gene therapy (including treatment of 

specimen/information) after receiving a thorough explanation concerning the clinical 

research on gene therapy to be performed or continued in regards to its objectives, 

meaning, and method, burden on the subject, predicted results (including risks and 

benefits), and other matters and understanding them.  

  

15. The term “proxy” as used in these Guidelines refers to a person who is considered to be 

able to represent the will and benefits of a subject and, in cases where the subject is 

judged objectively to lack the ability to give informed consent, a person who can give 

informed consent in lieu of the subject.  

  

16. The term “informed assent” as used in these Guidelines refers to the assent that a subject 

who is objectively judged to lack the ability to give informed consent gives after 

receiving an explanation concerning clinical research on gene therapy to be performed 

or continued in easy-to-understand terms based on his/her ability to understand and 

understanding that clinical research on gene therapy will be performed or continued.  

  

17. The term “final product” as used in these Guidelines refers to any of the following items.  
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(1) DNA, virus, or other particles into which genes are implanted for the purpose of 

disease treatment or prevention and that are eventually created to administer to a 

subject (hereinafter referred to as “Recombinant Gene, etc.”).  

(2) Proteins, nucleic acids, or other substances to be used to modify genes targeting a 

specific base sequence.  

  

18. The term “personal information” as used in these Guidelines refers to information 

relating to an individual (including decedents; hereinafter the same shall apply) that 

corresponds to any of the following.  

(1) Information that can identify a specific individual by name, date of birth, and other 

indications, etc. (referring to any matters (excluding individual identification codes) 

that are contained in said information and indicated or recorded in documents, 

pictures, or electronic or magnetic records (meaning records created in electronic or 

magnetic form (referring to an electronic method, magnetic method, or other method 

that cannot be perceived by people; the same shall apply in 19 (2)); hereinafter the 

same shall apply), or expressed by voice, action, or other methods (including 

information that can easily be verified with other information and from which a 

specific individual can be identified).  

(2) Information containing an individual identification code.  

  

19. The term “individual identification code” as used in these Guidelines refers to a set of 

letters, numbers, symbols, or other codes as provided for by Items of Article 1 of the 

Enforcement Order of the Act on the Protection of Personal Information (Cabinet Order 

No. 507 of 2003), that fall under either of the following items.  

(1) A set of letters, numbers, symbols, or other codes indicating a description of the 

physical characteristics of an individual, converted into codes in order to be processed 

by a computer and by which a specific individual can be identified.   

(2) A set of letters, numbers, symbols or other codes assigned in relation to the use of 

services provided to an individual or the purchase of goods sold to an individual, or 

indicated or electronically or magnetically recorded on a card or document issued to 

an individual, each of which is uniquely assigned to, indicated for, or recorded for 

each individual to enable identification of that specific user or purchaser, or of a 

specific recipient of the issued card or document.  

  

20. The term “anonymization” as used in these Guidelines refers to deleting all or part of 

personal information (including replacing all or part of said personal information with an 

indication, etc. that has no relationship with a specific individual who can be identified 

by said personal information).  

  

21. The term “correspondence table” as used in these Guidelines refers to a table or 

equivalent item where a subject and an indication, etc. that is replaced with said subject 

for anonymization so that the subject can be identified based on the anonymized personal 

information if necessary.  
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22. The term “anonymized information” as used in these Guidelines refers to personal 

information that is obtained by processing personal information so that a specific 

individual cannot be identified by taking the measures specified in the following based 

on the following category of personal information respectively and with which measures 

are taken so that the personal information cannot be restored.  

(1) Personal information corresponding to 18 (1): To delete part of the indication, etc. 

contained in said personal information (including replacement with another 

indication, etc. by a method that has no resemblance to said part of the indication, etc. 

can be restored).  

(2) Personal information corresponding to 18 (2): To delete all individual identification 

codes contained in said personal information (including replacement with another 

indication, etc. by a method that has no pattern with which said individual 

identification code can be restored).  

  

23. The term “adverse event” as used in these Guidelines refers to all unfavorable or 

unintended injuries and diseases or their signs that occurred with a subject (including 

abnormalities in laboratory data) regardless of whether there is a casual relationship with 

the clinical research on gene therapy that has been performed.  

  

24. The term “serious adverse event” as used in these Guidelines refers to an event 

corresponding to any of the following.  

(1) Death  

(2) Adverse event that may result in death  

(3) Adverse event that requires hospitalization in a medical institution for treatment or 

an extension of the hospitalization period  

(4) Disorder  

(5) Adverse event that may result in a disorder  

(6) Serious adverse event according to the provisions in (1) through (5)  

(7) A congenital disease or abnormality in later generations  

  

25. The term “monitoring” as used in these Guidelines refers to an investigation that the 

principal investigator instructs a designated person to conduct concerning how much the 

clinical research on gene therapy has progressed and whether it is performed in 

accordance with these Guidelines and research plan in order to ensure appropriate 

performance of the clinical research on gene therapy.   

  

26. The term “audit” as used in these Guidelines refers to an investigation that the principal 

investigator instructs a designated person to conduct concerning whether the clinical 

research on gene therapy is performed in accordance with these Guidelines and research 

plan in order to ensure the reliability of results of the clinical research on gene therapy.  

  

Paragraph 3. Scope of Application  

1. Applicable clinical research on gene therapy  
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These Guidelines shall apply to clinical research on gene therapy performed by a 

Japanese research institution or performed by a foreign research institution in Japan. 

However, the provisions of Chapter II shall not apply to clinical research on gene therapy 

corresponding to the clinical research set forth in Article 2, Paragraph (1) of the Clinical 

Trial Act (Act No. 16 of 2017), and provisions of Chapter II and Chapter III shall not 

apply to clinical research on gene therapy corresponding to a clinical trial as set forth in 

Article 2, Paragraph (17) of the Act on Securing Quality, Efficacy and Safety of Products 

Including Pharmaceuticals and Medical Devices (Act No. 145 of 1960) or clinical 

research on gene therapy corresponding to a regenerative medicine, etc. as set forth in 

Article 2, Paragraph (1) of the Act on Securing Safety of Regenerative Medicine (Act 

No. 85 of 2013).  

  

2. Clinical research on gene therapy performed in and outside Japan  

(1) When a Japanese research institution performs clinical research on gene therapy 

(including cases where the clinical research on gene therapy is performed jointly with 

a foreign research institution), laws and regulations, guidelines, and other standards 

of the performing site shall be complied with in addition to the provisions of these 

Guidelines. However, if the provisions of laws and regulations, guidelines, and other 

standards of the performing site are stricter than the provisions of these Guidelines, 

the clinical research on gene therapy shall be performed in accordance with the 

provisions of the laws and regulations, guidelines, and other standards of the 

performance site in lieu of the provisions of these Guidelines.  

  

(2) In cases where the provisions of these Guidelines are stricter than the provisions of 

laws and regulations, guidelines, and other standards of the performance site outside 

Japan and it is difficult to perform the clinical research on gene therapy according to 

the provisions of these Guidelines, if the following information is indicated in the 

research plan and the director of the research institution in Japan approves the 

performance of the clinical research on gene therapy based on the advice of the ethical 

review board, the clinical research on gene therapy may be performed according to 

the provisions of laws and regulations, guidelines, and other standards of the 

performance site in lieu of the provisions of these Guidelines.  

(a) Appropriate measures shall be taken in relation to informed consent.  

(b) Appropriate measures shall be taken for the protection of personal information 

that is obtained in association with performance of the clinical research on gene 

therapy.  

  

Paragraph 4. Requirements for Subjects of Clinical Research on Gene Therapy  

Clinical research on gene therapy shall conform to all of the following requirements.  

1. The effects of gene therapy that are to be identified by the clinical research on gene 

therapy are fully expected to be equivalent to or higher than other currently feasible 

treatments or prevention methods for diseases subject to the clinical research on gene 

therapy (hereinafter referred to as “Target Disease”).  
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2. The benefits to a subject obtained from the clinical research on gene therapy are fully 

expected to exceed the disadvantages to a subject (if the clinical research on gene therapy 

is for prevention, it is fully expected that the benefits greatly outweigh the disadvantages).  

  

Paragraph 5. Efficacy and Safety  

The efficacy and safety of clinical research on gene therapy must be expected based on 

comprehensive scientific knowledge.  

  

Paragraph 6. Quality Control  

Genes used for clinical research on gene therapy and other substances that are administered 

to humans shall be produced at a facility that is found to be at the same level as the 

manufacturing site set forth in the main clause of Article 17, Paragraph (1) of the Ministerial 

Order on Standards for Clinical Studies of Pharmaceuticals (Order of the Ministry of Health 

and Welfare No. 28 of 1997) or the main clause of Article 25, Paragraph (1) of the 

Ministerial Order on Standards for Clinical Studies of Regenerative Medicine, etc. (Order 

of the Ministry of Health and Welfare No. 89 of 2014) or a cell culture facility that obtained 

the permission set forth in Article 35, Paragraph (1) of the Act on Securing Safety of 

Regenerative Medicine, etc. or the certification set forth in Article 39, Paragraph (1) of said 

Act or that has been notified pursuant to the provisions of Article 40, Paragraph (1) of said 

Act in order to secure the quality, efficacy, and safety of said substances and the quality, 

efficacy, and safety must have been confirmed.  

  

Paragraph 7. Prohibition of Clinical Research on Gene Therapy for Germ Cells  

Clinical research on gene therapy subject to human germ cells or embryos (meaning a cell 

or cell group from before the placenta starts to form from among cells that may grow into 

an individual through the course of generation directly in the womb of a human or animal; 

the same shall apply hereinafter) and clinical research on gene therapy that may involve 

genetic modification on human germ cells or embryos shall not be performed. 

  

  

Paragraph 8. Obtaining Informed Consent  

Clinical research on gene therapy must be performed after informed consent is obtained 

without fail.  

  

Paragraph 9. Maintaining Public Health Safety  

Clinical research on gene therapy must be performed after public health safety is fully 

guaranteed.  

  

Paragraph 10. Information Disclosure  

Clinical research on gene therapy must be registered on the open database provided by the 

National University Hospital Council of Japan, Japan Pharmaceutical Information Center, or 

Japan Medical Association (in cases of clinical research on gene therapy corresponding to the 

clinical research set forth in Article 2, Paragraph (1) of the Clinical Trial Act, a database as set 

forth in Article 24, Paragraph (1) of the Regulation for Enforcement of the Clinical Trial Act 
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(Ordinance of the Ministry of Health, Labour and Welfare No. 17 of 2018), in cases of clinical 

research on gene therapy corresponding to regenerative medicine as set forth in Article 2, 

Paragraph (1) of the Act on Securing Safety of Regenerative Medicine, etc., a database as set 

forth in Article 8-9, Paragraph (1) of the Regulation for Enforcement of the Act on Securing 

Safety of Regenerative Medicine, etc. (Ordinance of the Ministry of Health, Labour and 

Welfare No. 110 of 2014)) and the information must be disclosed appropriately and correctly.  

  

Paragraph 11. Selection of Research Subjects  

The selection of subjects shall be examined carefully in consideration of the disease state, age, 

ability to give consent, etc. from the perspective of protecting human rights.  

 

Chapter II Matters to be Complied with for Clinical Research on Gene Therapy  

Section 1 Responsibilities of Researchers  

Paragraph 1. Responsibilities of Researchers  

1. Researchers shall engage in the following operations.  

(1) The following operations in relation to the consideration of Subjects, etc.  

(a) To perform clinical research on gene therapy while respecting the life, health, 

and human rights of a subject.  

(b) To receive informed consent in advance when performing clinical research on 

gene therapy.  

(c) To respond appropriately and promptly to consultation, inquiries, complaints, etc. 

of the Subject, etc. and relevant persons thereto (hereinafter collectively referred 

to as “Consultation, etc.”).  

(d) Not to divulge information obtained in the course of implementation of the 

clinical research on gene therapy without legitimate reasons. The same shall 

apply to researchers who are no longer involved in conducting the clinical 

research on gene therapy.  

  

(2) The following operations in relation to securing the ethical appropriateness and 

scientific reasonableness of the clinical research on gene therapy  

(a) To perform clinical research on gene therapy appropriately in compliance with 

laws, regulations, guidelines, etc., by valuing the opinions of the ethical review 

board and the Minister of Health, Labour and Welfare, and in accordance with 

the research plan approved by the director of the research institution.  

(b) To support the principal investigator, create materials related to the plan of the 

clinical research on gene therapy, implement said plan, and make necessary 

reports to the principal investigator.  

(c) When a fact or information that harms or may harm the ethical appropriateness 

or scientific reasonableness of the clinical research on gene therapy is obtained 

(excluding cases corresponding to (d)), to report that fact promptly to the 

principal investigator. 

(d) When a fact or information that harms or may harm the appropriateness of 

implementing the clinical research on gene therapy or the reliability of the 
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research results is obtained, to report that fact promptly to the principal 

investigator or the director of the research institution.  

  

(3) Prior to the performance of clinical research on gene therapy, to receive education and 

training on ethics related to clinical research on gene therapy and on the knowledge 

and technologies necessary for the performance of clinical research on gene therapy 

and to receive said education and training continuously as necessary during the 

research.  

  

2. A researcher shall be a person who has the expertise or clinical experience 

necessary to perform clinical research on gene therapy appropriately.  

  

Paragraph 2. Responsibilities of Principal Investigator  

1. The principal investigator shall perform the following operations. However, if a chief 

investigator is assigned, the chief investigator shall seek advice from the ethical review 

board based on the provisions of (1) (a) and (2) (b), (c), (e), and (f), notify the ethical 

review board based on the provisions of (1) (b), report to the Minister of Health, Labour 

and Welfare based on the provisions of (4) (b) and (c), and appropriately register the 

outline of the clinical research on gene therapy and other information related to the 

clinical research on gene therapy on the open database based on the provisions of (1) (d).  

(1) The following operations related to the creation of a research plan and thorough 

compliance with guidelines for researchers  

(a) To examine the medical usefulness and morality of the clinical research on gene 

therapy based on data and information in and outside Japan that can be obtained 

in relation to the performance of clinical research on gene therapy, to develop a 

system necessary for implementation of the clinical research on gene therapy 

based on the examination results, to create a research plan in advance, to seek 

advice from the ethical review board, to respect the advice, and to request the 

approval of the director of the research institution. The same shall apply to 

changing a research plan (excluding minor changes (meaning a minor change as 

set forth in Article 42 of the Regulation for Enforcement of the Clinical Trial Act; 

the same shall apply hereinafter)).  

(b) When minor changes are made to a research plan, that fact shall be reported to 

the ethical review board without delay.  

(c) In order to indemnify health impairment to a subject in relation to clinical 

research on gene therapy, to purchase insurance policies or take other necessary 

measures appropriately.  

(d) To register appropriately an outline of the clinical research on gene therapy and 

other information related to the clinical research on gene therapy onto the open 

database and to publish the results of the clinical research on gene therapy 

pursuant to the provisions of Section 2, Paragraph 3-1. 

(e) To instruct and manage researchers involved in the performance of clinical 

research on gene therapy so that the clinical research on gene therapy is 

performed appropriately in accordance with a research plan and the reliability of 

the results is ensured.  
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(f) When entrusting part of operations related to clinical research on gene therapy, 

to give necessary and appropriate supervision to the person who accepted the 

entrustment.  

(g) To conduct self-inspection and assessment as to whether the clinical research on 

gene therapy conforms to these Guidelines as necessary and to take appropriate 

actions based on the results.  

  

(2) The following operations in relation to the progress management and supervision of 

the clinical research on gene therapy and the identification and reporting of adverse 

events, etc.  

(a) To perform clinical research on gene therapy appropriately, and to ensure the 

reliability of the research results, such as to collect necessary information for the 

performance of clinical research on gene therapy.  

(b) In cases where a report set forth in the provisions of Paragraph 1-1 (2) (c) is 

received and the report is considered to have an impact on continuation of the 

clinical research on gene therapy, to report it promptly to the director of the 

research institution and chief investigator, to seek advice from the ethical review 

board and value the advice, and to suspend or discontinue the clinical research 

on gene therapy or to change the research plan as necessary.  

(c) In cases where the report set forth in the provisions of paragraph 1-1 (2) (d) is 

received, to report it promptly to the director of the research institution and chief 

investigator, to seek advice from the ethical review board and respect the advice, 

and to suspend or discontinue the clinical research on gene therapy or to change 

the research plan as necessary.  

(d) In cases where the predicted risk of clinical research on gene therapy is higher 

than the expected benefits or where it is judged that a sufficient outcome cannot 

be obtained from the clinical research on gene therapy, to discontinue the clinical 

research on gene therapy.  

(e) To report the progress of clinical research on gene therapy, the occurrence of an 

adverse event in association with the performance of the clinical research on gene 

therapy to the director of the research institution and the chief investigator in 

writing pursuant to the provisions of the research plan and to seek the advice of 

the ethical review board. In this case, progress shall be reported at least once a 

year.  

(f) When clinical research on gene therapy is ended (including cases of 

discontinuation; the same shall apply hereinafter), to create a summary report 

(meaning documents where the results, etc. of the clinical research on gene 

therapy are compiled; the same shall apply hereinafter) pursuant to the provisions 

of Section 2, Paragraph 1-5 (1), to seek the advice of the ethical review board 

that examined the clinical research on gene therapy, and to submit the summary 

report to the director of the research institution and chief investigator. To share 

necessary information related to the clinical research on gene therapy with the 

principal investigator.  
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(3) The following operations in relation to actions for a subject after performance of the 

clinical research on gene therapy  

(a) To strive so that a subject can receive the best and necessary preventive measures, 

diagnosis, and treatment including the outcomes of the clinical research on gene 

therapy after implementation of the clinical research on gene therapy.  

(b) To strive to conduct the follow-up survey and to take other necessary measures 

for an appropriate period concerning the effects and adverse reactions of gene 

therapy from the perspective of also ensuring safety and efficacy after 

implementation of the clinical research on gene therapy and to report the results 

to the director of the research institution and the chief investigator.  

  

(4) The following operations in relation to the report to the Minister of Health, Labour 

and Welfare  

(a) To submit a research plan for which approval is obtained pursuant to the 

procedures based on the provisions of (1) (a) and research that was reported 

pursuant to the provisions of (1) (b), to the Minister of Health, Labour and 

Welfare without delay.  

(b) In cases where a report is received pursuant to the provisions of Paragraph 1-1 

(2) (c) or (d) or where a report is made pursuant to the provisions of (2) (b) or 

(c), to report it to the Minister of Health, Labour and Welfare promptly.  

(c) Concerning the report pursuant to the provisions of (2) (e), to report the number 

of subjects for which the clinical research on gene therapy was conducted within 

the period subject to reporting and occurrence of the adverse event, etc. to the 

Minister of Health, Labour and Welfare in writing within one month from the 

date when the ethical review board stated its opinions.  

(d) To submit an outline of a summary report that is created pursuant to the 

provisions of (2) (f) and other necessary documents to the Minister of Health, 

Labour and Welfare.  

  

(5) In addition to what is provided for in (1) through (4), to take necessary measures for 

supervising the clinical research on gene therapy at the research institution to which 

the principal investigator belongs.  

  

2. One principal investigator shall be assigned per research institution for each clinical 

research project on gene therapy and the principal investigator shall be a person who can 

perform the operations listed in 1. appropriately.  

  

Paragraph 3. Responsibilities of Chief Investigator  

1. The chief investigator shall perform the following operations.  

(1) To perform the operations of the principal investigator as set forth in Paragraph 2-

1. However, the following operations shall be performed as a representative of the 

principal investigators.  
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(a) To seek advice from the ethical review board based on the provisions of 

Paragraph 2-1 (1) (a) and (2) (b), (c), and (e) and to notify the ethical review 

board according to the provisions of Paragraph 2-1 (1) (b).  

(b) To make a report to the Minister of Health, Labour and Welfare based on the 

provisions of Paragraph 2-1 (4) (b) and (c).  

(c) To register appropriately an outline of the clinical research on gene therapy 

and other information related to the clinical research on gene therapy onto the 

open database based on the provisions of Paragraph 2-1 (1) (d). In this case, 

to register information from all research institutions performing the clinical 

research on gene therapy as well.  

  

(2) To supervise the clinical research on gene therapy, to give necessary instructions 

to the principal investigators of the joint research institutions, and to provide 

training to the principal investigators as necessary.  

  

(3) If a report pursuant to the provisions of Paragraph 2-1 (2) (b) or (c) is received, to 

promptly report that fact to the director of the research institution to which the 

chief investigator belongs and the principal investigators of the joint research 

institutions.  

  

(4) In addition to what is provided for in (1) through (3), to take necessary measures 

for supervising the clinical research on gene therapy.  

  

2. One chief investigator shall be appointed per clinical research on gene therapy 

and only one person shall be appointed from among the principal investigators of each 

research institution.  

  

Paragraph 4. Research Institution  

The research institution shall conform to all of the following requirements.  

1. It has the human organizational structure and facilities to perform sufficient clinical 

observation, tests, and analysis and assessment thereof.  

  

2. It has the human organizational structure and facilities to take the necessary measures 

based on the disease state of a subject.  

  

Paragraph 5. Responsibilities of the Director of Research Institution  

The director of the research institution shall engage in the following operations.  

1. The following operations in relation to overall supervision of clinical research on 

gene therapy  

(1) To provide necessary supervision of clinical research on gene therapy for which 

the director of the research institution has given approval so that it is performed 

appropriately and to take final responsibility.  

(2) To give thorough control of researchers in performing the clinical research on gene 

therapy by respecting the life, health, and human rights of subjects.  
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(3) Not to divulge information obtained in the course of operation without legitimate 

reasons. The same shall apply to a director of the research institution who is no 

longer engaging in the operation.  

(4) When entrusting part of the operations related to clinical research gene therapy, to 

conclude an agreement in writing concerning compliance matters for a person who 

accepts entrustment.  

  

2. The following operations in relation to the development of systems and rules for 

the performance of clinical research on gene therapy  

(1) To develop systems and rules necessary for the appropriate performance of clinical 

research on gene therapy.  

(2) If health impairment to a subject occurs in relation to the clinical research on gene 

therapy performed by the research institution, to ensure that indemnification for 

the impairment and other necessary measures are appropriately taken.  

(3) To ensure that research results and other information related to clinical research on 

gene therapy are appropriately published.  

(4) To conduct self-inspection and assessment of whether the clinical research on gene 

therapy performed by the research institution conforms to these Guidelines as 

necessary and to take appropriate actions based on the results.  

(5) To take measures so that researchers of the research institution receive education 

and training on ethics related to the clinical research on gene therapy and for 

knowledge and technologies necessary for the performance of clinical research on 

gene therapy and to receive said education and training him/herself.  

(6) To designate authorities or administration specified in these Guidelines to 

appropriate persons in the research institution as necessary pursuant to the 

provisions specified by the research institution.  

(7) In cases of receiving a report from a principal investigator pursuant to the 

provisions of Paragraph 2-1 (2) (e), to give instructions to the principal investigator 

concerning precautions and findings, etc. related to the report.  

  

3. The following operations in relation to approval of the clinical research on gene 

therapy  

(1) When a principal investigator requests an approval pursuant to the provisions of 

Paragraph 2-1 (1) (a), to determine approval or non-approval and other necessary 

measures related to the clinical research on gene therapy in reference to the 

advice of the ethical review board.  

  

(2) In cases where a principal investigator requests approval for performance of 

clinical research on gene therapy or major changes to a research plan, to submit 

the following documents to and seek the advice of the Minister of Health, Labour 

and Welfare in reference to the advice of the ethical review board when making 

a decision on approval or non-approval or other necessary measures related to 

the clinical research on gene therapy based on the provisions of (1). In this case, 
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when seeking the advice of the Minister of Health, Labour and Welfare 

concerning the clinical research on gene therapy to be performed jointly with 

other research institutions, the director of the research institution to which the 

chief investigator belongs shall request it collectively.  

(a) A research plan and materials to be attached to the research plan  

(b) Documents presenting the course and results of examination in the 

ethical review board rules as set forth in Section 3, Paragraph 1-2 (3)  

  

(3) In cases of receiving a report pursuant to the provisions of Paragraph 2-1 (2) (b) 

or (c) or Paragraph 3-1 (3), to give respect to the advice of the ethical review board, 

to suspend the clinical research on gene therapy promptly, to investigate the cause, 

or to take other necessary actions, as necessary. In this case, when it is before 

receiving the advice of the ethical review board, to give instructions to the 

principal investigators to discontinue the clinical research on gene therapy or to 

take provisional measures, as necessary.  

  

(4) To cooperate with investigations performed by the ethical review board and the 

Minister of Health, Labour and Welfare.  

  

(5) In cases of receiving a report pursuant to the provisions of Paragraph 1-1 (2) (d), 

Paragraph 2-1 (2) (b) or (c), or Paragraph 3-1 (3), to take necessary measures 

promptly.  

  

Section 2 Research Plan  

Paragraph 1. Procedures for Research Plan  

1. Creation of and changes to a research plan  

(1) When a principal investigator intends to perform clinical research on gene therapy 

(including cases of changing a research plan (excluding minor changes); the same 

shall apply in 2 and 3), the principal investigator shall create a research plan and 

obtain approval of the director of the research institution in advance.  

  

(2) When a principal investigator intends to perform clinical research on gene therapy 

jointly with other research institutions, the principal investigator shall define the 

roles and responsibilities of principal investigators of each joint research 

institution and shall create a research plan based on the research plan created by 

the chief investigator pursuant to the provisions of Section 1, Paragraph 3-1 (1).  

  

(3) When a principal investigator intends to entrust part of operations related to the 

clinical research on gene therapy of a research institution to which he/she belongs, 

the principal investigator shall define the content of operations to be entrusted in 

the research plan.  

  

2. Proposal to the ethical review board  
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(1) Before requesting approval for performance of clinical research on gene therapy 

from the director of a research institution to which a principal investigator belongs, 

the principal investigator shall seek the advice of the ethical review board 

concerning the appropriateness of performing the clinical research on gene therapy.  

  

(2) The chief investigator shall seek the advice of the ethical review board collectively 

on the appropriateness of performance of clinical research on gene therapy to be 

performed jointly with other research institutions.  

  

3. Approval of the director of the research institution 

The director of the research institution shall respect the advice of the ethical review 

board and the Minister of Health, Labour and Welfare and determine approval or 

non-approval of the performance of the clinical research on gene therapy or other 

measures necessary for the clinical research on gene therapy. In this case, when 

the ethical review board or the Minister of Health, Labour and Welfare gives its 

advice that the performance of the clinical research on gene therapy is 

inappropriate, the director of the research institution shall not approve the 

performance of the clinical research on gene therapy.  

  

4. Procedures during the research  

(1) A principal investigator shall report the progress of clinical research on gene 

therapy and the occurrence of adverse events in association with performance of 

the clinical research on gene therapy to the director of the research institution and 

the chief investigator in writing and seek the advice of the ethical review board 

pursuant to what is provided for by the research plan. In this case, progress shall 

be reported at least once a year.  

  

(2) A principal investigator shall take appropriate actions for a subject concerning the 

progress of clinical research on gene therapy and the occurrence of adverse events 

in association with performance of the clinical research on gene therapy. In this 

case, the principal investigator shall seek the advice of the ethical review board, 

respect the advice, take necessary measures for the occurrence of adverse events 

and findings, and report that fact to the Minister of Health, Labour and Welfare.  

  

5. Actions after the end of the research  

(1) When a principal investigator ends clinical research on gene therapy, the principal 

investigator shall create a summary report stating the following information, seek 

the advice of the ethical review board that examined the clinical research on gene 

therapy, and submit the summary report to the director of the research institution 

and chief investigator. 

(a) The following information related to the clinical research on gene therapy  

(i) Title  

(ii) Objectives and meaning  

(iii) Implementation method and period  
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(iv) Results and consideration  

(b) Names of the principal investigator and other researchers (in cases of performing 

the clinical research on gene therapy jointly with other research institutions, 

including the chief investigator and principal investigators of joint research 

institutions).  

(c) Name and location of the research institution (in cases of performing the clinical 

research on gene therapy jointly with other research institutions, including the 

joint research institutions). 

(d) Other necessary information  

  

(2) When a principal investigator submits a summary report pursuant to the 

provisions of (1), the principal investigator shall submit an outline of the 

summary report and other necessary documents promptly to the Minister of 

Health, Labour and Welfare. 

  

Paragraph 2. Content of Research Plan  

1. The following information shall be indicated in the research plan set forth in 

Paragraph 1-1 (1).  

(1) The following information related to the clinical research on gene therapy 

(a) Title  

(b) Objectives and meaning  

(c) Implementation method and period  

(d) Reasons why the implementation is possible 

(e) Information disclosure method  

(2) Names of the principal investigator and other researchers (in cases of performing 

the clinical research on gene therapy jointly with other research institutions, 

including the chief investigator and principal investigators of joint research 

institutions) and the role of the researchers in the clinical research on gene 

therapy.  

(3) Name and location of the research institution (in cases of performing the clinical 

research on gene therapy jointly with other research institutions, including the 

joint research institutions).  

(4) Target Disease and reasons for selection  

(5) Selection policy of subjects  

(6) The following information related to genes to be transferred 

(a) Details of development  

(b) Structure and function of genes 

(c) Transfer method of genes  

(d) Composition of final products to be administered to a subject  

(7) The following information related to proteins and nucleic acid, etc. to be used 

for gene modification 

(a) Details of development  

(b) Structure and function of proteins, nucleic acid, etc. 
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(c) Modification method of genes  

(d) Composition of final products to be administered to a subject  

(8) Results of characteristic analysis and quality tests  

(9) Special devices and medical materials to be used for administration to a subject  

(10) The following information related to safety and efficacy of non-clinical research 

(a) Information on non-clinical research to predict clinical efficacy 

(b) Results of analysis of biodistribution  

(c) Safety assessment of non-clinical research 

(d) Summary of non-clinical research results  

(11) Procedures, etc. to obtain informed consent pursuant to the provisions of 

Section 4, Paragraph 1 (including information related to explanation and 

consent pursuant to said provisions)  

(12) Treatment of personal information (in cases of anonymizing the personal 

information, including the anonymizing method)  

(13) Burden to a subject, predicted risk and benefits, comprehensive assessment 

thereof, and measures to minimize said burden and risk.  

(14) Storage and discarding method of specimens/information (containing data 

related to information used for the research)  

(15) Content and method of reports to the director of the research institution and 

ethical review board  

(16) Funding source of clinical research on gene therapy, individual income, etc. 

and other conditions related to conflict of interest of the research institution and 

researchers related to the clinical research on gene therapy  

(17) Treatment method of Consultation, etc. by Subjects, etc. and relevant persons  

(18) In cases of receiving informed consent from a proxy, information related to 

procedures pursuant to the provisions of Section 4, Paragraph 2 (including the 

appointment method of a proxy and information related to explanation and 

consent).  

(19) In cases of receiving informed assent, information related to procedures 

pursuant to the provisions of Section 4, Paragraph 2 (including information 

related to explanation).  

(20) In cases where a Subject, etc. has an economic burden or honorarium, that fact 

and details.  

(21) Actions for occurrence of a critical adverse event  

(22) Existence and details of indemnification for health impairment caused by the 

clinical research on gene therapy  

(23) Actions for provision of medical treatment to a subject after performance of the 

clinical research on gene therapy  

(24) In cases where there is the possibility of obtaining important knowledge related 

to a subject’s health, genetic characteristics that may be passed down to 

offspring in association with performance of the clinical research on gene 

therapy, the treatment of research results (including incidental findings) related 

to a subject.  
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(25) In cases of entrusting part of operations related to the clinical research on gene 

therapy, details of the operation to be entrusted and the supervising method of 

the party accepting the entrustment  

(26) In cases where there is the possibility of using specimens/information obtained 

from a subject for future research that has not been specified at the time of 

receiving informed consent from a Subject, etc. or to provide them to other 

research institutions, that fact and predicted details of the research at the time 

of obtaining informed consent.  

(27) System and procedures for monitoring and auditing pursuant to the provisions 

of Section 8, Paragraph 3.  

(28) Other necessary information  

  

2. Documents indicating the following information shall be attached to the research plan 

set forth in Paragraph 1-1 (1).  

(1) Biography and research achievement of researchers  

(2) Facilities and equipment of a research institution  

(3) Test results indicating efficacy related to clinical research on gene therapy and 

research outcomes related to safety  

(4) Research conditions in and outside Japan related to the clinical research on gene 

therapy to be performed (excluding research that has been performed at the 

research institution to which the researcher who intends to perform said clinical 

research on gene therapy belongs).   

(5) Document form related to explanation and consent for informed consent  

(6) Summary indicating the outline of clinical research on gene therapy using 

expressions that are as simple as possible  

(7) Other necessary information  

  

Paragraph 3. Registration and Publication of Clinical Research on Gene Therapy  

1. Registration of outline and results of the clinical research on gene therapy  

The principal investigator shall register the outline of the clinical research on 

gene therapy onto the open database as set forth in Chapter I, Section 1, 

Paragraph 10 prior to the performance thereto, update the data based on changes 

to the research plan and progress of the clinical research on gene therapy, as 

necessary. When the clinical research on gene therapy ends, the principal 

investigator shall register the results without delay. However, this shall not apply 

to research that has been approved by the director of the research institution 

based on the advice of the ethical review board as research where the details must 

be closed for the protection of the human rights of Subjects, etc. and relevant 

persons thereto or protection of rights and interests of researchers and relevant 

persons thereto.  

  

2. Publication of the research results  

When the clinical research on gene therapy ends, the principal investigator shall 

take the necessary measures to protect the human rights of Subjects, etc. and 
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relevant persons thereto or the rights and interests of researchers and relevant 

persons thereto and then shall publish the results of the clinical research on gene 

therapy without delay. When the final publication of the results occurs, it shall 

be reported to the director of the research institution without delay.  

  

Section 3 Ethical Review Board  

Paragraph 1. Establishment of Ethical Review Board  

1. Requirements for establishment of an ethical review board  

A person who establishes an ethical review board shall conform to all of the 

following requirements  

(1) A person who has the ability to perform administration related to reviewing the 

clinical research on gene therapy accurately.  

(2) A person who has the ability to operate the ethical review board continuously.  

(3) A person who has the ability to operate a neutral and fair ethical review board.  

  

2. Responsibilities of a person who establishes an ethical review board  

The person who established the ethical review board shall engage in the 

following operations.  

(1) To specify rules related to the organization and operation of the ethical review 

board and to instruct members of the ethical review board and persons who 

engage in the administration to engage in operations.  

  

(2) To retain data used for reviewing the clinical research on gene therapy 

appropriately for the period from the day when the end of the clinical research 

on gene therapy is reported until the day when 10 years have elapsed.  

  

(3) To stipulate rules related to procedures necessary for publication of the structure, 

organization, operation of the ethical review board and details of the agenda and 

other necessary procedures for reviewing the clinical research on gene therapy, 

and to publish them on the ethical review board reporting system.  

  

(4) To publish the holding status of the ethical review board and outline of review of 

the clinical research on gene therapy on the ethical review board reporting system 

at least once a year. However, this shall not apply to outlines for the review of 

clinical research on gene therapy that are judged by the ethical review board as 

details necessary to disclose for the protection of human rights of the Subject, 

etc. and relevant persons thereto and the rights and interests of researchers and 

relevant persons thereto.  

  

(5) To take necessary measures to ensure that members of the ethical review board 

and persons engaging in the administration receive education and training related 

to the review of clinical research on gene therapy and operations related thereto.  
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(6) To cooperate with investigations performed by the Minister of Health, Labour 

and Welfare or a person who is entrusted by the Minister concerning whether the 

organization and operation of the ethical review board conform to these 

Guidelines.  

  

Paragraph 2. Roles and Responsibilities of Ethical Review Board  

1. Roles and responsibilities  

(1) When the ethical review board is asked to give advice by a principal investigator 

pursuant to the provisions of Section 1, Paragraph 2-1 (1) (a) and (2) (b), (c), (e), 

and (f), the ethical review board shall conduct an investigation as necessary from 

ethical and scientific perspectives based on the provisions of these Guidelines, 

conduct neutral and fair review including information related to conflicts of 

interest of research institutions and researchers, and state opinions in writing as 

necessary.  

  

(2) Freedom and independence of activities of the ethical review board must be 

guaranteed so that neutral and fair review of the clinical research on gene therapy 

is conducted.  

  

(3) Members of the ethical review board and persons engaging in the administration 

shall not divulge the information obtained in the course of the operation without a 

justifiable reason. The same shall apply to said members and persons who are no 

longer engaging in the operation.  

  

(4) In cases where information related to the clinical research on gene therapy for 

which review was conducted pursuant to the provisions of (1) is divulged or 

another major concern arises from the perspective of valuing human rights of the 

Subjects, etc., the perspectives of ethical appropriateness or scientific 

reasonableness for performance of the clinical research on gene therapy, or the 

perspective of neutrality or fairness of the review, members of the ethical review 

board or persons engaging in the administration shall promptly report the fact to 

the person who established the ethical review board.  

  

(5) Members of the ethical review board and persons engaging in the administration 

shall receive education and training to acquire the knowledge necessary for 

investigation and review of the clinical research on gene therapy from ethical and 

scientific perspectives and shall continue to receive said education and training 

thereafter as necessary.  

  

2. Structure and requirements for establishing meetings  

(1) The structure of the ethical review board membership shall conform to all of the 

following requirements so that the clinical research on gene therapy can be 

investigated and reviewed appropriately and persons listed in (a) through (c) shall not 

double for other requirements. The same shall apply to the establishment of meetings.  
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(a) Experts in molecular biology, cell biology, genetics, clinical pharmacology, 

pathology, etc. and clinicians related to the Target Disease shall be included.  

(b) Experts in the law and persons who have sufficient insight into state opinions 

on bioethics shall be included.  

(c) Persons who can state objective opinions from the perspective of subjects who 

do not always have sufficient knowledge of the clinical research on gene 

therapy shall be included.  

(d) Multiple persons who do not belong to the institution to which a person who 

established the ethical review board belongs shall be included.  

(e) The meeting shall consist of both men and women.  

(f) The number of members shall be 5 persons or more.  

  

(2) Researchers involved in the performance of the clinical research on gene therapy that 

is subject to review shall not attend discussions of the opinions of the ethical review 

board. However, this shall not apply to cases where the ethical review board requests 

that the researchers participate in the meeting or give an explanation of the clinical 

research on gene therapy.  

  

(3) A principal investigator who requests review of the clinical research on gene therapy 

shall not participate in the discussion and determination of the opinions of the ethical 

review board. However, when it is necessary to identify the details of the review in 

the ethical review board, the principal investigator may attend the meeting after 

obtaining the consent of the ethical review board.  

  

(4) The ethical review board may seek the advice of experts depending on the subject, 

content, etc. of the review.  

  

(5) When the ethical review board reviews the clinical research on gene therapy for which 

persons requiring special consideration are subjects and states its opinion, the ethical 

review board shall seek the advice of persons who have insight concerning said 

persons requiring special consideration as necessary.  

  

(6) The ethical review board shall strive to determine their opinions unanimously.  

  

3. Expedited Review  

Concerning clinical research on gene therapy that is performed jointly with other 

research institutions and that underwent review of the ethical review board at the 

joint research institution concerning the overall clinical research on gene therapy 

and obtained the opinion that the performance is appropriate, the ethical review 

board may conduct review by members designated by the ethical review board 

(hereinafter referred to as “Expedited Review”) and state its opinions. In this case 

the results of the Expedited Review shall be treated as the opinion of the ethical 

review board and said results shall be reported to all board members. The same 

shall apply to clinical research on gene therapy for which the research plan has 

been changed (excluding minor changes).  
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4. Review of clinical research on gene therapy performed by other research 

institutions  

(1) In cases where the principal investigator requests that an ethical review board that 

is established outside the research institution to which the principal investigator 

belongs, review the clinical research on gene therapy, that ethical review board 

shall review the clinical research on gene therapy after fully understanding the 

performance method of the clinical research on gene therapy and shall state its 

opinion.  

(2) When the ethical review board is requested to continue reviewing clinical research 

on gene therapy performed by other research institutions after conducting the 

review of the clinical research on gene therapy, the ethical review board shall 

conduct the review and state its opinions.  

  

Section 4 Informed Consent  

Paragraph 1. Procedures to Obtain Informed Consent  

1. Procedures to obtain informed consent  

(1) When a principal investigator, etc. intends to implement clinical research on gene 

therapy, the Principal Investigator, etc. shall obtain informed consent in advance 

using documents stating matters for explanation as set forth in 3 pursuant to what 

is provided for in a research plan for which the director of the research institution 

granted approval.  

  

(2) When researchers and other persons involved in performance of the research 

(hereinafter collectively referred to as “Researchers, etc.”) provide 

specimens/information to joint research institutions, records for said provision 

must be created. In this case, the principal investigator shall retain the records 

created by the Researchers, etc. for the period from the date when the 

specimens/information are provided until the date when 3 years has elapsed.  

  

(3) When receiving specimens/information from other research institutions, 

Researchers, etc. shall confirm that the person who provides said 

specimens/information takes appropriate measures and shall create records related 

to the provision of said specimens/information. In this case, the principal 

investigator shall retain the records created by the Researchers, etc. for the period 

from the date when the end of the clinical research on gene therapy is reported 

until the date when 5 years has elapsed.  

  

2. Changes to a research plan  

In cases of changing a research plan, the Principal Investigator, etc. shall take procedures, 

etc. for informed consent pursuant to the provisions of 1 again in principle concerning said 

change. However, this shall not apply to changes for which the director of the research 

institution stated that said procedures, etc. are not necessary based on the opinion of the 

ethical review board.  
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3. Matters for explanation  

When obtaining informed consent, the Principal Investigator, etc. shall give an explanation 

of the following matters to Subjects, etc. in principle. However, this shall not apply to 

matters for which the director of the research institution approved that said explanation 

may be omitted based on the opinion of the ethical review board and the Minister of Health, 

Labour and Welfare.  

(1) The following information related to the clinical research on gene therapy 

(a) Title  

(b) The fact that approval of the director of the research institution has been 

obtained for the performance. 

(c) Objectives and meaning  

(d) Implementation method (including objective of use of specimens/information 

obtained from a subject) and period 

(e) Information disclosure method  

  

(2) Name of the research institution and name of the principal investigator (in cases of 

performing the clinical research on gene therapy jointly with other research 

institutions, including the name of the joint research institutions, the name of the 

principal investigators of the joint research institutions and the name of the chief 

investigator).  

(3) Reasons for selection of a subject  

(4) The fact that in cases where consent is given to perform and continue clinical research 

on gene therapy, the consent may be canceled any time (in cases where it is difficult 

to take measures in accordance with the details of cancellation by Subjects, etc., 

including that fact and the reasons).  

(5) The fact that a Subject, etc. will not be treated in a disadvantageous manner even if 

the Subject, etc. does not provide or cancels consent to perform or continue the 

clinical research on gene therapy.  

(6) The fact that a research plan and data related to the method of the clinical research 

on gene therapy may be obtained or inspected at the request of a Subject, etc. to the 

extent that there are no obstacles to ensuring the protection of personal information 

of other Subjects, etc. and the independence of the clinical research on gene therapy 

and the method of obtaining and inspecting said research plan and data.  

(7) Treatment of personal information (in cases of anonymizing the personal information, 

including the anonymizing method)  

(8) Burden to a subject, predicted risk and benefits, comprehensive assessment thereof, 

and measures to minimize said burden and risk.  

(9) Storage and discarding method of specimen/information (containing data related to 

information used for the research)  

(10) Funding source of clinical research on gene therapy, individual income, etc. and other 

conditions related to conflict of interest of the research institution and researchers 

related to the clinical research on gene therapy  

(11) Treatment method of Consultation, etc. by Subjects, etc. and relevant persons thereof  
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(12) In cases where a Subject, etc. has an economic burden or honorarium, that fact and 

details.  

(13) Matters related to other treatment methods, etc.  

(14) Existence and details of indemnification for health impairment caused by the clinical 

research on gene therapy  

(15) Actions for provision of medical treatment to a subject after performance of the 

clinical research on gene therapy  

(16) In cases where there is the possibility of obtaining important knowledge related to a 

subject’s health, genetic characteristics that may be passed down to offspring in 

association with performance of the clinical research on gene therapy, the treatment 

of research results (including incidental findings) related to a subject.  

(17) In cases where there is the possibility of using specimens/information obtained from 

a subject for future research that have not been specified at the time of obtaining 

informed consent from a Subject, etc. or to provide them to other research institutions, 

that fact and predicted details of the research at the time of obtaining informed 

consent.  

(18) The fact that, on the assumption that secrecy of a subject is protected, persons 

engaging in monitoring and persons engaging in auditing, the ethical review board, 

the Minister of Health, Labour and Welfare inspects specimens/information related 

to the subject to the extent necessary.  

  

4. Procedures for using specimens/information for clinical research on gene therapy 

that were not specified at the time of obtaining informed consent.  

In cases where the objective of use of specimens/information that was assumed at the time 

of obtaining informed consent from Subjects, etc. was explained as much as possible and 

a new objective of use is specified subsequently, the Principal Investigator, etc. shall create 

or change the research plan, notify or publish information on the newly specified objective 

of use for the Subject, etc., and guarantee an opportunity where the Subject, etc. can cancel 

the consent for new clinical research on gene therapy. 

 

5. Cancellation of consent  

In cases where a Subject, etc. cancels or rejects consent that corresponds to any of the 

following, the Principal Investigator, etc. shall take measures in accordance with the 

content of said cancellation or rejection without delay and shall give an explanation of that 

fact to the Subject, etc. However, this shall not apply to cases where it is difficult to take 

said measures and the director of the research institution approves not taking said measures 

after seeking the advice of the ethical review board. In this case, the Principal Investigator, 

etc. shall explain to the Subject, etc. the fact that measures in accordance with the details 

of said cancellation or rejection will not be taken and the reasons thereof and shall strive 

to obtain the understanding of the Subject, etc.  

(1) Cancellation of all or part of consent given to the performance or continuation of 

the clinical research on gene therapy  
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(2) Concerning clinical research on gene therapy for which a proxy granted consent, 

rejection of all or part of the performance or continuation of the clinical research 

on gene therapy in procedures for obtaining informed consent of a subject  

  

6. Treatment in cases of providing specimens/information to a person in a foreign 

state  

(1) In cases of providing specimens/information to a person in a foreign state 

(including cases of entrusting all or part of the treatment of said 

specimens/information to a person in a foreign state), the Principal Investigator, 

etc. shall obtain the appropriate consent of the Subject, etc. excluding cases where 

the person in a foreign state is in the state as specified in the Regulations for 

Enforcement of the Act on the Protection of Personal Information (Rules of the 

Personal Information Protection Committee No. 3 of 2016) or a system conforming 

to the standards specified in said Regulations has been developed. However, in 

cases where it is difficult to receive the appropriate consent of a Subject, etc. and 

it corresponds to any of the following, said specimens/information may be 

provided to a person in a foreign state regardless of the presence of said consent.  

(a) Said specimens/information shall correspond to any of the following  

(i) It is anonymized (limited to cases where a specific individual cannot be 

identified).  

(ii) It is anonymized information.  

(iii) In cases of providing for use in academic research or other cases where 

there are special reasons to provide said specimens/information, when the 

Subject, etc. is notified of all the following information or it is published, 

it shall be anonymized (limited to cases that are processed or managed so 

that the specific subject's specimens/information cannot be identified 

immediately).  

[i] Objective of use of specimens/information, scope of users, and use 

method (including the method to provide it to a person in a foreign state).  

[ii] Items of specimens/information to be provided  

[iii] Name of the person who is responsible for management of the 

specimens/information. In cases where it does not correspond to (a) and 

when providing them for use in academic research or there are special 

reasons to provide the specimens/information, the Subject, etc. shall be 

notified of all the following information or they will be disclosed and 

approval of the director of the research institution will be obtained after 

seeking the advice of the ethical review board concerning guaranteeing 

the opportunity for the Subject, etc. to reject the provision of said 

specimens/information for said person who is in a foreign state.  

(i) Objective of use of specimens/information, scope of users, and use method 

(including the method to provide it to a person in a foreign state).  

(ii) Items of specimens/information to be provided  
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(iii) Name of the person who has responsibility for managing 

specimens/information  

(iv) The fact of suspending provision of specimens/information with which a 

subject is identified at the request of the subject or his/her proxy  

(v) Method to accept a request of a subject or his/her proxy set forth in (iv)  

  

(2) When Researchers, etc. provide specimens/information to a person in a foreign 

state, the Researchers, etc. shall create a record related to the provision of said 

specimens/information. In this case, the principal investigator shall retain the 

records created by the Researchers, etc. for the period from the date when the 

specimens/information are provided until the date when 3 years has elapsed.  

  

Paragraph 2. Procedures to Receive Informed Consent from a Proxy  

1. Requirements for proxy  

(1) The Principal Investigator, etc. shall not receive informed consent from a proxy in 

the procedures pursuant to the provision of Paragraph 1 if it does not conform to 

all of the following requirements.  

(a) All of the following matters are indicated in the research plan.  

(i) Appointment policy of a proxy  

(ii) Matters for explanation to a proxy (including explanation on (iii))  

(iii) Reasons why it is necessary to appoint a person corresponding to (b)(i) or (ii) 

as a subject 

(b) The subject corresponds to any of the following.  

(i) A minor  

(ii) An adult who is objectively judged to lack the ability to give informed consent  

  

(2) In cases of receiving informed consent from a proxy in the procedures set forth in 

the provisions of Paragraph 1, the Principal Investigator, etc. shall appoint a proxy 

in accordance with the appointment policy set forth in (1) (a) (i) and give an 

explanation of the matters set forth in (1) (a) (ii) in addition to Paragraph 1-3. 

 

(3) In cases of receiving informed consent from a proxy, when the subject has 

completed a junior-high school program, etc. or is a minor aged 16 years old or 

older who is judged to have sufficient capacity for judgment related to 

performance of the clinical research on gene therapy, the Principal Investigator, 

etc. shall also obtain informed consent from the subject.   

  

2. Procedures for receiving informed assent  

(1) In cases where informed consent has been obtained from a proxy, when it is judged 

that a subject can express his/her will concerning the performance of the clinical 

research on gene therapy, the Principal Investigator, etc. shall strive to obtain 

informed assent. However, this shall not apply to cases where informed consent is 

received from a subject pursuant to the provisions of 1 (3).  
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(2) In cases of intending to perform clinical research on gene therapy for which it is 

predicted that procedures will be conducted for informed assent pursuant to the 

provisions of (1), the Principal Investigator, etc. shall indicate matters for 

explanation and the method of explanation to subjects in a research plan in advance.  

  

(3) In cases where a subject expresses the intention to reject all or part of the 

performance or continuation of the clinical research on gene therapy in the 

procedures for informed assent pursuant to the provisions of (1), the Principal 

Investigator, etc. shall strive to respect the intentions. However, this shall not apply 

to cases where direct health benefits to a subject are expected by the performance 

or continuation of the clinical research on gene therapy and the proxy gives consent 

to it. 

   

Section 5 Opinion of the Minister of Health, Labour and Welfare  

Paragraph 1. Opinion of the Minister of Health, Labour and Welfare  

1. The Minister of Health, Labour and Welfare shall state its opinion on performance of 

the clinical research on gene therapy or major changes to a research plan in advance 

at the request of the director of the research institution.  

  

2. In cases where the Minister of Health, Labour and Welfare is requested to give an 

opinion on the performance of clinical research on gene therapy or major changes to 

a research plan and judges that the clinical research on gene therapy corresponds to 

any of the following in consideration of the opinions of multiple experts, the Minister 

of Health, Labour and Welfare shall seek the advice of the Health Sciences Council 

concerning the medical usefulness and ethicalness of the clinical research on gene 

therapy.  

(1) It uses new recombinant genes, etc. that are to be used when transferring genes 

into cells or a new administration method of genes.  

  

(2) It uses new proteins, nucleic acids, etc. for the modification of genes or new 

modification methods of genes.  

  

(3) A disease that has never been subject to other clinical research on gene therapy is 

the Target Disease.  

  

(4) It uses a new gene therapy, etc. (excluding one corresponding to any of (1) through 

(3)).  

  

(5) It contains other matters for which it is necessary to seek the advice of the Health 

Sciences Council.  

  

3. When the Minister of Health, Labour and Welfare judges that it is not necessary to 

seek the advice of the Health Sciences Council pursuant to the provisions of 2, the 
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Minister of Health, Labour and Welfare shall state its opinion concerning the 

performance of the clinical research on gene therapy or major changes to a research 

plan within 30 days from the date when the advice is requested.  

  

Paragraph 2. Opinion of the Minister of Health, Labour and Welfare on Serious Adverse 

Events  

In cases of receiving a report from the principal investigator based on the provisions of 

Section 1, Paragraph 2-1 (4) (b) or (c) or Section 7, Paragraph 1-2 (1), the Minister of Health, 

Labour and Welfare shall state his/her opinion on the clinical research on gene therapy as 

necessary.  

  

Paragraph 3. Investigation by the Minister of Health, Labour and Welfare  

When the Minister of Health, Labour and Welfare states his/her opinion based on the 

provisions of Paragraph 1-1 or Paragraph 2 and finds it necessary, the Minister of Health, 

Labour and Welfare shall request that the director of the research institution submit the 

documents specified in Section 1, Paragraph 5-3 (2) or other necessary data and shall conduct 

an investigation of the research institution or other necessary investigations after obtaining 

the approval of the director of the research institution.  

  

Section 6 Personal Information and Anonymized Information  

Paragraph 1. Basic Responsibilities for Personal Information  

1. Protection of Personal Information  

Concerning the treatment of personal information and anonymized information in clinical 

research on gene therapy, researchers and the director of the research institution shall observe 

what is provided for by the Act on the Protection of Personal Information (Act No. 57 of 

2003), Act on the Protection of Personal Information Held by Administrative Organs (Act 

No. 58 of 2003), Act on the Protection of Personal Information Held by Incorporated 

Administrative Agencies (Act No. 59 of 2003), and municipal ordinances specified by local 

governments, etc., in addition to these Guidelines.  

  

2. Appropriate acquisition  

(1) Researchers shall not acquire personal information by deception or other wrongful 

means in the performance of clinical research on gene therapy.   

  

(2) Researchers shall not handle personal information acquired in association with the 

performance of the clinical research on gene therapy by exceeding the scope for 

which consent is obtained from Subjects, etc. in advance in principle.  

  

Paragraph 2. Safety Management  

1. Appropriate treatment  

(1) Concerning personal information that is acquired in association with clinical 

research on gene therapy and that is retained by the research institution to which a 

researcher belongs (including cases of retention based on the entrustment; 

hereinafter referred to as “Retained Personal Information”), the researcher shall 
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treat it appropriately to prevent divulgation, loss, or breakage and for other safety 

management.  

  

(2) The principal investigator shall cooperate with the director of the research 

institution so that the Retained Personal Information is appropriately handled for 

the performance of the clinical research on gene therapy and shall provide 

necessary management instructions to other researchers who handle said Retained 

Personal Information.  

  

2. Development of systems for safety management and supervision, etc.  

(1) The director of the research institution shall take the necessary and appropriate 

measures to prevent the divulgation, loss, or breakage of Retained Personal 

Information and for other safety management when conducting the clinical 

research on gene therapy.  

  

(2) In cases of instructing researchers involved in the performance of the clinical 

research on gene therapy at the research institution to handle the Retained Personal 

Information, the director of the research institution shall develop systems and rules 

necessary for safety management and shall give necessary and appropriate 

supervision in order to facilitate the management of Retained Personal Information 

safety.  

  

Paragraph 3. Disclosure of Retained Personal Information   

1. Publication of matters related of Retained Personal Information   

(1) Excluding cases where the director of the research institution has given an explanation 

to a Subject, etc. concerning personal information related to the Subject, etc. pursuant 

to the provisions of Section 4, Paragraph 1, or has notified the Subject, etc. or 

published information related to the performance of the clinical research on gene 

therapy, including the treatment of personal information, the director of the research 

institution shall make the following matters concerning Retained Personal Information 

readily accessible (including cases where replies can be provided without delay at the 

request of the Specific Individual, etc.; the same shall apply hereinafter) to the specific 

individual who is identified by the Retained Personal Information (hereinafter referred 

to as “Specific Individual”) or his/her proxy (hereinafter collectively referred to as 

“Specific Individual, etc.”). 

(a) Name of the research institution and name of the director of the research institution  

(b) Concerning the purpose of use of Retained Personal Information, if the information 

is used for clinical research on gene therapy, the fact that it is used for the clinical 

research on gene therapy (if it is provided to other research institutions, including 

that fact) and if the information is used for purposes other than the clinical research 

on gene therapy, its use.  

(c) Procedures to respond to requests pursuant to the provisions of (2) or 2 (1), (3), or 

(4) (hereinafter collectively referred to as “Request for Disclosure, etc.”) (when the 

amount of the fee is specified pursuant to the provisions of 2(2), including the 

amount of the fee)  
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(d) Contact window for Consultation, etc. related to the treatment of Retained Personal 

Information.  

  

(2) In cases where a notification of purpose of use is requested by the Specific Individual, 

etc. concerning Retained Personal Information with which the Specific Individual can 

be identified when performing clinical research on gene therapy, the director of the 

research institution shall notify the Specific Individual, etc. who made the request 

(hereinafter referred to as “Requester”) of the purpose without delay.  

  

(3) Provisions of (1) (b) and (2) shall not apply when the situation corresponds to any of 

the following.  

(a) In cases where making the purpose of use readily accessible to the Specific 

Individual, etc. or notifying the Requester may cause harm to the life, body, 

property, or other rights and interests of Subjects, etc. or a third party.  

(b) In cases where making the purpose of use readily accessible to the Specific 

Individual, etc. or notifying the Requester may cause harm to the rights or 

justifiable interests of the research institution that performs the clinical research 

on gene therapy.  

  

(4) When the director of the research institution decides not to make a notification of 

purpose of use under the provisions of (2), pursuant to the provisions of (3), the director 

of the research institution shall notify the Requester of that fact without delay, give an 

explanation of the reasons for the decision to the Requester, and strive to obtain the 

understanding of the Requester.  

  

2. Actions for Request for Disclosure, etc.  

(1) In cases where the Specific Individual, etc. requests disclosure (if there is no Retained 

Personal Information with which the Specific Individual can be identified, including 

notifying of that fact; the same shall apply hereinafter) of Retained Personal 

Information with which the Specific Individual can be identified when performing 

clinical research on gene therapy, the director of the research institution shall disclose 

the corresponding personal information to the Requester without delay unless there 

are special provisions of laws and regulations. However, if the disclosure corresponds 

to any of the following, all or part of the personal information may not be disclosed.  

(a) In cases where it may cause harm to the life, body, property, or other rights and 

interests of Subjects, etc.  

(b) In cases where it may significantly hinder the appropriate performance of 

research operations of the research institution.  

(c) In cases where it violates laws and regulations.  

  

(2) When notification of purpose of use pursuant to the provisions of (2) or disclosure 

pursuant to the provisions of (1) is requested, the director of the research institution 

may collect a fee for taking measures. In this case, the amount of said fee shall be 

specified to the extent reasonable in consideration of the actual cost.  
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(3) In cases where the Specific Individual, etc. requests to correct, add, or delete 

(hereinafter collectively referred to as “Correction, etc.”) Retained Personal 

Information with which the Specific Individual can be identified, based on the fact 

that the content is not true, the director of the research institution shall conduct 

necessary investigations to the extent necessary to determine the purpose of use and 

make Corrections, etc. of the content based on the investigation results, unless special 

procedures are stipulated by the provisions of laws and regulations concerning the 

Correction, etc. of said content.  

  

(4) In cases where the Specific Individual, etc. requests to suspend the use or delete 

(hereinafter collectively referred to as “Suspension of Use, etc.”) Retained Personal 

Information with which the Specific Individual can be identified when performing the 

clinical research on gene therapy, based on the reason that they are obtained in 

violation of the provisions of Paragraph 1-2 (1) or they are treated in violation of the 

provisions of Paragraph 1-2 (2) and the request is found to be appropriate, the director 

of the research institution shall initiate the Suspension of Use, etc. of said personal 

information without delay to the extent necessary to correct the violation of said 

provisions. However, this shall not apply to cases where it is difficult to perform the 

Suspension of Use, etc. of said personal information and substitute measures that are 

necessary to protect the rights and interests of said Specific Individual are taken.  

  

(5) In cases where the director of the research institution determines not to take all or part 

of the measures requested pursuant to the provisions of (1) or takes or determines not 

to take all or part of the measures requested pursuant to the provisions of (3) or (4), 

the director of the research institution shall notify the Requester of that fact (in cases 

where Corrections, etc. are made, including the details) without delay.  

  

(6) In cases of notifying of the fact that all or part of the measures requested by the 

Specific Individual, etc. pursuant to the provisions of (1), (3), or (4) will not be taken 

or measures different than said measures are taken, the director of the research 

institution shall give an explanation of the reasons to the Requester and strive to obtain 

the understanding of the Requester.  

  

(7) In cases where the Specific Individual, etc. requests to suspend the provision of 

specimens/information with which specific individuals can be identified when 

performing clinical research on gene therapy, based on the reason that they are 

provided to other research institutions in violation of the provisions of Section 4, 

Paragraph 1-1, (1) and the request is found to be appropriate, the director of the 

research institution shall suspend said provision without delay. However, this shall not 

apply to cases where it is difficult to suspend said provision of specimens/information 

to other research institutions and substitute measures that are necessary for protection 

of the rights and interests of the Specific Individual are taken.  

  

(8) In cases where the director of the research institution decides to suspend or not to 

suspend provision of all or part of the specimens/information with which specific 
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individuals can be identified for which provision is requested to be suspended pursuant 

to the provisions of (7), the director of the research institution shall notify the 

Requester of that fact without delay. If the director of the research institution notifies 

not to suspend the provision to other research institutions or to take measures different 

than suspension of provision to other research institutions, the director of the research 

institution shall give an explanation of the reasons to the Requester and strive to obtain 

the understanding of the Requester.  

  

(9) The director of the research institution may stipulate the following matters as 

procedures responding to the Request for Disclosure, etc. However, in this case, the 

director of the research institution shall give consideration so that said procedures do 

not impose an excessive burden on the Specific Individual, etc. 

(a) Destination of the Request for Disclosure, etc.  

(b) Form of documents to be submitted at the Request for Disclosure, etc. (including 

electronic or magnetic records) and other methods of Request for Disclosure, etc. 

(c) Method to confirm that the person who makes a Request for Disclosure, etc. is 

the Specific Individual, etc.  

(d) If the fee amount is specified pursuant to the provisions of (2), the method for 

collecting the fee.  

  

(10) When a Specific Individual, etc. makes a Request for Disclosure, etc. not using the 

procedures specified in the provisions of (9), the director of the research institution 

may notify the Requester that it is difficult to respond to the request.  

  

(11) When there is a Request for Disclosure, etc. by a Specific Individual, etc., the director 

of the research institution may request that the Requester present matters to specify 

the Retained Personal Information subject to the request. However, in this case, the 

director of the research institution shall give consideration so that said procedures do 

not impose excessive burden on the Requester.  

  

Paragraph 4. Treatment of Anonymized Information  

1. When Researchers, etc. (limited to a university or other academic or research-oriented 

institution or organization or any person belonging to the same to which the Act on 

the Protection of Personal Information applies and all or part of its purpose to handle 

personal information or anonymized information is to use it in academic work or 

research; the same shall apply in Paragraph 4 below) create anonymized information 

(limited to information consisting of anonymized information databases, etc. 

(meaning a set of information containing anonymized information that is 

systematically constructed so that specific anonymized information can be searched 

using a computer or that is systematically constructed so that specific anonymized 

information can be searched easily): the same shall apply in Paragraph 4 below), said 

personal information shall be processed in accordance with the necessary standards 

so that specific individuals cannot be identified or personal information to be used for 

creation of said information cannot be restored.  
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2. When Researchers, etc. create anonymized information, they shall take measures for 

the safe management of the information in accordance with the standards that are 

stipulated to be necessary for preventing the divulgation of indication, etc. and 

individual identification codes that are deleted from personal information used for the 

creation and information related to the anonymizing method conducted pursuant to 

the provisions of 1.  

  

3. When Researchers, etc. create anonymized information, they shall publish 

information items related to individuals contained in said anonymized information.  

  

4. When providing anonymized information to other research institutions, Researchers, 

etc. shall publish information items related to individuals included in the 

anonymized information to be provided to other research institutions and the method 

of provision in advance and shall demonstrate to the other research institutions that 

the provided information is anonymized information.  

  

5. When handling anonymized information, Researchers, etc. shall not verify the 

anonymized information with other information in order to identify any Specific 

Individual related to the personal information used for the creation of said 

anonymized information.  

  

6. When Researchers, etc. create anonymized information or are provided with 

anonymized information, Researchers, etc. voluntarily take the necessary and 

appropriate measures for the safe management of the anonymized information and 

other measures necessary for the treatment of complaints related to the creation and 

treatment of the anonymized information or for ensuring the appropriate treatment 

of the anonymized information, and shall strive to publish the details of the measures.  

  

Section 7 Actions for Serious Adverse Event  

Paragraph 1. Actions for Serious Adverse Event  

1. Actions of researchers  

When Researchers come to know of the occurrence of a serious adverse event in the 

course of performance of clinical research on gene therapy, researchers shall give 

explanations to Subjects, etc. and take other necessary measures in accordance with 

SOPs pursuant to the provisions of 2 (2) and promptly report that fact to the principal 

investigator.  

  

2. Actions of principal investigators  

(1) When the principal investigator comes to know of the occurrence of a serious 

adverse event in the course of performance of clinical research on gene 

therapy, the principal investigator shall promptly report that fact to the 

director of the research institution and chief investigator, take appropriate 

actions in accordance with SOPs pursuant to the provisions of (2), and shall 

promptly share information related to the occurrence of serious adverse 
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events with researchers involved in the performance of the clinical research 

on gene therapy. In this case, the principal investigator shall seek the advice 

of the ethical review board concerning said adverse event, take necessary 

measures, and promptly report that fact to the Minister of Health, Labour and 

Welfare.  

  

(2) In cases of intending to perform clinical research on gene therapy, the 

principal investigator shall create SOPs related to matters that researchers 

should implement when a serious adverse event occurs and shall take 

necessary measures so that actions are taken appropriately and smoothly in 

accordance with said SOPs.  

  

3. Actions of the chief investigator  

When the chief investigator receives a report pursuant to the provisions of 2 (1), the 

chief investigator shall promptly report that fact to the director of the research 

institution to which he/she belongs and the principal investigators of other research 

institutions.  

  

4. Actions of the director of the research institution  

The director of the research institution may instruct the principal investigator to 

discontinue the clinical research on gene therapy or take provisional measures as 

necessary before the principal investigator seeks the advice of the ethical review board 

concerning the serious adverse event. 

  

  

Section 8 Ensuring Reliability of Clinical Research on Gene 

Therapy  

Paragraph 1. Conflict of Interest (COI) Management  

1. When performing clinical research on gene therapy, researchers shall report personal 

income, etc. and the status of other conflicts of interest related to the clinical research 

on gene therapy to the principal investigator and shall take appropriate actions to 

ensure its transparency.  

  

2. When performing clinical research on gene therapy, the principal investigator shall 

identify the status of conflicts of interest related to the clinical research on gene 

therapy and indicate them in the research plan.  

  

3. The Principal Investigator, etc. shall explain to Subjects, etc. in the procedures to 

obtain informed consent as set forth in Section 4, Paragraph 1 the status of conflicts 

of interest indicated in the research plan pursuant to the provisions of 2.  

  

Paragraph 2. Retention of Specimens and Information  

1. Researchers shall ensure the accuracy of information to be used for clinical research 

on gene therapy and data related to said information (including records for the 
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provision of specimens/information; hereinafter collectively referred to as 

“Information, etc.”).   

  

2. When retaining specimens and Information, etc. obtained from Subjects, etc., the 

principal investigator shall indicate the retention method in the research plan based 

on the SOPs under the provisions of 4, instruct and manage researchers so that the 

accuracy of Information, etc. is ensured, and conduct necessary management so that 

specimens and Information, etc. obtained from Subjects, etc. will not be divulged, 

mixed, stolen, or lost, etc.  

  

3. In cases of providing specimens and Information, etc. to the principal investigators of 

joint research institutions, the principal investigator shall strive to anonymize them 

from the perspective of the protection of personal information.  

  

4. The director of the research institution shall create SOPs on the retention of specimens 

and Information, etc. obtained from Subjects, etc. and give necessary supervision so 

that specimens and Information, etc. obtained from Subjects, etc. related to the clinical 

research on gene therapy performed by the research institution are retained 

appropriately.  

  

5. The principal investigator shall report the management status pursuant to the 

provisions of 2 to the director of the research institution in accordance with the SOPs 

set forth in the provisions of 4.  

  

6. In cases where a subject is newly infected with a pathogen in the future, etc., the 

principal investigator shall retain the final product for a specific period of time in 

order to identify whether it is caused by the clinical research on gene therapy and shall 

retain specimens such as serums, etc. and Information, etc. (including correspondence 

tables) before and after administration of the final product to the subject for the period 

from the date when a summary report is submitted to the director of the research 

institution and chief investigator until the day when 10 years have elapsed, 

specimens/information provided to other research institutions for the period from the 

date of provision until the date when 3 years have elapsed, and specimens/information 

provided by other research institutions for the period from the date when the end of 

the clinical research on gene therapy is reported until the date when 5 years have 

elapsed. In this case, the director of the research institution shall give necessary 

supervision so that final products, etc. are retained appropriately for said periods.  

  

7. In cases of discarding specimens or Information, etc., the director of the research 

institution shall give necessary supervision so that appropriate measures are taken to 

prevent specific individuals from being identified.  
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Paragraph 3. Monitoring and Auditing  

1. The principal investigator shall conduct monitoring and auditing, as necessary, 

pursuant to what is provided for by the research plan that has been approved by the 

director of the research institution, in order to ensure the reliability of the clinical 

research on gene therapy.  

  

2. The principal investigator shall give the necessary management instructions to 

persons engaging in the monitoring and persons engaging in auditing so that 

monitoring and auditing are appropriately performed in accordance with the research 

plan that has been approved by the director of the research institution.  

  

3. The principal investigator shall not allow persons involved in clinical research on 

gene therapy subject to auditing and persons engaging in monitoring of the research 

to conduct auditing.  

  

4. The persons engaging in monitoring shall report the monitoring results to the principal 

investigator and the persons engaging in auditing shall report the audit results to the 

principal investigator and the director of the research institution.  

  

5. The persons engaging in monitoring and persons engaging in auditing shall not 

divulge the information obtained in the course of their operations without a justifiable 

reason. The same shall apply to said persons who are no longer engaging in the 

operation.  

  

6. The director of the research institution shall cooperate with implementation of the 

monitoring and auditing pursuant to the provisions of 1 and shall take the necessary 

measures for implementation.  

  

Section 9 Miscellaneous Provisions  

Paragraph 1. Raising Awareness  

Researchers shall use any and all opportunities to spread and raise awareness of clinical 

research on gene therapy.  

  

Chapter III Compliance Matters for Clinical Research on Gene Therapy Corresponding to Clinical 

Research under the Clinical Trials Act  

Clinical research on gene therapy that corresponds to the clinical research set forth in 

Article 2, Paragraph (1) of the Clinical Trial Act shall be subject to the provisions of the 

Clinical Trial Act and what is provided for in this Chapter.  

  

Paragraph 1. Responsibilities of the Director of Research Institution  

The director of the research institution shall engage in the following operations.  

1. In cases where a principal investigator requests approval for the performance of 

clinical research on gene therapy or changes (excluding minor changes) to a research 

plan, to determine necessary measures regarding approval or non-approval or other 
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necessary measures related to the clinical research on gene therapy in reference to the 

opinions stated by the ethical review board.  

  

2. In cases where a principal investigator requests approval for performance of clinical 

research on gene therapy or major changes to a research plan, to submit the research 

plan and the following documents to and seek the advice of the Minister of Health, 

Labour and Welfare in reference to the advice of the ethical review board when 

making a decision on approval or non-approval or other necessary measures related 

to the clinical research on gene therapy based on the provisions of 1.  

(1) Biography and research achievement of researchers  

(2) Facilities and equipment of a research institution  

(3) Test results indicating efficacy related to clinical research on gene therapy 

and research outcomes related to safety  

(4) Research conditions in and outside Japan related to the clinical research on 

gene therapy to be performed (excluding the research that has been 

performed at the research institution to which the researcher who intends to 

perform said clinical research on gene therapy belongs).  

(5) The process and results of examination in the ethical review board  

(6) Document form related to explanation and informed consent  

(7) Other Necessary Matters  

  

Paragraph 2. Procedures for Research Plan  

1. Approval of the director of the research institution  

The director of the research institution shall respect the advice of the ethical review board 

and the Minister of Health, Labour and Welfare and determine approval or non-approval 

of the performance of the clinical research on gene therapy (including changes (excluding 

minor changes) to the research plan; the same shall apply in 1 below) or other measures 

necessary for the clinical research on gene therapy. In this case, when the ethical review 

board or the Minister of Health, Labour and Welfare gives its advice that the performance 

of the clinical research on gene therapy is inappropriate, the director of the research 

institution shall not approve the performance of the clinical research on gene therapy.  

  

2. Procedures during the research  

(1) A principal investigator shall report the progress of a clinical research on gene 

therapy and the occurrence of adverse events in association with performance of 

the clinical research on gene therapy to the director of the research institution and 

the chief investigator in writing and seek the advice of the ethical review board 

pursuant to what is provided for by the research plan. In this case, progress shall 

be reported at least once a year.  

  

(2) A principal investigator shall take appropriate actions for a subject concerning the 

progress of clinical research on gene therapy and the occurrence of adverse events 

in association with performance of the clinical research on gene therapy. In this 

case, the principal investigator shall seek the advice of the ethical review board, 
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respect the advice, take necessary measures for the occurrence of adverse events 

and findings, and report that fact to the Minister of Health, Labour and Welfare.  

  

Paragraph 3. Content of Research Plan  

The following information shall be indicated in the research plan.  

1. The following information related to genes to be transferred  

(1) Details of Development  

(2) Function and structure of genes  

(3) Transfer method of genes  

(4) Composition of final products to be administered to a subject  

2. The following information related to proteins and nucleic acids, etc. to be used 

for gene modification  

(1) Details of Development  

(2) Functions and structure of proteins and nucleic acids, etc.  

(3) Modification method of genes  

(4) Composition of final products to be administered to a subject  

3. Results of characteristic analysis and quality tests  

4. Special devices and medical materials to be used for administration to a subject  

  

Paragraph 4. Establishment of Ethical Review Board  

The persons who established the ethical review board shall retain data used for reviewing 

the clinical research on gene therapy appropriately for the period from the day when the 

end of the clinical research on gene therapy is reported until the day when 10 years have 

elapsed.  

  

Paragraph 5. Procedures to Receive Informed Consent  

1. In cases of providing specimens/information to a person in a foreign state (including 

cases of entrusting all or part of the treatment of said specimens/information to a 

person in a foreign state), the Principal Investigator, etc. shall obtain the appropriate 

consent of the Subject, etc. excluding cases where the person in a foreign state is in a 

state as specified in the Regulations for Enforcement of the Act on the Protection of 

Personal Information or where a system conforming to the standards specified in said 

Regulations has been developed. However, in cases where it is difficult to receive the 

appropriate consent of a Subject, etc. and cases that correspond to any of the following, 

said specimens/information may be provided to a person in a foreign state regardless 

of the presence of said consent.  

(1) Said specimens/information shall correspond to any of the following.  

(a) It is anonymized (limited to cases where a specific individual cannot be 

identified).  

(b) It is anonymized information.  

(c) In cases of providing for use in academic research or other cases where there 

are special reasons to provide said specimens/information, when the Subject, 

etc. is notified of all the following information or said specimens/information 

are published, it shall be anonymized (limited to cases that are processed or 



41  

  

managed so that the specific subject's specimens/information cannot be 

identified immediately).  

(i) Objective of use of specimens/information, scope of users, and use method 

(including the method to provide it to a person in a foreign state).  

(ii) Items of specimens/information to be provided  

(iii) Name of the person who has responsibility for managing 

specimens/information  

  

(2) In cases where it does not correspond to (1) and when providing them for use 

in academic research or there are special reasons to provide the 

specimens/information, the Subject, etc. shall be notified of all the following 

information or they will be disclosed and the approval of the director of the 

research institution will been obtained after seeking the advice of the ethical 

review board concerning guaranteeing the opportunity for the Subject, etc. to 

reject the provision of said specimens/information for said person who is in a 

foreign state.  

(a) Objective of use of specimens/information, scope of users, and use method 

(including the method to provide it to a person in a foreign state). 

(b) Items of specimens/information to be provided  

(c) Name of the person who has responsibility for managing 

specimens/information  

(d) The fact of suspending the provision of specimens/information with which a 

subject is identified at the request of the subject or his/her proxy 

(e) Method to accept a request of a subject or his/her proxy set forth in (d)  

  

2. When Researchers, etc. provide specimens/information to a person in a foreign state, 

the Researchers, etc. shall create a record related to the provision of said 

specimens/information. In this case, the principal investigator shall retain the 

records created by the Researchers, etc. for the period from the date when the 

specimens/information are provided until the date when 3 years has elapsed.  

  

Paragraph 6. Opinion of the Minister of Health, Labour and Welfare  

1. The Minister of Health, Labour and Welfare shall state its opinion on performance of 

the clinical research on gene therapy or major changes to a research plan in advance 

at the request of the director of the research institution.  

  

2. In cases where the Minister of Health, Labour and Welfare is requested to give an 

opinion on the performance of clinical research on gene therapy or major changes to 

a research plan and judges that the clinical research on gene therapy corresponds to 

any of the following in consideration of the opinions of multiple experts, the Minister 

of Health, Labour and Welfare shall seek the advice of the Health Sciences Council 

concerning the medical usefulness and ethicalness of the clinical research on gene 

therapy.  

(1) It uses new recombinant genes, etc. that are to be used when transferring genes 

into cells or a new administration method of genes.  
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(2) It uses new proteins, nucleic acids, etc. that are to be used for the modification of 

genes or new modification methods of genes.  

  

(3) A disease that has never been subject to other clinical research on gene therapy is 

the Target Disease.  

  

(4) It uses a new gene therapy, etc. (excluding one corresponding to any of (1) through 

(3)).  

  

(5) It contains other matters for which it is necessary to seek the advice of the Health 

Sciences Council.  

  

3. When the Minister of Health, Labour and Welfare judges that it is not necessary to 

seek the advice of the Health Sciences Council pursuant to the provisions of 2, the 

Minister of Health, Labour and Welfare shall state its opinion concerning the 

performance of the clinical research on gene therapy or major changes to a research 

plan within 30 days from the date when the advice is requested.  

  

Paragraph 7. Opinion of the Minister of Health, Labour and Welfare on Serious Adverse 

Events  

In cases of receiving a report from the principal investigator based on the provisions of 

Paragraph 9-2 (1), the Minister of Health, Labour and Welfare shall state its opinion on 

the clinical research on gene therapy as necessary.  

  

Paragraph 8. Investigation by the Minister of Health, Labour and Welfare  

When the Minister of Health, Labour and Welfare states his/her opinion based on the 

provisions of Paragraph 6-1 or Paragraph 7 and finds it necessary, the Minister of Health, 

Labour and Welfare shall request that the director of the research institution submit the 

documents specified in Paragraph 1-2 or other necessary data and shall conduct an 

investigation of the research institution or other necessary investigations after obtaining 

the approval of the director of the research institution.  

  

Paragraph 9. Actions for Serious Adverse Event  

1. Actions of researchers  

When Researchers come to know of the occurrence of a serious adverse event in the 

course of performance of clinical research on gene therapy, researchers shall give 

explanations to Subjects, etc. and take other necessary measures in accordance with 

SOPs pursuant to the provisions of 2 (2) and promptly report that fact to the principal 

investigator.  

  

2. Actions of principal investigators  

(1) When the principal investigator comes to know of the occurrence of serious 

adverse events in the course of performance of clinical research on gene therapy, 

the principal investigator shall promptly report that fact to the director of the 
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research institution and chief investigator, take appropriate actions in accordance 

with SOP pursuant to the provisions of (2), and shall promptly share information 

related to the occurrence of serious adverse events with researchers involved in the 

performance of the clinical research on gene therapy. In this case, the principal 

investigator shall seek the advice of the ethical review board concerning said 

adverse event, take necessary measures, and promptly report that fact to the 

Minister of Health, Labour and Welfare.  

  

(2) In cases of intending to perform clinical research on gene therapy, the principal 

investigator shall create SOPs related to matters that researchers should implement 

when a serious adverse event occurs and shall take necessary measures so that 

actions are taken appropriately and smoothly in accordance with said SOPs.  

  

3. Actions of the chief investigator  

When the chief investigator receives a report pursuant to the provisions of 2 (1), the chief 

investigator shall promptly report that fact to the director of the research institution to 

which he/she belongs and the principal investigators of other research institutions.  

  

4. Actions of the director of the research institution  

The director of the research institution may instruct the principal investigator to discontinue 

the clinical research on gene therapy or take provisional measures as necessary before the 

principal investigator seeks the advice of the ethical review board concerning the serious 

adverse event.  

  

Paragraph 10. Retention of Specimens and Information  

In cases where a subject is newly infected with a pathogen in the future, etc., the principal 

investigator shall retain the final product for a specific period of time in order to identify 

whether it is caused by the clinical research on gene therapy and shall retain specimens 

such as serums, etc. and Information, etc. before and after administration of the final 

product to the subject for the period from the date when a summary report is submitted to 

the director of the research institution and chief investigator until the day when 10 years 

have elapsed. In this case, the director of the research institution shall give necessary 

supervision so that final products, etc. are retained appropriately for said periods.  

  

Paragraph 11. Raising Awareness  

Researchers shall use any and all opportunities to spread and raise awareness of clinical 

research on gene therapy.  

  

  

 


