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Ethical guideline, law and people's opinion toward informed
consent/assent of minors participate in medical studies in Japan
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Introduction

Ministry of Education, Culture, Sports, Science and Technology and Ministry of Health,
Labour and Welfare established “Ethical guideline for medical study involving human
subjects™ and bulletined in a gazette on December 22, 2014. It is scheduled to come into
force from April 1, 2015.

Medical study involving human subjects (It's called "study" in the following.) has
planned for the proper implementation by “Ethical guideline for epidemiological
research” (Ministry of Education, Culture, Sports, Science and Technology and Ministry of
Health, Labour and Welfare, 2007)? and “Ethical guideline for clinical research” (Ministry
of Health, Labour and Welfare, 2008)%. In recent years, the application range between
two guidelines has become indefinite, and cases of unjust studies have occurred.
Therefore the reconsideration of two guidelines was put into effect, and two guidelines
were integrated as “Ethical guideline for medical study involving human subjects™ (It" s
called "this guideline" in the following.)

Chapter 5 in this guideline states the regulations about informed consent. Procedures
of informed consent were put in order to according to the burden and the risk which
might be occurred to a subject of the research. In a case of a minor to be a subject of
research, it must be tried that a minor himself/herself also to be explained clearly
according to the knowledge and to be sought agreement about a study (informed assent),



as well as the informed consent of a person in parental authority. This is the first time
the term of “informed assent” is put in document of medical guidelines in Japan.

On the other hand, a birth cohort study involving 100,000 parent-child pairs was
launched in 2011 in order to evaluate the impact of various environmental factors on
children's health and development in Japan®. The research will continue until the
participating children become 13-year-old. The impact will be assessed by bio-
specimens, environment measurements, as well as questionnaires. Follow-up programs
of blood and urine collection at the age of 2 and 4 years from participating children are
planned from April 2015.9 Informed assent of children might be the considerable task in
study implementation of JECS.

In order to provide as a part of the reference materials for discussion, my research
group performed nationwide attitude survey toward informed consent/assent of children
participating medical studies in Japan.

The aims of this study are the followings.

Aims

1) To report the present state of informed consent/assent of minors in statute laws and
guidelines in Japan.

2) To translate the integrated new guideline into English as a part of the reference
materials.

3) To clarify Japanese people’ s opinion on informed consent/assent of children in
medical studies.

Methods

1) Statute laws of “Civil Code” and “Medical Care Act” were searched for regulations
concerning informed consent in medical care. Documents of informed consent/assent in
a present guideline of “Ethical guideline for epidemiological research” were put in order
by key words.

2) A part of reference materials; “Chapter5: Informed consent etc.” in “Ethical guideline
for medical study involving human subjects” were translated into English.

3) A nationwide opinion survey was conducted. In this survey, 2,400 people (age, 20-69)
were selected from the Japanese general population by a stratified two-phase sampling
method. Data was collected by mail, between February and March 2014. They were
queried on the children's appropriate age and state to be sought consent/assent by
researchers in medical studies. The date was collected and described as the total result.
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Results and Discussion

1) Tablel showed the present state of informed consent/assent of minors in statute laws
and guidelines in Japan. In Japan, the age of majority who has legal ability is 20 years
old. Thus the fully informed consent is conducted when the recipient is more than 20
years old. The term of informed consent/assent is not existed in any statute laws.

“Explanations and understanding of medical care”, the alternative word of informed
consent/assent, is existed in Medical Care Act. Ethical guidelines for epidemiological
research include definition of informed consent. The document of obtaining informed
consent, rules of informed consent in observational studies, informed consent by proxy,
and consent by proxy in cases of minors in the guidelines were put in order in the table.
In the guideline it is described that in “cases where the research subject is aged 16 years
or older, and where the ethics review committee has authorized and the director of the
organization conducting research has approved that the research subject is able to
provide effective informed consent” researchers shall obtain informed consent from
subjects. And even in the cases that research subjects are minors, “principal investigators
shall endeavor to secure the subject's understanding, by providing adequate explanation
to subjects themselves in simple and plain language”. This document means “informed
assent” therefor the term of assent is not existed in guidelines.

2) Referencel showed Chapter5: Informed consent etc., 13th: Procedures when receiving
informed consent from proxy consenters etc., in “Ethical guideline for medical study
involving human subjects” in English. In this guideline, the term of “informed assent” is
appeared and the procedures for minors are described. In principal, a minor who has
finished junior high school curriculum or is more than 16-year-old, is sought informed
consent, not a proxy consenter. Therefore appropriate age for seek assent is not defined
clearly. While guidelines in other countries provides the competency of assent more
clearly”, description of appropriate states for assent might be needed in forth-coming
guidance etc.

3) The response rate was 56.4% (1,354/2,400). Table2 shows the peoples’ opinion in
regard to appropriate state to seek assent from a child in observational research not
using biological specimens but using his/her data written by parents concerning his/her
life and health condition. In 1,354 participants, 47.0% of people answered it is
appropriate to seek assent from himself/herself when a child can understand the details
of research, 42.9% answered when a child can perform judgment of pros and cons to
research participation, and 39.4% answered when a child reach a certain fixed age. Only
5.6% answered that informed assent is not necessarily needed. It might be said that most
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Table1. Present state of informed consent/assent in statute laws and guidelines in Japan

Keyword Document Regulation
Co Civil Code Part I
Age of Majority The age of majority is reached when a person has Chapter 2 Section II

reached the age of 20.

Article 4

Explanations and
Understanding

In the delivery of medical care, a physician, dentist,
pharmacist, nurse or other medical care professional
shall give appropriate explanations and endeavor to
foster understanding in the recipients of medical
care.

Medical Care Act
Chapter I Article
1-4 (2)

Definition of Informed
Consent

Informed consent refers to consent given by pro-
spective research subjects for participation in a
study and/or to allow one’ s biological material or
personal data to be used in a study. Consent should
be based on one’ s own free will and cognizance of
the significance, purpose, methods, expected out-
comes and potential risks of the epidemiological
research proposed, after being adequately briefed
by the researcher.

Ethical Guidelines
for Epidemiological
Research

(MEXT*, MHLW**
2008)

Chapter 5 (17)

Obtaining Informed
Consent

1) Researchers, in principle, shall obtain written
informed consent from all research subjects prior to
conducting any epidemiological study.

2) Researchers shall stipulate in their research pro-
posals: how a study is explained to the subjects
involved, how informed consent will be obtained
from subjects, and any other relevant issues con-
cerning informed consent.

Ethical Guidelines
for Epidemiological
Research (MEXT*,
MHLW** 2008)
Chapter 1 Section
3(3)

Rules of Informed
Consent in Observational
Studies

Observational Studies

1) Research using human biological specimens

A. In the event specimens are collected by invasive
methods(e.g., venipuncture): Written informed con-
sent (both explanation and consent must be in writ-
ing) shall be, in principle, obtained from all research
subjects.

B. In the event specimens are collected by non-inva-
sive methods: Informed consent shall be, in princi-
ple, obtained from all research subjects. Informed
consent for these types of research does not neces-
sarily need to be in writing, but researchers should
keep record of the explanations provided and con-
sent obtained.

2) Research not using human biological specimens
A. Observational research using data other than
existing Materials: Informed consent does not nec-
essarily need to be obtained from research subjects.
For these types of research, researchers shall pub-
lish all relevant details regarding the study to be
carried out and provide each prospective subject an
opportunity to refuse inclusion in the research.

Ethical Guidelines
for Epidemiological
Research (MEXT*,
MHLW** 2008)
Chapter 3 Section
1(2)
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Informed Consent by
Proxy

Where it is impracticable to obtain informed con-
sent from research subjects themselves, informed
consent may be obtained by proxy (legally accept-
able representatives who can advocate the research
subject” s wishes and interests), only when the eth-
ics review committee and the institute head have
agreed upon their inclusion as essential to the epi-
demiological study.

Ethical Guidelines
for Epidemiological
Research (MEXT*,
MHLW** 2008)
Chapter 3 Section
1(2)

Consent by Proxy is
Permissible: Cases of
Minors

Where research subjects are minors (excluding
cases where the research subject is aged 16 years or
older, and where the ethics review committee has
authorized and the director of the organization con-
ducting research has approved that the research
subject is able to provide effective informed con-
sent). Provided that, even in such cases, principal
investigators endeavor to secure the subject’ s
understanding, by providing adequate explanation
to subjects themselves in simple and plain language.
Furthermore, in cases where the research subject is
under the age of 16 years and research has com-
menced with informed consent provided by a proxy
consenter, if the research will be continued after the
research subject reaches 16 years of age, in princi-
ple, informed consent shall again be obtained from
the research subject in question at the time he/she
turns 16 years of age and it can be objectively deter-
mined that he/she is capable of giving effective
informed consent.

Ethical Guidelines
for Epidemiological
Research (MEXT*,
MHLW** 2008)

Chapter 3 Section 2

* Ministry of Education, Culture, Sports, Science and Technology of Japan
** Ministry of Health, Labour and Welfare of Japan
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Reference 1. New Ethical Guideline for Medical Study Translated into English

Ethical guideline for medical study involving human subjects

Chapter5: Informed consent etc.

13" Procedures when receiving informed consent from proxy consenters etc.
1 : Important matters of proxy consent.

(1) When the researcher etc. or the person who offers the researcher an existence sample and/
or information receives informed consent from proxy consenters, etc. in a procedure by the
12th regulation, all the next important matters have to be satisfied.

A The matters inserted in below have to be mentioned in a study plan document.
@ The selection policy of proxy consenters, etc.
@ The explanation matters to proxy consenters, etc.
® In the occasion which a subject of research will be the person who comes under B(A) or
(B), the reason why the person is necessary to be the research subject.
B The research subject comes under which of the next matters.
(A) The research subject is a minor. But, in the occasion which the subject of research is a
minor who has finished junior high school curriculum or is more than 16-year-old, and
being judged to possess the enough ability of judgment concerning the proposal research,
and when the matters indicated below are mentioned in a study plan document, and a
chief in a research institute permitted it after hearing opinions of IRB about
implementation of the research concerned, we assume that informed consent is received
from a subject, not from a proxy consenter.
(@ The research is not invasive in implementation.
@ Information about the purpose of a research and the research implementation
including handling of a sample and information is disclosed. The chance that a person in
parental authority or an underage guardian of a subject can refuse implementation or
continuance of a research is assured.
(B) The research subject is a majority, and the person objectively judged to chip the ability
to give informed consent.
(C) The research subject is dead. But, the case is removed that the implementation of the
research is against the subject’ s specific living will.

(2) When a researcher etc. or a person who offers researcher an existence sample and/or
information receives informed consent from a proxy consenter etc. in a procedure by the
12th regulation, he/she has to select a proxy consenter etc. with a selection policy of (1) A
@, and explain the explanation matters of regulation 3 of 12th and (1) A @ .

(3) When a researcher etc. or a person who offers researcher an existence sample and/or
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information receives informed consent from a proxy consenter etc., and the subject of
research is a minor who has finished junior high school curriculum or is more than 16-year-
old, and being judged to possess the enough ability of judgment concerning the proposal
research, a researcher etc. have to receive informed consent from a subject of research, too.

2 * The procedures when seeking an informed assent.

(1) When a researcher etc. or a person who offers researcher an existence sample and/or
information receives informed consent from a proxy consenter etc., and a subject of research
is judged to be possible to express the will about being researched, a researcher etc. have to
try to receive an informed assent. But, when receiving informed consent from a subject by
the regulation of 1 (3), this matter is not adjusted.

(2) When the principal investigator try to put the research into effect in which it is predicted
that the procedure for an informed assent by the regulation (1) is carried out, the principal
investigator has to indicate the explanation items and the explanation methods to a subject
on a study plan document beforehand.

(3) A researcher etc. or a person who offers researcher an existence sample and/or information
has to try to respect the will of the subject when he/she showed will of refusal all or a part
of implementation or continuance of the research in the procedure of informed assent by
regulation (1). But, when implementation or continuance of the research is expected to offer
a direct profit on health of the subject, and a proxy consenter agrees to that, it is not
necessarily the case.

Japanese people perceived the need for informed assent of minors in observational
research using his/her data written by parents concerning his/her life and health
condition. Table3 shows the peoples’ opinion regarding to appropriate age to seek assent
from a child in research using his/her biological specimens. In 1,341 participants, 25.4%
answered 13-year-old children can assent, and 24.6% answered 16-year-old. Only 5.6%
answered that collecting specimens from minors should not be allowed. In guideline,
16-year-old is appropriate age of informed consent. It might be said that most Japanese
people perceived the need for informed assent of minors, and 13 or 16 years old is
reasonable age to assent in research using biological specimens.
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Table2. Appropriate state to seek assent from a child in observational research not
using biological specimens but using his/her data written by parents

n=1,354
Appropriate state to seek assent no.* %
A child reach a certain fixed age 534 394
A child can understand the details of research 636 47.0
A child can perform judgement of pros and cons to research participation 581 42.9
Informed assent is not necessarily needed 76 5.6
I don't know 233 17.2

*multiple answers allowed

Table3. Appropriate age to seek assent from a child in research using
his/her biological specimens

n=1,341

Appropriate age to seek assent no. %
5-year-old 18 1.3
7-year-old 44 3.2
10-year-old 203 15.0

13-year-old 341 25.2

16-year-old 330 24.4

18-year-old 172 12.7

Should not be allowed to collect specimens from minors 60 4.4
[ don't know 173 12.8

Conclusion

At the present time, there is no statute law in regard to informed consent/assent in
medical study in Japan. Ethical guideline for medical study involving human subjects is
legislated and come into force from April 1, 2015. Most Japanese people perceived the
need for informed consent/assent of minors participate in medical studies. Assessment of
the competency of a minor to consent/assent and best procedure to seek consent/assent
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should be discussed in Japanese society.
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