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Preamble

The promotion of scientific research is the pivot of the realization of a society where
people can live a healthy and fulfilling life. The research on the human genome/genes, which
was initiated in the last half of the 20th century, has contributed greatly to the advancement of
life science and healthcare sciences, and is about to play an important role in the improvement
of health and well-being of the mankind, development of new industries and so forth.

Human genome and genes research depends heavily on research involving human
subjects. The genetic information obtained in the research process reveals not only the genetic
predisposition of the donor (person who contributed samples for use in the research on the
human genome/genes) but also of his/her blood relatives.  For this reason, a variety of ethical,
legal and social issues have arisen concerning the handling of genetic information. Thus, it is
essential to carry out the research appropriately, respecting human dignity and human rights and
making efforts to promote public understanding and cooperation. To achieve this purpose, the
human rights of individual donots must be protected on the basis of the ethical code stipulated,
for example, in the Declaration of Helsinki by the World Medical Association, in preference to
scientific or social benefits. In addition, status of research has to be fully explained to society,
and research should be carried out based on public understanding. However, in Japan, no
social norm has been established that can sufficiently respond to the requirements described
above regarding research on the human genome/genes in general. Therefore, it was an urgent
task to draw up substantial ethical guidelines for conducting research, respecting human dignity
and securing the human rights of donors, their families and blood relatives.

These guidelines were established based on the principle described in the
“Fundamental Principles of the Research on the Human Genome” (Executive summary by the
Bioethics Committee, the Council for Science and Technology, dated June 14, 2000), which
followed the “Universal Declaration on the Human Genome and Human Rights” by the United
Nations Educational, Scientific and Cultural Organization (UNESCO), in reference to the
“Guidelines for Taking Measures for Ethical Issues Accompanying Gene Analysis” (Executive
summary by the Advanced Medical Technology Evaluation Subcommittee, Council of Health
Sciences, dated April 28, 2000). These guidelines have been drawn up jointly by the Ministry
of Education, Culture, Sports, Science and Technology, the Ministry of Health, Labor and
Welfare, and the Ministry of Economy, Trade and Industry, and are to be applied to every
rescarch on the human genome/genes as an ethical guideline set out in society.

All investigators involved in the research on the human genome/genes are required to

observe these guidelines.



<Note>
The “Guidelines for Taking Measures for Ethical Issues Accompanying Gene
Analysis” has been integrated into these guidelines and will be abolished upon enforcing these

guidelines.

I. Basic perspectives

1. Basic policy

These guidelines have been established based on characteristics of research on the
human genome/genes, as an ethical guideline to be applied to all the human genome/gene
analyses and to be observed at the research site. These guidelines aim to promote appropriate
research, while respecting human dignity and human rights and promoting public understanding

and cooperation. The basic policy of these guidelines is as follows.

<Note>

Since the genetic information obtained through the research on the human
genome/genes may reveal the genetic predisposition of donors and of their family members and
blood relatives, these guidelines take into consideration the various issues raised by this
research and defines the projects to which these guidelines apply and specifies the scope of

application (in Section 14 (3)).

(1) Respect for human dignity

(2) Investigators’ sufficient explanation in advance and donor’s free and voluntary
consent.

(3) Thorough protection of personal information

(4) To implement socially beneficial research contributing to the basic intelligence,
health and well-being of human beings.

(5) Priority is given to the protection of the human rights of each donor over the
scientific and social benefits.

(6) To prepare a research protocol on the basis of these guidelines and to comply with
the guidelines. To assure the appropriateness of the research by obtaining approval by an
independent ethics committee that examines the research protocol.

(7) Assuring the transparency of the research through site investigation on the
implementation status of the research by a third party and through publication of the

research outcome.



2. Scope of application of these guidelines
These guidelines cover the research on the human genome/genes and seek the

compliance of the investigators who are involved in this research.

<Detailed Regulation 1 (Detailed regulations regarding the projects started before the
implementation of these guidelines)>

These guidelines do not cover the research on the human genome/genes that was
initiated before the implementation of these guidelines and is still ongoing. However,
even in this case, it is expected to carry out the research appropriately by following these

guidelines to the extent possible.

<Detailed Regulation 2 (Detailed regulations regarding the collaborative research with
foreign investigators)>

1. When conducting collaborative research with foreign research institutions, the
viewpoints specified in these guidelines, such as the handling of the samples provided and
the significance of the research on the human genome/genes, should also be observed in
the part of the coliaborative research conducted in the foreign country, in order to secure
human dignity and human rights.

2. The research must be conducted in principle according to the standards stipulated in
these guidelines, while observing the laws and guidelines of the foreign investigator’s
country.

3. When the standards of the foreign investigator’s country are stricter than those set out
in these guidelines, the research must be carried out in compliance with the stricter

standards,

These guidelines do not apply to the laboratory tests and equivalent analysis of human
genome/genes that are conducted during a medical examination and their results have been
proved to be directly available in medical practice for donors and his/her blood relatives.
However, as a matter of medical care, this issue requires careful inquiry. It is expected that this
type of analysis on the human genome/genes is also handled appropriately with the
responsibility of the physician in charge, taking into consideration the policy of this guideline

and referring to other guidelines prepared by the medical societies concerned.
11. Responsibilities of investigators

3. Basic responsibilities of all investigators



(1) Investigators must conduct research on the human genome/genes, aiming at
identifying biological phenomenon, preventing against diseases, improving diagnostic and
treatment methods, health promotion, and so on.

(2) Investigators must confirm the social benefit of the research on the human
genome/genes and ensure that the protection of the human rights of individuals is not
overridden by scientific or social benefits.

(3) Investigators must bear in mind that it is essential to provide explanation on research
design to potential donors or their proxy consent and to obtain consent prior to the
implementation of the research on the human genome/genes.

(4) Investigators are prohibited from disclosing the personal information obtained through
their duties without valid reasons.  This also applies after resigning from the post.

(5) Investigators must ensure that personal information is secure and respond honestly to
complaints regarding the handling of personal information.

(6) Investigators must promptly report any serious concern from the standpoint of human
rights protection, such as an unexpected leak of personal information to the head of research
institution and the principal investigator.

(7) Investigators must conduct research on the human genome/genes appropriately, while
respecting human dignity and human rights, in compliance with these guidelines, which require
that research only be implemented after obtaining the approval by the ethics committee and that
it be conducted in compliance with the research protocol approved by the head of the research
institution.

(8) Investigators must endeavor to assure research transparency of the research, for
example by establishing the appropriate protocols for implementing the research, being
subjected to site investigation by outside experts, responding appropriately to the inquiries of
donors, and publishing the research results.

(9) Investigators must bear in mind that donation of sampies is based on a bona-fide, and
therefore must endeavor to minimize the requirement for human samples, for example, by

appropriately preserving samples already obtained and deriving the most benefit from them.

4. Responsibilities of the head of research institution

(1) The head of the research institution has the overall responsibility for implementing
the rescarch on the human genome/genes in the institution. The head of the research
institutton must ensure that the principal investigator and staff investigators carry out the
research appropriately according to the research protocol. Upon implementing the research,

the head of the research institution must ensure that the employees are fully aware of the



following matters: The human rights of donors, and so on, must be protected to the fullest
extent; Punitive actions, such as disciplinary measures, may be taken in the case of violations of

these guidelines, research protocol, and so on.

<Detailed regulations regarding the exemplification of the head of research institution>
The following positions are examples of a head of a research institution.

* The director in the case of a hospital

* The director in the case of a health care center

* The dean of the medical school in the case of a university medical school

* The director in the case of a research institute of enterprise

(2) The director of the research institution must take adequate measures to prevent the

leak of personal information.

<Detailed regulations regarding the measures to be taken for the protection of personal
information>

The procedure, facility and system for strict management of personal information
should be prepared. For example, computers that are used to process personal
information should be separated from any other computer, and other appropriate measures
should be taken.

(3) The head of a research institution where personal information is handled, such as
an institution providing samples, must nominate a person to be in charge of personal
information management in order to ensure the protection of personal information in the
research on the human genome/genes. In addition, according to need, co-manager or assistant
can be positioned after the line of command has been established. Assistants carry out the actual

operations under the supervision of the personal information manager.

<Detailed regulations regarding the requirements of personal information manager>

1. The personal information manager and co-manager should be those who are prohibited
from leaking the personal information obtained through their responsibilities (physicians,
pharmacists, etc.) under Article No. 134 of the Penalty Code (Act No. 45. of 1907),
Article No. 100 of the National Public Service Law (Act No. 120. of 1947), and other
laws.

2. The personal information manager and co-manager cannot double with the principal

investigator or staff investigator who carries out the research (except for the operation of



providing samples) on the human genome/genes using the samples contributed.

{(4) The head of the research institution must set up an ethics committee as an advisory
body to assess the propriety of implementing the research on the human genome/genes.
However, when this is difficult due to the small scale of the institution providing the samples,
the ethics committee can be substituted by an ethics commitiee that was set up by a

collaborative research institution, public-service corporation or scientific society.

<Detailed Regulation 1 (Detailed regulations regarding the establishment of an ethics
commitlee)>

It is acceptable that a kindred committee already established in the research institution is
reorganized into an ethics committee complying with these guidelines. In this case, the
actual name of the committee is not important.
<Detailed Regulation 2 (Detailed regulations regarding the handling of collaborative
research)>

In the case of collaborative research, it is a principle that the research protocol is
approved by the ethics committee established in each research institution. Upon
discussing the propriety of implementing the research, the head of the research institution
must obtain important information including the approval status of the research protocol
in the partner institution, acquisition of informed consent, and the status of anonymity,

and provide the information to the ethics committee of the research institution.

(5) The head of the research institution must decide whether or not to approve the
research protocol and its amendment for all of the protocols, respecting the opinions of the
ethics committee. In this case, the head of the research institution should not approve the

implementation of research that was not approved of by the ethics committee.

(6) The head of the research instifution must grasp the implementation status of the
research on the human genome/genes by receiving periodic reports from the principal
investigator at least once a year and through periodic site investigation conducted by outside
experts at least once a year. The head of the research institution must also order alteration of
research protocol or termination of research according to need or based on the decision of the

ethics committee,

<Detailed regulations regarding site investigation by outside experts>

1. The head of the research institution must give directions to conduct site investigation in



order to confirm that the process of obtaining informed consent and the protection of
personal information are carried out properly according to the research protocol.

2. The head of the research institution must direct the principal investigator and the staff
investigators to cooperate in the site investigation.

3. The outside person in charge of the investigation is prohibited from disclosing the
information obtained through the site investigation without valid reasons. This also

applies after resigning from the post.

(7) The head of the research institution must send the copies of the following
documents to the personal information manager: the approved research protocol, the periodic
reports on the research implementation status, and the outcome of the site investigation

conducted by outside experts.

(8) The head of research institution must send the copies of the following documents
to the ethics committee: the periodic reports on the research implementation status, and the

outcome of the site investigation conducted by outside experts.

(9) The head of the research institution must respond appropriately to the complaints

and inquiries from the donors, etc., by setting up a complaints window, etc.

(10) The head of an institution providing samples must in principle ensure the
anonymity of the samples upon providing them to outside organizations (When an institution
providing samples carries out the research on the human genome/genes, the research unit is

regarded as an outside organization. ).

<Detailed regulations on providing non-anonymous samples to outside organizations>
The provision of non-anonymous samples is permitted when all of the following
requirements are met: the donor or his/her proxy consent gives consent to provide
non-anonymous samples to outside organizations; approval from the ethics committee is
obtained; the research protocol approved by the head of the institution allows the

provision of non-anonymous samples to outside organizations.

(11) The head of an institution providing samples must make arrangements, according
to need, so that the donor and his/her family and blood relatives can receive genetic counseling.
This should be done by establishment of genetic counseling service or an explanation about

genetic counseling and introduction of an appropriate facility.



<Detailed regulations regarding introducing a facility that provides genetic counseling>
If no genetic counseling service is available in the institution providing samples, an
appropriate facility for the counseling should be introduced to the donor and his/her

family and blood relatives upon request.

5. Responsibilities of the principal investigator
(1) The principal investigator must prepare the research protocol and obtain the
approval of the head of the research institution prior to the implementation of the research on

the human genome/genes and when making alterations to the research plan.

(2) The principal investigator must give sufficient consideration to the necessity for
the research and search for rescarch methods that allow the donors to avoid disadvantages. This
includes consideration of various foreseeable impacts on the donors involved in the research of

the human genome/genes to be implemented.

<Detailed regulations regarding donors with diseases accompanying mental disorder,
intellectual impairment, etc.>

If the donor has a monogenic disease, etc. for which no treatment or preventive measure
has been established and that is accompanied by mental disorder, intellectual impairment
or serious physical disabilities, the principal investigator must assess with special caution
the necessity for the research, the medical and mental impacts on the donor, the research
method taking into consideration these impacts, and others. Moreover, the ethics

committee must examine these issues with special caution.

(3) The principal investigator must prepare the research protocol, giving full
consideration to the special nature of the research on the human genome/genes.  The
following matters must be particularly clearly stated, the procedure and method for obtaining
informed consent, measures to protect personal information, expected results of the research and
policy of their disclosure; storage of the samples and the procedure for usage; policy on genetic

counseling.

<Detailed regulations regarding the matters included in the research protocol>
In general, the matters to be included in the research protocol are as follows, although
changes can be made according to the nature of the research.

+ The policy to select donors (specific method of selection reflecting a rational selection



of donors; procedure of informing the donor of the name of the disease or of
corresponding conditions of the disease in the case of selecting donors with diseases or
abnormal drug responses, etc.).

* The objectives, significance, and method of the research (the diseases to be studied,
analysis method, etc.; possible additions and changes to those, if any, expected in future;
in the case of monogenic diseases or the like, the addition of special notes describing the
necessity of the research and the measures taken to avoid disadvantaging the donor), the
duration of the research, foreseeable outcomes and risks, and the measures taken to
protect personal information (including the handling of cases that have not been made
anonymous).

* The type and quantity of the samples

» Names of collaborative research institutions

» Name of the principal investigator, etc.

* The procedure and method for obtaining informed consent

* Written information and Informed Consent Form for obtairung informed consent

* In case of difficulty in obtaining written informed consent from the donor, explanation
of the significance of the research, why the research cannot be undertaken without
obtaining a sample from the donor, why the prospective donor has been selected, and why
the representative of proxy consent is nominated.

* Policy on the disclosure of genetic information

* Whether the donor’s consent has been obtained or not in the case of using existing
samples obtained before implementation of the research, details of use and timing of the
sample obtained, and compliance with these guidelines.

*» The contents of the Informed Consent Form in the case of obtaining samples or genetic
information from other research institutions.

+ Matters including the contents of the contract and the method of ensuring anonymity, in
the case of providing samples or genetic information to outside organizations or in the
case of conducting a part of research as a contract research at other institutions.

» Storage requirements of the samples (including information on whether the sample may
be used for other research and the nature of that research.).

* The name of the bank, method of providing anonymity, etc. in the case of providing
human cell/gene/tissue banks with samples .

* Disposal of samples, and anonymity at disposal

* Necessity of genetic counseling and availability of the counseling service.

» Source of research funds



(4) The principal investigator must supervise the investigators to ensure that research
on the human genome/genes is conducted appropriately by ensuring, for example, that all

observe the matters specified in the approved research protocol.

(5) The principal investigator must report periodically, at least once a year, in writing
to the head of the research institution the state of implementation of the research on the human

genome/genes.

<Detailed regulations regarding matters to be reported>

In general, the periodic report to the head of the research institution from the principal
investigator should include the following, although changes can be made according to the
nature of the research.
* Number of samples provided
* Number of samples or pieces of genetic information supplied to outside organizations,
and the reason for their supply.
* Number of samples used for the research on the human genome/genes.
* Research results and research progress
* Presence or absence of any problems
+ For the institutions providing samples, the number of anonymous samples should be

reported in addition to the matters described above.

(6) The principal investigator must conduct the research on the human genome/genes

using in principle anonymous samples and genetic information.

<Detailed regulations regarding research conducted under non-anonymous
conditions>
Making the samples or genetic information anonymous is not necessary if the donor or
his/her proxy consent gives consent and if the use of non-anonymous samples is allowed
in research protocol approved by the head of the research institution following approval

by the ethic committee.

(7) The principal investigator is prohibited in principle from supplying

non-anonymous samples or genetic information to outside organizations.

<Detailed regulations on supplying samples and genetic information to outside

organizations under non-anonymous conditions>



It is acceptable to provide non-anonymous samples or genetic information to outside
organizations if the donor or his/her proxy consent gives consent and if the release of
non-anonymous samples is allowed in the research protocol approved by the head of the

research institution following approval by the ethics committee.

(8) The principal investigator must in principle make anonymous the samples or
genetic information in the case of contracting part of the research on the human genome/genes
to other institutions,

<Detailed regulations on contracting research using non-anonymous samples to other
institutions>

Anonymity of the samples and genetic information is not necessary if the donor or
his/her proxy consent gives consent and if the use of non-anonymous samples is allowed
in the research protocol approved by the head of the research institution following

approval by the ethics committee,

(9) The principal investigator must, on regular basis or upon the donor’s request, either
explain clearly or publicize the progress status and results of the research on the human
genome/genes. However, this does not apply to the part of the research information that needs
(o be kept confidential to protect of human rights of the donors and intellectual property of the

researchers.

6. Responsibilities of the personal information manager

{1) Personal information manager (including co-manager, to whom the same
guidelines apply) must in principle make anonymous samples and genetic information prior to
implementing research on the human genome/genes when requested by the principal
investigator. In the case when the anonymization is performed by the investigators, who act as
assistants to the personal information manager, the personal information manager must

supervise the anonymizing process.

<Detailed regulations regarding exceptions to anonymity of the samples>
Ensuring that anonymity of the samples is not necessary if the donor or his/her proxy
consent gives consent and if the use of non-anonymous samples is allowed in the research
plan approved by the head of the research institution following approval by the ethics

committee.

(2) The personal information manager is in principle prohibited from providing



outside organizations with information protected by anonymity .

<Detailed regulations on providing outside organizations with personal information>
Personal information can be supplied to outside organizations if the donor or his/her
proxy consent gives consent and if the use of non-anonymous samples is allowed in the
research protocol approved by the head of the research institution following approval by

the ethics committee.

(3) The personal information manager must execute strict control of personal
information 1o prevent leakage, by performing the anonymization and by appropriately

supervising investigators who use non-anonymous samples.

7. Responsibilities and membership of ethics committee
(1) The ethics committee must assess both the scientific and ethical propriety of the
research protocol on the basis of these guidelines, and submit its assessments in written form to

the head of the research institution.

(2) The ethics committee is entitled to offer its opinion concerning research in
progress. This may include recommending to the head of the research institution that changes

to made to the research protocol or even, in some cases, that the research be discontinued.

(3) The ethics committee is prohibited from disclosing information obtained through
its responsibilities without valid reason. This prohibition continues to apply after resignation

from the post.

(4) The ethics committee must be comprised of members with multidisciplinary and
pluralistic backgrounds and operate properly so that it can make fair and unbiased assessment

from an independent standpoint.

<Detailed Regulations 1 (Detailed regulations regarding the composition of the ethics
committee)>

* The ethics committee must be comprised of the members in the field of the humanities
and social science, including experts in ethics and law, natural science experts, and others
representing the general public.

- It is expected that extramural members account for more than half of the committee

members. If this is difficult to achieve, the committee must include at least 2 or more



extramural members.

* More than half of extramura] members must come from either in the fields of
humanities/social sciences or representative of general public,

* The committee must be comprised of both genders.

<Detailed Regulations 2 (Detailed regulations on operating the ethics committee)>

* At least one expert in the field of humanities or social scientist, and one citizen member
must participate in discussion or voting.

* The head of the research institution as well as the principal investigator and staff
investigators of the research to be reviewed should not participate in the discussion or
voting. However, they can attend meetings upon the request of the ethics committee for
explanation.

<Detailed Regulations 3 (Detailed regulations regarding rules for operating the
committee)>

The rules for operating the committee are stipulated regarding the following matters.

= Method for selecting the chairperson

* Requirements for effecting a meeting

* Voting method

» Storage period of examination records
* Matters concerning disclosure
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