Guidelines may be used in human genome/gene analysis research when any of
the following requirements is met but only if the use is authorized by the ethics
review committee and approved by the director of the research institution:

1) causing risk or disadvantage to a donor or equivalent person is not possible
because the specimen has been anonymized in an unlinkable fashion

2) the specimen has been anonymized in a linkable fashion and all of the
following requirements are met:

a. the possibility of causing risk or disadvantage to a donor or equivalent
person as a result of human genome/gene analysis research is extremely low

b. the intended human genome/gene analysis research using the specimen will
make a significant contribution to the public interest

c. conducting the intended research in another way is virtually impossible

d. measures are taken to have information related to the progress of human
genome/gene analysis research made public and also to guarantee an
opportunity for donors, proxy consenters and/or equivalent persons to make

inquiries and/or refuse the use of a human specimen in research.

<Subrule 5: Subrule Concerning The Use Of Group C Human Specimens
Provided After The Enforcement Of The Present Guidelines>

A Group C human specimen provided after the enforcement of the present
Guidelines may be used in human genome/gene analysis research only when,
in addition to the fulfillment of the aforementioned requirements in <Subrule
4> and particularly regarding research to be conducted by using specimens
that are anonymized in a linkable fashion, the number of applicable cases is
limited and, at the same time, the use is authorized by the ethics review
committee and approved by the director of the research institution, based on
the grounds that the use is imperative because of, for instance, the urgent need

to conduct the research.

12. Methods of Human Specimen Preservation and Disposal

(1) General Principles for Preservation
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Principal investigators shall, in preserving a human specimen in their research
institution, observe matters agreed to by a donor, proxy consenter or equivalent person

and comply with a method prescribed in the research protocol.

(2) Provision to Human Celi, Gene or Tissue Banks

Principal investigators shall, in providing a human specimen to a human cell, gene or
tissue bank, ensure that the human specimen will be anonymized in an unlinkable
fashion when the bank distributes it as a general research specimen or its equivalent and
shall also observe matters agreed to by the donor, proxy consenter or equivalent person
concerned, including consent for provision to such banks.

(3) Disposal of Human Specimens

Principal investigators shall, when the preservation period of a human specimen
prescribed in a research protocol expires, except when they are preserving the human
specimen in accordance with a research protocol or the specimen is provided to a human
cell, gene or tissue bank, observe matters agreed to by the donor, proxy consenter or
equivalent person concerned and dispose of the human specimen after anonymizing it.
PART V: REVISION

13. Revision

The present Guidelines shall be revised, as required or in approximately five years after

the enforcement thereof, upon conducting an examination of the entire contents.
PART VI: DEFINITIONS OF TERMS
14. Definitions of Terms

(1) Human Specimen
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"Human specimen" means any blood, tissue, cell, body fluid and/or excrement to be
used in human genome/gene analysis research, any portion of a human body, such as
DNA, extracted or medical information of a donor (including specimens provided by
deceased persons). Any tissue, cell, body fluid or excrement as well as DNA, etc.
extracted whose scientific value is fixed and, at the same time, which is adequately
recognized as research outcomes, is used commonly and broadly in research and is

commonly available shall, however, be excluded.

<Note 1>

It is supposed that the prerequisite for human specimen provision from a
person who has been recognized to be brain-dead under the Organ
Transplantation Law (Law No.104 of 1997) be considered adequately met if
such human specimen provision is received after the so-called "three
indications of death", namely, absence of heartbeat, absence of breathing and
absence of dilation of the pupils of the eyes, are observed as a result of organ
removal.

<Note 2>

Although it shall be indeed necessary to meet the purposes of the present
Guidelines when conducting research by receiving provision of fertilized eggs,
embryos, fetuses, ES cells, etc., it shall not be considered suitable to conduct
such research solely on the basis of the compliance with the present
Guidelines; careful separate examination is still required therein, from an

ethical point of view etc.
(2) Medical Information
"Medical information" means information including disease names, drug names,
examination results, etc. which are obtained in the course of medical examinations and
treatments.

(3) Human Genome/Gene Analysis Research

"Human genome/gene analysis research" means research conducted by using human
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specimens for the purpose of elucidating structures or functions of the human genome
and genes that commonly exist in cells of a donor and possibly inheritable. To simply
provide a human specimen for use in such research shall also be included in the

definition.

<Subrule Conceming The Scope Of Human Genome/Gene Analysis Research
Covered By The Present Guidelines>

1) The present Guidelines shall apply to human genome/gene analysis research
intending to analyze structures or functions of base sequences of DNA or
complementary DNA derived from mRNA or the like by using a tissue, such
as leukocytes, of a donor, a main example of which is research that analyzes
what is called germline mutation or polymorphism. On the other hand, the
present Guidelines shall not, in principle, apply to research that targets
mutation of a genome or a gene that appears a posteriori only on a affected
region of a disease, such as cancer, and is not inherited to the next generation
(this refers to research that analyzes what is called somatic mutation, which
includes research that analyzes normal tissues to corroborate the existence of a
mutation), research regarding gene expression or research regarding structures
or functions of proteins. When, however, the aforementioned research is
conducted for the purpose of elucidating information regarding a genome or a
gene to be possibly inherited to descendants, the present Guidelines shall apply.
It is still desired that appropriate measures should be taken, based on the
purposes of the present Guidelines, in conducting research regarding somatic
mutation, gene expression or structures or functions of proteins to which the
present Guidelines do not apply.

2) Research whose main objective is not to conduct human genome/gene
analysis research but which partially involves human genome/gene analysis
research shall also be included in the definition.

3) Research that secondarily uses a human specimen or genetic information
obtained in the course of medical examinations and treatments shall also be
included in the definition.

4) As clinical trials and post-marketing surveillance studies of pharmaceutical

products conducted in accordance with the Pharmaceutical Affairs Law (Law
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No.145 of 1960) are already regulated by the "Ministerial Ordinance .
Concerning Good Clinical Practice (Ordinance of Ministry of Health No.28 of
1997)" and the "Ministerial Ordinance Concerning Good Post-Marketing
Surveillance Practice (Ordinance of Ministry of Health No.10 of 1997)", the
present Guidelines shall not apply to them. Similarly, the present Guidelines
shall not apply to the production of medical equipment and clinical trials and
post-marketing surveillance studies conducted for the purpose of applying for
import approval, all of which are prescribed in the Medicine Law.

5) The present Guidelines shall not apply to genetic structure analysis training,
such as biology training for educational purposes, that is conducted in the
study field of a gene whose structure and function is already known and, at the
same time, does not involve the use of a human specimen or analysis results

beyond training purposes.
(4) Genetic Information

"Genetic information" means information that reflects the genetic characteristics or
constitution of an individual person, which is obtained in the course of human
genome/gene analysis research conducted by using a human specimen or is already

contained in a human specimen.
(5) Personal Information

"Personal information" means information of individuals containing their name, birth
date or any other description. through which a specific individual could be identified
(including information that could be easily collated with other information and a

specific individual could thereby be identified).

<Note 1>

On what legal grounds personal information of deceased persons should be
protected is a subject of discussion. The standpoint taken in the present
Guidelines is that personal information of deceased persons should also be

protected in consideration of the human dignity of the deceased persons,
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sentiments of surviving family members and the fact that the genetic
information is common to their blood relatives.

<Note 2>

Although personal information may typically include a name, birth date,
address and phone number of a person as well as a symbol, such as a medical
record number given to each individual patient, it would have to be judged on
an individual basis whether or not a certain piece of information should be

considered personal information under the present Guidelines.

(6) Anonymization

"Anonymization" or "to anonymize" means to remove, in part or in whole, from the
personal information of a certain person, information through which a specific
individual could be identified and to give instead a symbol or a number that has no
relevance to the person, for the purpose of preventing the personal information from
being divulged externally in violation of law, the present Guidelines or a research
protocol. When it is impossible to identify a specific person only through a certain
piece of information included in a human specimen but it is possible to identify the
person by combining information available elsewhere, such as in some list,
"anonymization" or "to anonymize" means to remove, in part or in whole, the
information that is necessary to complete such combination and to make it impossible to
identify the person. Anonymization would be implemented either of the following
ways:

a. anonymization in a linkable fashion

anonymization implemented through a method where a corresponding list of

an individual and a newly-given symbol or number is maintained so that the

person may be identified as necessary

b. anonymization in an unlinkable fashion

anonymization implemented through a method where no corresponding list

aforementioned in a. is maintained, so that an individual could not be

identified

(7) Personal Information Custodian



"Personal information custodian" means a person in charge of controlling and
anonymizing personal information, under the direction of the director of a research
institution in which personal information is handled, including human specimen
collecting institutions, so that personal information of donors or equivalent persons will

not be divulged outside of the institution.

(8) Informed Consent

"Informed consent" means consent regarding provision and handling of a human
specimen which a person who has been requested to provide a human specimen gives
on the basis of his/her free will after receiving adequate prior explanations from a
principal investigator with regard to human genome/gene analysis research and
understanding the significance, objective(s), method, expected results, etc. of the said
research and possible disadvantage to parties including donors. Under the present

Guidelines, informed consent shall be given in writing.

(9) Proxy Consenter or Equivalent Person

A "proxy consenter or equivalent person" means a person who gives informed consent
in place of another person who has been requested to provide a human specimen when
the latter person is incapable of giving informed consent. When a donor is a deceased
person, his/her surviving family member shall be a "proxy consenter or equivalent
person”. When surviving family members are to be excluded from the definition, the

expression "proxy consenter” shall be used.

<Note>

As a proxy consenter or equivalent person is, first and foremost, a person who
decides whether or not to agree to human specimen provision etc. by a donor
in place of the donor from a viewpoint of human rights protection for the
donor, it is necessary to examine separate measures with regard to genetic

issues of proxy consenters or equivalent persons themselves.
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(10) Minor
A "minor" means an unmarried person under the age of 20 years.
(11) Research Institution

A "research institution” means an institution that conducts human genome/gene analysis

research (including human specimen collecting institutions).

(12) Human Specimen Collecting Institution

A "human specimen collecting institution" means a research institution that collects

human specimens from people, such as medical institutions or public health centers.
(13) Collaborative Research Institution

A "collaborative research institution" means a public or private research institution,
including a university, that collaboratively conducts human genome/gene analysis
research described in a research protocol. When a research institution receives a human
specimen from another human specimen collecting institution, the human specimen

collecting institution shall also be included in the definition.

{14) External Institution

An "external institution” means a research institution or the like other than the research
institution at issue. When a human specimen collecting institution also conducts human
genome/gene analysis research in a different division within the institution by using the

internal human specimen collection, the research division shall be considered to be an

external institution.

(15) Ethics Review Committee

An "ethics review committee" means a council-type body established as an advisory



board for the director of a research institution for the purposes of investigation and
discussion of the propriety of conducting human genome/gene analysis research and
other related matters, involving both an ethical viewpoint, such as human rights

protection for donors or equivalent persons, and a scientific viewpoint.
(16) Researcher or Equivalent Person

A "researcher or equivalent person" means a person invoilved in human genome/gene
analysis research, such as principal investigators, research conductors (including those
who conduct operations of receiving human specimen provision), those who conduct
genetic counseling, those who conduct operations of protecting personal information,

directors of research institutions, etc.
(17) Principal Investigator

A "principal investigator" means a researcher in a research institution who carries out
human genome/gene analysis research as well as supervises related operations and, at
the same time, has sufficient knowledge of the usefulness and limitations of human

genome/gene analysis research and of bioethics.
(18) Research Conductor

A "research conductor" means a person who conducts human genome/gene analysis
research in accordance with the direction or contract by a principal investigator and, at
the same time, has the necessary knowledge and skills according to the details of the
operation concerned, such as researchers, medical doctors, pharmacists, nurses, clinical

laboratory technologists, etc.
{19) Donor
A "donor" means a person who provides a human specimen for human genome/gene

analysis research. When a person who is supposed to have relevance to genetic

information of a donor, including his/her families, blood relatives or proxy consenter or
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equivalent person, is to be included in the definition, the expression "donor, proxy

consenter or equivalent person" shall be used.

(20) Genetic Counseling

"Genetic counseling" means targeting, supporting or assisting in the solution or relief of
various medical or psychological problems that could arise with regard to a hereditary
disease through repeated dialogue and information offering by making use of

knowledge of medical genetics and counseling techniques.
{(21) Existing Specimen

An "existing specimen” means a human specimen provided and preserved prior to the
conduct of human genome/gene analysis research. Existing specimens can be divided
into the following categories, according to the extent of consent obtained at the time of

human specimen provision.

a. Group A human specimen

"Group A human specimen" means a human specimen for which consent has
been given at the time of human specimen provision, including the use in
human genome/gene analysis research.

b. Group B human specimen

"Group B human specimen” means a human specimen for which consent has
been given at the time of human specimen donation, but only for research that
does not articulate the use in human genome/gene analysis research, under
such expression as "agree to the use in medical research”.

¢. Group C human specimen

"Group C human specimen" means a human specimen for which consent for
the use in research has not been given at the time of human specimen

provision.

{22) Human Cell, Gene or Tissue Bank



A "human cell, gene or tissue bank" means a non-profit business that conducts quality
control of provided human cells, genes, tissues, etc. and distributes them to unspecified
researchers as research material.

PART VII: SUBRULES

15. Subrules

In addition to those subrules prescribed in the present Guidelines, matters required with

regard to the enforcement of the present Guidelines shall be separately prescribed.
PART VIII: DATE OF ENFORCEMENT
16. Date of Enforcement

The present Guidelines shall take effect as of Apnl 1, 2001.
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