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University of Tokyo Medical Research Center Ethics Committee Application (modified)

November 19, 2003

To: Ethics Review Committee Chair.

                               Applicant: Yusuke Nakamura

                               Institution: Human Genome Center

                               Title: Professor, Center Director

1. Review Subject: Research Plan

  Attached document: “Procedural Document for Blood Sample Collection”
                    “Request for Assistance in Haplotype Map Project” (Document A)

                    “Haplotype Map Development Project for Identifying Disease 

Genes” (Document B)

                    “Request for Assistance in Haplotype Map Project” (Document C)

2. Research Topic:     Haplotype Map Development Project

3. Chief Researcher:  Yusuke Nakamura

        Institution:  Human Genome Center, the Institute of Medical Science 

Research, University of Tokyo

              Title:  Professor, Center Director

4. Researcher:      A. Yusuke Nakamura Professor, University of Tokyo Medical 

Science Research Institute

                      Yoichi Furukawa, Associate Professor, University of Tokyo 

Medical Research Institute

                      Yataro Daigo, Fellow, University of Tokyo Medical Research Institute

                      Toyomasa Katagiri, Fellow, University of Tokyo Medical Research Institute

                      Hidetada Nakagawa, Fellow, University of Tokyo Medical Research Institute

                   B. Ichiro Matsuda, President, Japan Human Genetics Association (Sponsored by University of Tokyo Medical Research Institute)

                   C. Darryl Macer, Eubios Ethics Institute (Sponsored by University of Tokyo Medical Research Institute)

                      Eiko Suda, Eubios Ethics Institute (Sponsored by University of Tokyo Medical Research Institute)

5. Outline of Research:

       More than 2.4 million (5.0 million at the time this project was started) variations of DNA configurations (Single nucleotide polymorphisms: SNPs) have been discovered; and it is believed that another several million SNPs exist. Analyses of these SNPs are extremely effective in discovering disease genes when the SNPs’ structures – the structure of haplotype – are mapped out on the chromosomes. Technically, we are at the stage where we can develop a haplotype map that specifies combination patterns of SNPs pm the chromosomes. 

       In this proposed study, an international joint study team plans to study the differences of genetic DNAs among the peoples who are historically rooted in various geographic regions of the world.

       Participating in this joint study are research instituted of various countries, including the national Institute of Health (NIH), Riken Genomic Research Center, and the Human Genome Center (the Institute of Medical Science, University of Tokyo). Specifically, we will collect and analyze about 100 DNA samples respectively from  three regions of the world.

       In this study, we will compare numerous gene code variations through collecting DNA samples from people who belong to different races and live in different areas. The outcome of our research will be useful, for example, in exploring disease genes for various illness, including lifestyle diseases which involves multiple factors, and will help studies in various related fields.

6. Subjects and Locations of Study:

A. for new sample collection

Concerning the Collection of Study Subjects:

       Study subjects are Japanese who are 20 years of age or over. In order to form a representative group of the Japanese, we will solicit study participants from the general public. Researcher C will hold information meetings and explain the nature of our study for those who indicate their interest in participating in our study. Researcher A will obtain letters of consent with Researcher C present. We will collect about 30ml of peripheral blood from study participants who sign the consent form.

Duration and Scale of Study

       This study lasts for three years, during which we will collect samples from 100 people. We will send them to NIGMS Human Genetic Cell Repository (Coriell Cell Repositories), a public research institute in the United States.

Sample Repository

       When Researcher A obtains letters of consent, Researcher C will key-code the samples as Researcher A collects them (Detail method is described in “Procedural Document for Blood Sample Collection”). When the entire sampling is over, Researcher C will destroy the codes and completely anonymize the samples. 20 ml of taken blood sample will be sent to Coriell Cell Repository and used for establishment of cell line. Other 10 ml will be sent to the examination company closed the contract with us (the draft contract is attached) and used for preparation of genome DNA sample. After confirming the success of cell line establishment, the genome DNA sample for confirmed cell line sample will be used for this project. After finishing the genome DNA sample prepared first, next genome DNA sample will be prepared from cell line and provide for the project. Coriell Cell Repositories will be responsible for storage of cell lines.

B. Announcement for former donors and request for them to donate again

The announcement to explain that because of mycoplasma contamination the samples taken before are not available for the project now, will be given to former donors (to avoid to be identified individuals, the announcement will be sent to each community’s responsible person and then distributed to all the community). At the same time request to donate sample again to them, to contact to Prof. Matsuda directly by e-mail or sending fax if they would like to donate again. For people who accept this requirement, 20ml of blood sample will be taken and it will be used only for cell line establishment (the difference from former donation is only the volume of blood sample).

 Concerning the Collection of Study Subjects:

       Study subjects are Japanese who are 20 years of age or over. In order to form a representative group of the Japanese, we will solicit study participants from the general public. Researcher C will hold information meetings and explain the nature of our study for those who indicate their interest in participating in our study. Researcher A will obtain letters of consent with Researcher C present. We will collect about 20ml of peripheral blood from study participants who sign the consent form.

Duration and Scale of Study

       This study lasts for three years, during which we will collect samples from people who accept donation again. We will send them to NIGMS Human Genetic Cell Repository (Coriell Cell Repositories), a public research institute in the United States.

Sample Repository

       When Researcher A obtains letters of consent, Researcher C will key-code the samples as Researcher A collects them (Detail method is described in “Procedural Document for Blood Sample Collection”). When the entire sampling is over, Researcher C will destroy the codes and completely anonymize the samples. Sample will be sent to Coriell Cell Repository and used for establishment of cell line. Coriell Cell Repositories will be responsible for storage of cell lines.

7. About Medical Ethical Considerations in Our Study

       This study will be conducted according to “Guideline on Ethics of the Human Genome and Genetic Analysis Research” (Ministry of Education, Science and Technology, Ministry of Health, Labour, and Welfare, and Ministry of Economy, Trade and Industry). The details are specified in the attached document, “Procedural Document for Blood Sample Collection”.

I. Human Rights Protection of the Individual Participants as the Subjects pf the Study

       Whether to consent to the presently proposed study or not is completely left with individual participant’s free will. The researchers will guarantee that, even when he or she refuses to consent, he or she will not suffer any negative consequence. The researchers will merely request such general information as names and contact addresses, but will not collect data such as medical information. Researcher C will store the key-code list with which to trace individual identities. However, since the list will be destroyed and the data will be completely anonymized when the study is completed, no individual information will leak to the outside. Coriell Cell Repositories will be responsible for storage of the anonymized cell lines. The researchers will guarantee that the participant’s consent can be rescinded at any point in the research. Nonetheless, the explanatory document on consent (Document C) specifies that all the data will be completely anonymized once the sample collection is completed; and, therefore, after that point, it will be impossible to destroy specific individual samples.

II. The Methods to Solicit Study Participants’ Understanding and Consent

       Using the methods specified in the attached document, “Procedural Document for Blood Sample Collection”, the researchers recruit those who are interested in this study from the genetal public using “Request for Assistance in Haplotype Map Project”(Document A). Then, we will hold information meeting to explaining the nature of the project using such documents ad “Haplotype Map Development Project for Identifying Disease Genes”(Document B), and “Request for Assistance in Haplotype Map Project”(Document C). After making sure that the participants fully understand the study through questions and answers sessions, the researchers will obtain their consent. These explanatory documents explain the significance and purpose of the study as well as gene analysis in general. The documents also explain the method of privacy protection, study participants’ rights, benefits and detrimental effects in participating in the study, and the policy that governs the treatment of the samples after the study’s completion. We request those who consent to the study to sign the letter of consent and keep a copy. After being placed in an envelope and sealed by Researcher A, each letter of consent will be stored by Researcher B at the University of Tokyo Medical Research Institute Ethics Committee Office.

III. Prediction of the Detrimental Effects and the Danger on Individuals as well as the Scientific Contribution from the Study

       If the study participants’ individual information and the outcome of genetic analysis leak to the outside, there will be potential danger that they will suffer from various detrimental effects. In order to prevent this, we will control individual information as specified in Human Rights Protection of the Individual Participants ad the Subjects of the Study. After the complete anonymization, it will be impossible to specify individual samples. Furthermore, by analyzing only part of the samples, it will be also impossible to confirm whether a specific individual’s sample has been used in the study. The research outcome deriving from the whole of the analyzed samples will not only be shared by the participating researchers but also placed in a database open to the public. Scientific contribution will be made when the world share the database and use its information for various studies.

IV. Method for Securing Research Funding

21st Century Type Innovative Forefront Life Science Technology Development Project.

V. The Treatment of the Samples after the Completion of the Study

       Although the purpose of this study is to develop a haplotype map, we plan to store the samples at the international joint study team’s cell bank of this and will make them available for future studies. In order for researchers in Japan to conduct a new research in the future, they must obtain Researcher B’s approval, as specified in “Procedural Document for Blood Sample Collection”. As for the storage of the samples by the international joint study team, we explain it using “Request for Assistance in Haolotype Map Project”(Document C) and confirm sample donors’ consent. We will reaffirm to each participant that it will still be possible to destroy his or her sample in so far as a request to abort the sampling is made prior to the anonymization.
Procedure of Recruitment for Hap Map in Japan

A. Recruitment (Researcher C)

The recruitment of donors will attempt to obtain a Japanese representative sample, including donors from many sectors of society.  In particular, the voluntary participatory explanatory meetings will be held at some small communities in Tokyo (biotechnology-based companies, university hospitals, and so on). This aspect of the recruitment process will be delegated by University of Tokyo Medical Science Research Institute to Prof. Ichiro Matsuda, President of Japan Human Hereditary Science Association (Researcher B) and Eubios Ethics Institute (Researcher C: responsible persons Dr. Darryl Macer and Mrs. Eiko Suda).

Before conducting explanatory meetings in small communities in Tokyo, the brief description of the meeting and the form “Request for Assistance in Haplotype Map Project” (Document C) will be distributed in each community. Then the voluntary participatory meeting will be held and Researcher C will explain about Haplotype Map project briefly. Subsequently the method to protect donors’ privacy, management of the samples, the benefit and the risk of participating the project, and so on will be explained. Then questions and answers and discussion with participants will be held. 
The explanatory meetings will be held within one month after re-admission for the project by the IRB of University of Tokyo Medical Science Research Institute.

The questions and answers, process of discussion and people's concerns in the explanatory meetings about the project will be written up anonymously as an academic study, preserving the participants privacy. The concerns participants raise in the meetings will be tape recorded and these might be reported anonymously in the academic literature so that geneticists might be better able to understand Japanese citizens concerns and hopes for this type of research. This will be a valuable resource to understand ordinary people's concerns about genetic research, that may help future design of informed consent forms in Japan for genetics research.  Any serious group concerns from these meetings held in some small communities in Tokyo will also be given immediately to Prof. Ichiro Matsuda, the chair of the community advisory group.

explanatory meeting (1 hour)
Brief explanation about Haplotype Map project will be given. Subsequently the method to protect donors’ privacy, management of the samples, the benefit and the risk of participating the project, and so on will be explained (20 min.). Then questions and answers and discussion with participants will be held (10 min.).

In the end of the meeting, the confirmation about the informed consent and the explanation about the procedure to take blood sample will be given to the participants who showed their willingness to sign the consent form.

B. Obtaining Informed Consent and Donation (Researcher A, B, D)
Obtaining informed consent (sign the consent form attached to “Request for Assistance in Haplotype Map Project” (Document C)) will be done by doctors of University of Tokyo Medical Science Research Institute (Researcher A) and Researcher C will be present with donors. The donor will sign 2 same informed consent forms, put one of them into the envelope and seal it by oneself, and give it to the doctor who will be responsible for obtaining informed consent. Another form should be kept by the donor as a record. Any private information will not be collected.   

At the same time Researcher C will give three tubes labeled with the random three digits number added the gender information (by the letter M or F) to donors.

Blood drawing will be conducted to those 3 tubes by the doctors of University of Tokyo Medical Science Research Institute. 

Two tubes of the blood sample with only labeled information will be sent to Coriell to be used for cell line establishment. Another one tube will be sent to the company contracted for DNA preparation. This will ensure privacy of donors. Coriell will store only 100 cell lines of all established cell lines, which is also ensure the privacy of the donors, and also no one will know for sure if their cell is in the cell repository in Coriell. 

The signed informed consent forms will be sent by Researcher A to Prof. Ichiro Matsuda (Researcher B), Chair, Tokyo University Ethics Committee, for storage at Tokyo University. To ensure privacy of the donors these forms will be kept to be sealed and stored.
When the donors give the blood sample they will receive 5000 yen compensation for their labor and time. There will be no compensation for those who do not donate, except a verbal thank you, even if they attend explanatory meetings. 

Donors should be 20 years or older in age. The donors should not be genetically related to each other, but spouses would be acceptable. There is absolutely no commitment to become a donor from joining these explanatory meetings. After the meeting and donation there will be no contact to meeting attendees by the Haplotype Map project except for approximately 4 participants of meetings who will be asked whether they wish to join the CAG after an interview with Researcher B.

C. Community Advisory Group (CAG)
It will have about 10 members, chair will be Prof. Ichiro Matsuda (Researcher B).  Members will include Mrs. Eiko Suda (Researcher C), several media persons, up to 4 ordinary citizens who were explanatory meeting participants be selected by Researcher B and C after the process of meetings.

The CAG will be the contact point for questions sent by the IRB of Corriell Repository.

The CAG will receive reports about the Haplotype Map project progress by Emails, meetings, etc. from Researcher A in the future.

There will be some information sharing between Coriell and the CAG about rejected applications from researchers who approach Corriell cell repository to monitor unusual research applications not related to genetic variation research. 
D. Funding

All funding comes from Researcher A (21st Century Type Innovative Forefront Life Science Technology Development Project).

Would you like to be a donor to the Haplotype Map Project? (for new recruitment)

_________________________________________________________________
An international collaborative team is collecting blood samples from people whose ancestors came from various parts of the world.  This team includes the NIH (The National Institutes of Health; the U.S.A.), and the Human Genome Center in University of Tokyo and several institutes in the world. We will collect samples from around 140 people from each of about 3 groups whose ancestors come from 3 different geographical parts of the world.  One of these will be representing Japan. This project will help learn how genes relate to health and disease.

We are seeking people who would be willing to join a series of three meetings to discuss the project in order to decide whether or not they would like to be a donor for the Japanese sample.  If you are interested we will ask you to attend a series of three meetings, over the course of one month. These persons should have Japanese grandparents and be 20 years or older in age. The donors should not be genetically related to each other. There is absolutely no commitment to become a donor from joining these discussion groups.

Each meeting will be about 2-3 hours in length with 15-20 members per group. The purpose is to discuss your concerns and receive information about the project.  Then if you decide to donate to this project you would show your willingness to sign an informed consent form and be given a card to go to the donation site at a mutually agreeable time to give about 30ml of blood. You would be requested to sign the informed consent form in the institute the blood sample would be taken. No information about you will be linked to the Japanese blood sample. 

Any information you provide in the meetings will not be passed on with your blood samples. The concerns participants raise in the meetings will be tape recorded and these might be reported anonymously in the academic literature so that scientists might be better able to understand Japanese citizens concerns and hopes for this type of research.

If you wish to join please use the reply form by post, fax or e-mail including your name, sex, address (including fax or e-mail if you have this), age group (under 30 years, 30-50 years, 50 years and over), and wishes about the time and place for the meetings you want to take part so that we will contact you about your schedule to arrange for you to join a group meeting at a location and time convenient to you. We also would like to have your ideas or comments for this project in the remarks column. Your privacy will be protected, and no name list of participants will be given out at the meetings. Neither will your names be given to the Human Genome Center.

Thank you.

Please reply to: 
Mrs Eiko Suda, c/o Prof. Darryl Macer,

Eubios Ethics Institute, P.O. Box 125, Tsukuba Science City, 305-8691, Japan

Fax: 0298-53-6614   Email: 
Hap Map Recruitment Reply Form

Send to: 

Mrs Eiko Suda, 

c/o Prof. Darryl Macer,

Eubios Ethics Institute, 

P.O. Box 125, 

Tsukuba Science City, 305-8691, Japan

Fax: 0298-53-6614   

Email:

Name:

Sex (Circle):          male                female

Address:
Fax:

E-mail:

Age Group (Circle):           under 30          30 to under 50         50 and over

Available times for joining a meetings

Date
          
Time
          
Place

Other remarks you wish to make:
Developing a Haplotype Map of the Human Genome
for Finding Genes Related to Health and Disease

1. Background of the Project 
So far about 2.4 million (5.0 million at the time this project was started) DNA sequence variants (single nucleotide polymorphisms or SNPs) have been discovered in the human genome, and millions more exist. These variants will be most useful for discovering genes related to health and disease if their organization along chromosomes, the haplotype structure, is known. Technology is just reaching the point that haplotype maps of blocks of SNPs along chromosomes can be developed. 

On July 18-19, 2001, the National Institutes of Health (NIH) held a meeting in Washington, D.C., to discuss how haplotype maps could be used for finding genes contributing to disease; the methods for constructing such maps; the data about haplotype structure in populations; the types of populations and samples that might be considered for a map; the ethical issues, including those related to studying genetic variation in identified populations; and how such a project could be organized. The goal was to resolve some issues and to set up procedures for resolving others.

There were 165 attendees, including human geneticists, population geneticists, anthropologists, pharmaceutical and biotech industry scientists, social scientists, ethicists, representatives from various communities and disease groups, administrators from many NIH institutes and international funding agencies and journalists. 
2. Genetic Variation and its Use for Mapping Genes Contributing to Disease
Recently technology has become available to study the extent and pattern of human genetic variation on a large scale, and to use this variation to find the genes that contribute to disease. The information summarized here was not presented at the meeting but provides the background for understanding the importance and use of a haplotype map.

- Rationale for finding genes contributing to disease -
The goal of much genetic research is to find genes that contribute to disease. Finding these genes should allow an understanding of the disease process, so that methods for preventing and treating the disease can be developed. For diseases with a relatively straightforward genetic basis, the single-gene disorders, current methods are usually sufficient to find the genes involved. Most people, however, do not have single-gene disorders, but develop common diseases such as heart disease, stroke, diabetes, cancers or psychiatric disorders, which are affected by many genes and environmental factors. The genetic contribution to these diseases is not clear, but many researchers consider common variants to be important, the Common-Disease/Common-Variant theory. 

- Definition of a Single Nucleotide Polymorphism, SNP -
A SNP is a site in the DNA where different chromosomes differ in the base they have. For example, 30 percent of the chromosomes may have an A, and 70 percent may have a G. These two forms, A and G, are called variants or alleles of that SNP. An individual may have a genotype for that SNP that is AA, AG, or GG. 

- Number of SNPs -
When chromosomes from two random people are compared, they differ at about one in 1000 DNA sites. Thus when two random haploid genomes are compared, or all the paired chromosomes of one person are compared, there are about three million differences. When more people are considered, they will differ at additional sites. The number of DNA sites that are variable (SNPs) in humans is unknown, but there are probably between 10 and 30 million SNPs, about one every 100 to 300 bases. Of these SNPs, perhaps four million are common SNPs, with both alleles of each SNP having a frequency above 20 percent. 

- How SNPs are used to find genes contributing to disease -
Some SNP alleles are the actual functional variants that contribute to the risk of getting a disease. Individuals with such a SNP allele have a higher risk for that disease than do individuals without that SNP allele. Most SNPs are not these functional variants, but are useful as markers for finding them. To find the regions with genes that contribute to a disease, the frequencies of many SNP alleles are compared in individuals with and without the disease. When a particular region has SNP alleles that are more frequent in individuals with the disease than in individuals without the disease, those SNPs and their alleles are associated with the disease. These associations between a SNP and a disease indicate that there may be genes in that region that contribute to the disease. 

- The use of haplotypes -
A haplotype is the set of SNP alleles along a region of a chromosome. Theoretically there could be many haplotypes in a chromosome region, but recent studies are typically finding only a few common haplotypes. Consider the example below, of a region where six SNPs have been studied; the DNA bases that are the same in all individuals are not shown. The three common haplotypes are shown, along with their frequencies in the population. The first SNP has alleles A and G; the second SNP has alleles C and T. The four possible haplotypes for these two SNPs are AC, AT, GC, and GT. However, only AC and GT are common; these SNPs are said to be highly associated with each other. 

	


The cost of genotyping is currently too high for whole-genome association studies that would look at millions of SNPs across the entire genome to see which SNPs are associated with disease. If a region has only a few haplotypes, then only a few SNPs need to be typed to determine which haplotype a chromosome has and whether the region is associated with a disease. In the example below, typing two SNPs is all that is needed to distinguish among the three common haplotypes. The two SNPs indicated by arrows are one pair of several possible pairs of SNPs that distinguish among the three common haplotypes.
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- Most SNP variation is within all groups -
For most SNPs, any population has individuals of all possible genotypes for a SNP, but populations differ in the frequencies of individuals with each of the different genotypes. About 85 percent of human SNP variation is within all populations, and about 15 percent is between populations, as shown in the figure below. Thus two random individuals within a village are almost as different in their SNP alleles as any two random individuals from anywhere in the world. Although a small proportion of SNPs have alleles that are common in some groups but rare in others, most SNP alleles that are common in one group will be common in other groups. Under the Common-Disease/Common-Variant theory, common variants that contribute to a disease in one group will also contribute to the disease in other groups, although the amount of the contribution may vary. 

The Haplotype Map Project (HapMap)
______________________________________________________________________
Please take as much time as you want to read this form, ask questions, and talk about this project with family or friends. 

What is this project about?

An international collaborative team is starting the project to clarify the genome sequence variation of people whose ancestors came from various parts of the world. This team is organized with several institutes in the world including the NIH (The National Institutes of Health; the U.S.A.), RIKEN and the Human Genome Center in University of Tokyo. We will collect samples from around 140 people voluntary from each of about 3 places around the world. The Human Genome Center in University of Tokyo is asking Japanese people to give blood samples since we need them for this project.  We will not collect names or any medical information, and researchers who study the samples will only know which part of the world each sample came from.
Why are we doing this project?

This project is will help learn how genes relate to health and disease. Genes are the basic “instruction book” for people.  Genes are made out of DNA.  The DNA of a person is about 99.9% the same as the DNA of any other person.  But no two people have exactly the same DNA except identical twins.  Differences in DNA are called genetic variations.  They explain some of the differences among people, like eye colors and blood groups.  They also partly explain why some people get diseases like cancer, diabetes, asthma, and depression, while others do not.  Diseases such as these are also affected by diet, exercise, smoking, pollution, and other factors, which makes it hard to figure out which genes affect the diseases.

Most genetic variations are found in people everywhere.  But there are differences among groups in how common some genetic variations are.  For example, all the blood types can be found in all groups of people in every part of the world, but there are differences from place to place in how often some blood types appear.  By including people from many ethnic and geographic groups, researchers will find most of the genetic variations.  This information will make it easier for researchers to find the genes that affect diseases, in other studies using other samples. 
To achieve the scientific objective of this project, in Japan we need to collect only samples who are genetically Japanese. Also considering the necessity to be decided on the participation in this project by one’s own will, we would like to ask people of 20 years and over to participate in this project.

How will the samples be used?

Over the next three years, researchers will study the samples to find places in the DNA where people vary.  For each sample, researchers will make a list of the genetic variations they find.  Researchers will also look for the patterns of genetic variations in people’s DNA, which are called “haplotypes.”  

Researchers will put all this information in a scientific database on the Internet.  For each sample, this will include information on hundreds of thousands (eventually millions) of genetic variations, as well as the ethnic or geographic group and the sex of the person who gave the sample.  The database will not include any medical information about anyone who gave a sample.  It also will not include any information that could identify who the individual people are. 

Researchers will use the genetic variation information in the database to create a genetic map that summarizes the patterns of genetic variation, called a haplotype map or “HapMap.”  The HapMap will be put on the Internet.  The HapMap will not include medical information, but researchers will use it as a tool in future studies to find genes related to many diseases.  The HapMap will show researchers where the haplotypes (patterns of genetic variation) are.  Then, for a disease, such as diabetes, researchers will study the haplotypes in a group of people who have the disease, and in another group of people who do not.  Areas in the DNA where the two groups differ in their haplotypes will be clues that those areas might contain genes that affect the disease.  Researchers can then look for those genes and study how they work. Concretely speaking, researchers will collect blood samples from diabetes patients group, analyze them in the same way with this project, compare their data with the results from this project, and identify genes related to diabetes. This will help them figure out better ways to prevent, diagnose, and treat the disease.  They can also learn how to make drugs that work better in more people.  Some researchers will also use the HapMap to look for genes that affect traits such as baldness, behaviors like addiction, and long life.

In the future, researchers will also use the samples to look for differences in the amount and form of the products that genes make, called RNA and proteins, and will put all this information for each sample in the database.  The samples, the database, and the HapMap will also be used to study other questions, such as the biology of DNA, how new variations arise, the genetic history of human groups, and how people from different parts of the world are related to each other.  
What will happen if I decide to give a sample?

If after participating in the meetings to explain about this project, you decide to donate a blood sample to this project, you should sign this consent form. You will be issued with a card to take to the Human Genome Center in University of  Tokyo. You will be explained about the research plan, be required to sign informed consent form, and be taken blood sample. The individual comments you make, and personal information you reveal during the meetings, will be not linked in any way to your sample or put in the database.  
When you go to give your blood, about 30 ml of blood will be drawn from your arm.
We will send your blood to researchers at International Human Genetic Cell Repository at the Coriell Institute for Medical Research in New Jersey (U.S.A.) which the NIH oversees. They will turn the sample into a cell line, which will make an unlimited amount of your DNA and will last for a long time. 
Coriell will provide the cell lines they have to researchers around the world to create the HapMap and to use in many future genetic studies as described in this form.  All studies using the cell lines will have to be approved by the IRB of Coriell.  The researchers will have to follow all U.S. and international laws and guidelines that apply to research.
An IRB is a committee similar to the one that approved this project to make sure that your rights were protected.  Also, an Advisory Group is being set up for each country that takes part in this project.  This group will include about 10 people to represent different sectors of the Japanese population, including some people who participated in the discussion groups.  This group will be told about how the international project is going and will work with Coriell to make sure that future studies using your country’s samples that are stored in the U.S. are similar to ones described in this form.  

Will there be any costs or payments?

It will not cost you anything to be a part of this project.  We will give you Y5000  for your time, travel, and inconvenience if you come in to give us a sample.  

The Repository does not let anyone sell material from samples or cell lines.  However, information from genetics research sometimes helps companies make products to diagnose or treat diseases.  If information from your cell line leads to making a product, it would probably contribute only in a very small way.  Also, because your cell line will not have your name on it, neither the researchers nor anyone at the Repository would know if your sample was even used.  So you will not get any additional payment if you take part in this project.

How will you protect my privacy?  

We will protect your privacy in several ways.  After your informed consent forms are signed, it will be put in the sealed envelope by yourself and will be stored at the secretariat of the Ethics Committee at the Human Genome Center in the University of Tokyo. Nobody will see it, and it is kept only as a sealed record of the Ethics Committee. We will not keep your name with your sample or even give your sample a code number that could identify you.  So there is no way anyone at Coriell, or who studies your sample will know that it came from you.  
Also, we will collect more samples than we will use because the success rate of cell line establishment is not necessary 100 %.  This way nobody, not even you or us, will know if your sample was used or if any information in the database came from you.  (Samples that are not used will be disposed of in standard ways.)  
What are the benefits of giving a sample?

You probably will not directly benefit from giving a sample, because of the long time this research will take to produce useful results.  But researchers will study these samples for many years to learn about health and disease.  This research will eventually benefit the health of people around the world.   

What are the risks of giving a sample?

Drawing blood has very minor risks as you may know from routine body check.  These include brief pain, slight bruising, dizziness or fainting, and (very rarely) infection where the needle goes in. 

We will collect blood samples from more than 100 donors and only the cell lines successfully established are stored in cell bank. One of the reasons of this is the necessity to consider about the success rate of cell line establishment. Another reason is to make it difficult to identify which sample are put into the cell bank. By this process no one, even project people or donor himself, can know whether a donated sample was stored in the cell bank, the sample was used for the project, the genetic data in database is your genetic information or not.

Nobody’s name will be there. So nobody will know which information came from you.  One way people could match any of the information in the database back to you would be if they thought your information might be in the database, got another sample from you, and then tested that new sample to compare the information from that test with the information in the database.  Another is if somebody compared the information in the HapMap database with genetic information known to be from you that was in another database and figured out who you were.  The risk of either of these things happening is very small, but if somebody really wanted to find out medical information about you, it would be much easier for that person just to get a sample from you and test it directly. So we think the risk of that the database will be used for different purposes and you will suffer damage from it is very small.

We cannot always predict the results of research, so new risks to you may come up in the future that we can’t predict now, although the possibility is very small.  
Your sample will not be used to make a clone of you.

Are there any risks to people in Japan? 
- In the case samples will be used in abroad -

Information on the geographic areas the samples came from will be included with the samples, in the database, and in the HapMap.  In future studies, researchers may find that certain genetic variations appear more often in people from Japan than in people from other parts of the world, and that these variations are more common in people with a certain disease.  This may make some people look down on Japanese unfairly.

Some people may use the information from the HapMap or from future studies using the HapMap to exaggerate differences between groups for prejudiced or other bad reasons.  Others may use the information to downplay differences between groups, to say that all people’s genes are about the same, so we don’t need to respect the special concerns of different groups.  Biology does not provide a reason for prejudice, but discrimination does exist.  

We will work to make sure that the ethnic or geographic identity of Japanese donors is described as carefully as possible--in the sample collection, in the database, in the HapMap, and in any articles researchers write about the HapMap.  

Can I change my mind after I give a sample?

Giving a sample is completely up to you.  You will not lose any benefits if you choose not to give a sample.  However, since nobody will know which sample came from you, after you give a sample you cannot take it back or take any information out of the database.  

How will I find out what happens with this project?  
- About the research which will be conducted in USA or other foreign countries

Because your sample will not have your name on it, we will not be able to give you individual results from this research.  However, we will update the Community Advisory Group on how researchers are using the HapMap and the samples from Japan, and what they are learning about health and disease.


The Haplotype Map Project (HapMap)

and Other Research on Genetic Variations

Consent Form

______________________________________________________________________
Who can I talk to if I have questions or problems?

If you have questions about this sample collection, contact:

(PI)_     Yusuke Nakamura______ (phone) ___________.

If you have questions about your rights as part of this research project or about the Community Advisory Group, please contact:

(IRB and Corriell Repository)_____Ichiro Matsuda____ (phone) ___________.

Consent and Signature

Please read the paragraph below, think about your choice, and sign if you agree:

I agree to give a blood sample and to have a cell line made that will make an unlimited amount of my DNA, for researchers to use for the HapMap project and in other approved studies of the type described in the form.  I have read or listened to the information, I have asked any questions I had, and all my questions were answered.  I know that giving a sample is my choice.  I understand that after I give a sample, I cannot withdraw my sample from the Repository.  

Your Signature _____________________________________
Date _____________

Please keep a copy of this form and just return a signed copy of this page.

