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deCODE – Islensk Erfoagreining EH (Iceland) – Beneficiary

PHENO – Phenosystems S.A. (Belgium) – Beneficiary

BCP – Biocomputing Platforms Ltd. Oy (Finland) – Beneficiary

· Grant Agreement: The agreement signed between the beneficiaries and the European Commission for the undertaking of the GEN2PHEN project (HEALTH-200754).

· Project: The sum of all activities carried out in the framework of the Grant Agreement by the Consortium.

· Work plan: Schedule of tasks, deliverables, efforts, dates and responsibilities corresponding to the work to be carried out for the GEN2PHEN project, as specified in Annex I to the Grant Agreement.

· Consortium: The GEN2PHEN Consortium, conformed by the above-mentioned legal entities.

· Consortium agreement: agreement concluded amongst GEN2PHEN participants for the implementation of the Grant Agreement. Such an agreement shall not affect the parties’ obligations to the Community and/or to one another arising from the Grant Agreement.

1. INTRODUCTION

This current Deliverable (D1.3) concerns the General Ethical Issues in G2P Databases Work. Given the central importance of this subject to the GEN2PHEN project, and its dynamic nature, this report is expected to be further developed as the project unfolds. 
This Deliverable aims to provide ethical oversight, analysis, and guidance over all aspects of the GEN2PHEN project. In this undertaking, we benefited from the strength of having a deep understanding of the existing International and European ethical and legal framework. We also take into consideration work previously done in other EU or International projects (PHOEBE, GMP to GBP, BBMRI, PHGEN, EUROGENTEST). 
Moving forward from this starting knowledge, we have focused on ethical issues related to the three prominent GEN2PHEN technical development areas:

· Ethical issues in “Getting data in”

· Ethical issues in “Data storage and infrastructure”

· Ethical issues in “Getting data out”

Finally, as amechanism for creating the ethics policy in GEN2PHEN, we have undertaken a questionnaire in order to include the GEN2PHEN participants’ opinions into the construction of the framework. 

1.1. Binding or non binding instruments.

Before entering into the subject, it is useful to recall the different kinds of international instruments that are available, especially regarding their characteristics in terms of binding or non binding regulations:

1.1.1. Binding instruments = legal instruments
· European Union (EU) Directives

· Treaties

· Conventions

· EU Legislation

A directive is a matter of law to promote the harmonization of national laws of Member States of the European Union. It requires Member States to achieve a goal, while leaving the choice on how to achieve them (laws, decrees, general principles). Unlike the EU regulation, which is directly applied to the citizens of the EU, a Directive is not intended to apply directly to companies and individuals, and requires a transposition to each national legal system.

1.1.2. Non-binding instruments = “soft law” and/or guidelines

· Recommendations/Statements from International Organisations

· Provisions from Professional Organisations 

· Advices from Ethic Committees

“Soft Law” and guidelines qualify as non mandatory rules. They provide advice without legally sanctioned obligations but can serve as guidelines of professional norms in the field.

2. Project summary

The GEN2PHEN project aims to unify human and model organism genetic variation databases towards increasingly holistic views into Genotype-To-Phenotype (G2P) data, and to link this system into other biomedical knowledge sources via genome browser functionality. To this end, it will establish the technological building-blocks needed for the evolution of today’s diverse G2P databases into a future seamless G2P biomedical knowledge environment. This will consist of a European-centred but globally-networked hierarchy of bioinformatics GRID-linked databases, tools and standards, all tied into the Ensembl genome browser.

The Project involves a pool of European research groups and companies from Belgium, Finland, France, Germany, Greece, the Netherlands, Portugal, Spain, Sweden, and the United Kingdom. Non-EU participants, i.e. Iceland, India, South Africa and Switzerland have been included to bring extra capabilities to the initiative of the G2P databasing challenges.

Answering the need of European G2P research and biotech industries in terms of database technologies and data integration systems will allow our societies to maximally benefit from the current exponentially increasing rate of genetic data generation in disease research and clinical settings.

The Project focuses on three essential components of a functioning G2P database system:

· Getting data in

· Data storage & infrastructure

· Getting data out
In this context, the Project addresses 9 specific strategic objectives:

1- To analyse the G2P field and investigate current needs and practices

2- To develop key standards for the G2P field

3- To create generic database components, services, and integration infrastructures for the G2P domain

4- To create a data search and presentation solutions for G2P knowledge

5- To facilitate the populating of research and diagnostic G2P databases

6- To build a major G2P internet portal

7- To develop GEN2PHEN solutions to the community

8- To address system durability and long-term financing

9- To undertake a system utility and validation pilot study.

More than merely devising potentially useful technologies, the Project shall build a tool that tangibly benefits the community by putting it to use to show that it truly works.

3. Place of WP1 in the general work plan

The implementation plan of this project is built on technical aspects to be achieved:

· The creation of standards: data models, nomenclatures and ways to use ontologies, with specific versions for use when constructing different types of databases, and a generic version for integration-level activities.

· The database construction based on these standards

· The development of technologies for integration and holistic searching to operate above the database layer

· Steadily feeding the emerging system with data from various sources

· The development of the “GEN2PHEN Knowledge Centre” (internet portal)

These various technical aspects are complemented and influenced by complementary activities: community consultation, quality insurance, ethics analysis, societal perspectives, internal and external training activities.

The Project is planned according to the following “workpackages”:

· WP1: SCIENTIFIC COORDINATION

Gathering and reacting to new scientific ideas, optimising the use made of the project committees, supervising work package leaders, and providing ethical oversight of the whole project

· WP2: DOMAIN ANALYSIS AND COMMUNITY RELATIONS

Formal “requirements analysis”: identification of database users and actors and their current and future needs in the G2P field

· WP3: STANDARD DATA MODELS AND TERMINOLOGIES

Creation of reference data models as basis for the database development work

· WP4: GENETICS G2P DATABASES   &   WP5: GENOMICS G2P DATABASES

Creation of modular and generic G2P database components to construct major demonstration databases

· WP6: INTEGRATION AND DATA ACCESS TECHNOLOGIES

Enabling processes of data exchange between databases, data integration and synchronisation within central databases or warehouses, and holistic searching across databases

· WP7: DATA FLOWS


Gathering of data to populate the databases constructed by the GEN2PHEN project

· WP8: GEN2PHEN KNOWLEDGE CENTRE

Creation of a strategic internet portal for maximal visibility and added-value utility

· WP9: DISSEMINATION, USE AND FUTURE SUSTAINABILITY

“Dissemination” and “exploitation” tasks

· WP10: MANAGEMENT

Overall scientific, legal and financial management

WP 1 is devoted to the optimization of the overall scientific direction and progress of the project. It also addresses any ethical concerns that might arise during the project by establishing a system to provide expert analysis and guidance in a continuing way.

This current Deliverable D1.3 - Report on the General Ethical Issues in G2P Databases Work, represents a cornerstone activity of WP1 and of the project as a whole.
4. Objectives for Deliverable D1.3

WP1 provides ethical oversight, analysis, and guidance on all aspects of the GEN2PHEN project. 

As a starting point for the guidance, we have considered that key ethical issues in this domain primarily relate to human individuals, their informed consent and privacy protection. Informed consent must be dealt with via the data gathering process, but privacy must be ensured by the database technologies, procedures, and governance systems that are set up and implemented. The genetics G2P databases of relevance to GEN2PHEN will often carry data pertaining to individuals, and to protect privacy in these depositories all personal identifiers will be removed and records fully anonymised at all publicly visible levels. Risks will be further minimized due to the fact that the depth of genetic data in these depositories will usually not be sufficient to identify individuals. The genomics G2P databases of relevance to GEN2PHEN will carry summary-level information, and so by their very design they largely circumvent the risk of identifying individuals. Where some risks remain, data will be provided by some form of controlled access mechanism. 
Genomics G2P databases that carry individual-level information do present a concern in addition to aggregated data databases. Nevertheless, the GEN2PHEN project will not be working directly on the individual level databases, and so the most acute ethical questions linked to direct identification are probably not those that we need to grapple most deeply with. However since the publication by Homer at al. 2008
, showing that even from aggregated data, individuals could be traced and identified thanks to accumulation of genetic polymorphisms data and availability of information in other databases, the above perspective in GEN2PHEN may need to be updated, and so we will consider these issues more closely related to GEN2PHEN work. However, we will be more directly concerned with the initial information of individuals, the various uses of the data and how individuals are kept aware of these various uses. 
4.1. General objectives of the ethics part of the project in WP1
The first year of the project essentially involved conducting a survey across the project Consortium to assess the needs and concerns (this is also valid for ethical aspects). During this year, data used in the various WPs to test data models, ontologies and various tools will only be originating from publicly available data and published information, with no identifier and no phenotypic data. Typically they will come from Locus Specific Databases (LSDBs), i.e. sequence data and polymorphic markers information related to the various mutations in a given locus, known to be in relation with a given disease. For genome wide association studies, where ways to represent, gather and combine data are among the objectives of GEN2PHEN, the only data used are without identifiers (according to the public policy of NIH http://edocket.access.gpo.gov/2007/pdf/E7-17030.pdf and The Wellcome trust). Since the publication by Homer et al, these data are not anymore directly available. They are not publicly available from any GEN2PHEN sources and they are only used within the Consortium for probing the tools. Additionally, only publicly available data are being used at this stage of the project, in work mainly based upon ontology development and the transfer between systems of limited amounts of DNA information (not sufficient to identify a person), to aid in IT tool interoperability development. Absolutely no phenotype (disease) or pathogenicity, or other non-DNA person-specific data is yet being exchanged in advance of ethics guidance on how this should be best managed.
Given the facts above mentioned, the first year of the ethics work has not considered actual exchanges of potentially identifying data. It was mainly devoted to pave the way for constructing an ethics policy for the future tools that would be built. This was done by first exploring existing frameworks, and understanding what exactly would be the kind of data and the data flow process in the tools that are being developed, in order to assess realistically the possible issues encountered or likely to occur. This in turn leads to explore various ways to address such issues, taking into account the knowledge and different views of participants considering legal and also technical aspects that need to be implemented in a feasible way.

The ethics work plan in WP1 has different facets: 

1- Ensuring awareness of the GEN2PHEN Consortium of any relevant developments in legal/ethical frameworks at national, EU, or international levels, or coming from ELSI working parties of other projects in the field.

2- Examination by questionnaire and interviews the perception of ethical aspects by project participants, leading to several actions: 

a. internal debate to clarify issues 

b. production of a grid of issues that should be applied to any set of data entering the G2P system, being processed or emerging from it 

c. setting up of an ethics policy for the project, to address those issues

d. take appropriate training actions to ensure consortium awareness on ethical aspects.
3- Reviews and tests of the technical tools created in the project to ensure they take proper account of all relevant ethical issues and allow to implement the policy agreed upon.
4- Specific ethics analysis work regarding:

a. ways to give appropriate feedback to individuals and communities regarding results obtained through use of anonymised data, 

b. how to check that anonymization is effective, 

c. how to deal with the right of individuals to withdraw data and/or samples from studies, 

d. a governance system that will prevent misuse of data,

e. ethical issues related to the use of ethnicity based information will be especially scrutinized.

The present Deliverable is addressing points 1, 2 and partially point 4. Its main aim is to prepare for setting up an ethics policy for the project. The policy framework has to take into account not only a “top down” approach based on expert knowledge in ethics but also considering different stakeholders. Asking the actors of a project to think about the ethical issues is an important step and ensures a better fit between the science being done and the ethical framework. By organising a dialogue on the topic, it may generate possible original solutions that will build on using the tools themselves to implement ethics provisions with the real implication of the scientific community concerned. Of course this postulates that the GEN2PHEN participants will actually participate actively in the ethical reflection set up in this WP. 

4.2. Methodology

On the section “B4. ethical issues”, of the project’s Description of Work (p.121), a number of elements regarding ethics in GEN2PHEN were already obseerved. The GEN2PHEN project involves neither gathering nor determining results from any identifiable individuals nor research on human embryos, foetuses, or animals. The project does not use materials coming from developing countries (see ANNEX I). In short, the project involves no experimental work, other than the possibility of population-level allele frequency determination, which raises generally no significant ethical concerns, except in some cases of minorities or for population of specific ethnic background.

Instead, the GEN2PHEN project is oriented purely towards informatics technology development (primarily public database construction) and the management of human and model organism G2P data. The aim of this undertaking is to help with the optimal sharing and use of G2P data for the benefit of human beings. The ethical issues of relevance as seen in the beginning of the project were, therefore, limited to ones of consent, privacy, and overarching fundamental rights for human subjects. The software tools and database systems we build, and the data pipelines thereby established, need to properly take these particular issues into account. The aim of the work towards this Deliverable was to review these aspects, to revisit the issues if necessary and to work towards setting up a policy for the ethical aspects that would allow to address points 3 and 4 of the work plan in a sustainable fashion. 
In this way, a methodology was set up as follows:

1) Analysis of the legal and ethical framework to be referred to 

2) Identification of ethical key issues specific to the project

3) Setting up of a questionnaire for assessing the knowledge and opinions of GEN2PHEN participants about ethics
4) Make proposals for the ethical governance of the project taking into account both the framework and the answers to the questionnaire.

These proposals should then be discussed within the consortium and reviewed by the ethical advisor of the project. 

5. Analysing the relevant legal and ethical framework

5.1. General international bioethical frameworks

This comprises main instruments of general application in biomedical research and instruments more specifically dealing with databases, biobanks and genetic data. Both binding and non binding instruments exist. 

5.1.1. Non binding instruments
· "Nuremberg Code of August 1947". It includes such principles as: 
· Informed consent and absence of coercion, 
· Properly formulated scientific experimentation, 
· Beneficence towards experiment participants. 
      Many countries have incorporated most of these principles in their regulation.
· The World Medical Association (WMA) has developed the Declaration of Helsinki 1964, amended in 2000, clarification notes 2002, 2004 and the last revision in October 2008 (Seoul). 

      This declaration proscribes the inhumane exploitation of individuals in research and protects autonomy through the process of obtaining consent. The principle of informed consent is largely recognised and considered a pillar in the practice of bioethics. Although it does not in itself protect a person, informed consent allows individuals to exercise their fundamental right to decide whether and how their body, body parts and associated data will be used in research. 

      The Declaration of Helsinki also applies to elements of the body (separated from the person). This Declaration is the first text that introduced the generally accepted notion of an external independent ethics committee to give an opinion about each biomedical research project prior to its start.
· The Bellmont Report, which was written in April 

 HYPERLINK "http://en.wikipedia.org/wiki/1979" \o "1979" 
1979 by the former United States Department of Health, Education, and Welfare (which was renamed Health and Human Services) also called "Ethical Principles and Guidelines for the Protection of Human Subjects of Research", is an important historical document in the field of medical ethics. 

· The World Health Organization published documents of interest for guiding ethics committees in analysing biomedical research projects as well as guidelines for research. 

· November 1st 2002, in Geneva, the Council for International Organizations of Medical Sciences (CIOMS) established the International Ethical Guidelines for Biomedical Research Involving Human Subjects. The 2002 CIOMS Guidelines are designed to be of use to countries in defining national policies on the ethics of biomedical research involving human subjects, applying ethical standards in local circumstances, and establishing or improving ethical review mechanisms.

· The United Nations Educational, Scientific and Cultural Organization (UNESCO) 

The UNESCO adopted three interesting Declarations concerning biomedicine, two of them are related to genetics. However they are cited here as they represent international reference documents:
- The Universal Declaration of Human Genome and Human Rights, November 11th 1997 (7 sections: dignity and human genome human, rights of individuals, human genome research, conduct of scientific activity, solidarity and international cooperation, promoting the principles of the declaration, implementation)
- The International Declaration on Human Genetic Data, December 16th 2003. It develops common rules to the collection, processing, storage and use of genetic data (consent, confidentiality, non-discrimination, the right to coach and counsel ...).

- The Universal Declaration on Bioethics and Human Rights, adopted in 2005.

Among the most recent production of the UNESCO IBC (International Bioethics Committee), one can cite the recent document on informed consent (2008), that is an international reference now.

5.1.2. Binding instruments
· Convention on Human Rights and Biomedicine of 4 April 1997, known as Oviedo Convention. It is now ratified by 34 member states and entered into force. This is the first and only binding instrument that explicitly links human rights and bioethics. The Oviedo Convention has the potential to become a universal instrument because the Article 34 gives the possibility of adhesion to other states that are not members of the Council of Europe.
· The Additional Protocol to the Convention on Human Rights and Biomedicine Concerning Biomedical Research was done by the Council of Europe at Strasbourg and it was opened for signature on January 25th 2005.

5.2. Specific legal and bioethical frameworks 

Here we refer to texts that are specifically relevant for biobanks, databases and genetics, most relevant for GEN2PHEN. 

5.2.1. Instruments related to biobanking, databasing and genetic testing relevant for GEN2PHEN

International ethical instruments related to biobanking and genetic testing are also relevant for the GEN2PHEN project and they are presented underneath.

5.2.1.1. Binding instruments: International instruments that cover biobanking and databases activities
There is no specific international binding instrument that covers biobanking activities. The only mandatory texts are issued from the European Union.

European Union norms specific to biobanks of human biological materials and/or (associated) data: 

· Directive 2004/23/EC of the European Parliament and of the Council of 31 March 2004 on setting standards of quality and safety for the donation, procurement, testing, processing, preservation, storage and distribution of human tissues and cells, Strasbourg, March 31st 2004.  

· Commission Directive 2006/17/EC of February 8th 2006 implementing Directive 2004/23/EC of the European Parliament and of the Council as regards certain technical requirements for the donation, procurement and testing of human tissues and cells.

· Commission Directive 2006/86/EC implementing Directive 2004/23/EC of the European Parliament and of the Council as regards traceability requirements, notification of serious adverse reactions and events and certain technical requirements for the coding, processing, preservation, storage and distribution of human tissues and cells October 26th 2006.

This directive does not cover biobanking for research but can be a good basis for principles and modes of their implementation. Although these texts address mainly issues related to biological and tissue samples a number of provisions may be of use for application to data. However it is more the two following Directives that are relevant for Data management:

· European Parliament and Council Directive 95/46/EC of 24 October 1995 on the protection of individuals with regard to the processing of personal data and on the free movement of such data.
· The Directive 96/9/EC of the European Parliament and of the Council of 11 March 1996 on the legal protection of databases is a European Union directive in the field of copyright law, made under the internal market provisions of the Treaty of Rome.
5.2.1.2 Non binding instruments: International guidelines specific to biobanks of human biological materials and/or (associated) data
There have been various initiatives to develop a uniform framework regarding the biobank/ genetic databases issues. These initiatives can be classified as follows.

Professional and scientific Organisations: 

· World Medical Association (WMA): The World Medical Association Declaration on Ethical Considerations Regarding Health Databases, Seoul, October 6th 2008.

· In 2001, the European Society of Human Genetics published a background document and a set of recommendations on data storage and DNA banking for biomedical research, technical, social and ethical issues. They were published in Eur J Hum Genet in 2003. European Society of Human Genetics (ESHG): Data Storage and DNA Banking for Biomedical Research: Technical, Ethical and Social Issues, November 2001. 

· Human Genome Organisation (HUGO): Statement on Human Genomic Databases, London, December 2002.

International Organisations

· OECD Best Practice Guidelines for Biological Resource Centres, with a specific part on Biological resources of Human Origin.

· OECD, Guidelines for Human Biobanks and Genetic Research Databases, presently discussed.

· World Health Organization (WHO) - European Partnership on Patients’ Rights and Citizens’ Empowerment - Genetic Databases: Assessing the Benefits and the Impact on Human and Patient Rights, 2003.

· United Nations Educational Scientific and Cultural Organization (UNESCO): International Declaration on Human Genetic Data, Paris, October 16th 2003.

· Council of Europe (CE): Recommendation Rec(2006)4 on research on biological materials of human origin, of the Committee of Ministers to Member States, adopted on March 15th 2006. This is a reference document and the only one internationally available providing a definition of a population biobank.

· In 2006, the Medical Research Council and the Wellcome Trust wrote the Access to Collections of data and and Materials for Health Research 

Advices from Ethics groups and Committees

European level: 

· Ethical Aspects of Human Tissue Banking, Opinion of The European Group On Ethics In Science And New Technologies To The European Commission n°11, 20 July 1998, 
· Expert group, 25 recommendations on ethical, legal and social aspects of genetic testing. This. document (2004) contains certain recommendations regarding biobanks, although the main topics is genetics.
5.2.1.3 Framework related to genetic testing
- The list of international guidance documents in ethical aspects of genetic testing can be found in the EuroGentest website. Generally speaking regarding documentation on guidelines, legal and ethical frameworks, as well as information on quality assessment for genetic tests, an excellent resource is the website of the EuroGentest project, “Harmonizing genetic testing across Europe” funded by the European Commission and that has worked in close collaboration with the European Society of Human Genetics. So we refer to this resource that is regularly updated for getting the original documents.

- In addition to professional and scientific societies guidelines and background analyses, a good starting document is represented by a European Expert group, 25 recommendations on ethical, legal and social aspects of genetic testing and the corresponding report that were asked for by the European Commission and published in 2004.

Legally binding international instruments related to the genetic testing
- The data protection Directive already cited (Directive 95/46/EC of the European Parliament and of the Council of 24 October 1995 on the protection of individuals with regard to the processing of personal data and on the free movement of such data) provides an adequate framework for many of the issues regarding confidentiality issues. All European countries have a data protection authority and have transposed the Directive 95/46/EC regarding personal data, which applies to genetic data.

- A specific instrument that will be legally binding when signed and ratified appropriately is at the council of Europe level the additional protocol to the Convention human rights and biomedicine on genetic testing for health purposes (2008): this does not cover research as such but many of the principles may apply also to research.
Non binding instruments
· Professional and scientific Organisations

European Society of Human Genetics

In addition to the document on biobanks, this society has published a number of other documents relevant for genetic testing. 

· “Population genetic screening programmes: technical, social and ethical issues”, 

·  “Genetic services in Europe”

· “Patenting and licensing”

European Journal of Human Genetics 11: 2003 (a special issue)
HUGO Ethics Committee

· “Statement on Human Genomic Databases”, 2002

· “Statement On The Principled Conduct Of Genetics Research”, 1996

· “Statement on Patenting of DNA sequences”, 1995

· “Statement on Benefit Sharing”, 2000

· “Statement on Pharmacogenomics (PGx): Solidarity, Equity and Governance”, 2007

· International organisations

The UNESCO declarations already cited, from 1997 and 2003.
WHO: First international standard for common genetic test, 2004. 

· Advises from Ethics groups and Committees at the European level

· Expert group, 25 recommendations on ethical, legal and social aspects of genetic testing, 

· European Commission Research DG, ‘Contribution to the analysis of the positions of trade unions and employers regarding genetic pre-employment tests’, EUR 18497 EN, Luxembourg, 1999

· European Commission, European Group on Ethics in Science and New Technologies, ‘Genetic Testing in the Workplace - Proceedings of the Round Table Debate’ at the Centre Borchette, Brussels,  ISBN 92-894-0017-X  March 2000 

· European Commission, DG RTD, Quality of Life and Management of Living Resources, ‘Genetic Testing: Patient’s rights, insurance and employment - A survey of regulations in the European Union’, EUR 20446, 2002

· European Commission, European Group on Ethics in Science and New Technologies, ‘Statement on advertising genetic tests via the Internet,’ February.2003

· European Group on Ethics of Sciences and new technologies Opinion n°18 - 28/07/2003 - Ethical aspects of genetic testing in the workplace

Only part of these documents is relevant for GEN2PHEN, the parts dealing with research data, clinical data used for research and access control to research data. We also refer here to the work done in other EU funded projects on ethical issues related to biobanks as was recommended by the EU Commission at the coordination meeting of biobanks related projects on November 20 – 21, 2008 for which the report and corresponding resources are available (http://cordis.europa.eu/fp7/health/past-events_en.html).
6. Ethical keys issues identification

It has been decided to take into account prominent ethical issues prospectively in every technical development of the tools. Rather than organising this analysis issue by issue we chose to structure the document according to the GEN2PHEN work plan.
6.1. Getting data in

Getting data in means to collect data from various natures and sources already within other files constituted through other projects. Ethics makes a difference between the kind of data collected, their degree of possible individual identification, and the protection of the persons from whom the data are processed. Thus, three sets of ethical keys issues have been identified: the data definition issue, the data protection issue, and the role of GEN2PHEN consortium regarding the practical management of those identified ethical issues. It must be recalled that after years of vocabulary confusion consensus has been reached on the ways to qualify situations regarding confidentiality through coding data in specific, pre-defined ways (Definitions for genomic biomarkers, pharmacogenomics, pharmacogenetics, genomic data and sample and sample coding categories, ICH Topic E 15, 1st Nov. 2007).
6.1.1. Data definition issue

Firstly, it is important that every person involved in the project, either users or actors, give the same known definition to each specific term used. This is a prerequisite to set any ethics policy of the project. Thus the kinds of data which are going to be processed in the project have to be known as well as those of their attached information.

Then, the GEN2PHEN consortium has to agree on the definition of data considered (what are coded data, anomymised data….), on the way to protect the information collected and on the implementation of this policy. 

6.1.2. Data protection issue

Data may come from various types of individuals, thus in order to protect the rights of persons in the utilisation of their data, two ethical key issues were identified: the respect of autonomy thanks to informed consent and the confidentiality.

On the one hand, the GEN2PHEN consortium has to decide if it has to systematically make sure that an initial informed consent has been given and collected and how. It also has to determine what information must be present in the consent form and the consortium level of responsibility in this context.

On the other hand, an accepted definition of confidentiality and appropriate ways of guarantee have to be worked out.

Finally, the requirement for an ethical committee approval before data are accepted to be in the database must be decided. If it is needed, the ethical committee in charge has to be decided upon as well as the role of GEN2PHEN consortium bodies in setting up this governance.
6.1.3. Role of GEN2PHEN in managing issues
In order to make the protection of the rights of person effective, the GEN2PHEN consortium has to ensure that an appropriate consent has been obtained for the envisaged use of data, prior to anonymisation; thus, several ways to guarantee that the informed consent has been given were proposed in the questionnaire. For example, the policy can go from putting available on the web site for anybody accessing the data, both the information and the model (template) consent form (which is the model form used and given to each participant, unfilled and unsigned) [most demanding solution] to simply getting the scientist who is providing the data ticking a box certifying that a consent form has been signed without any other evidence [least demanding solution]. 
The proposal where GEN2PHEN requires that an attestation certifying that informed consent or equivalent legal procedures has been conducted for each participant for the envisaged use is provided by each data provider and signed by their institutional authorised person (person able to engage legally the institution providing the data), appears to be more complicated to obtain and consequently more restricting for the data provider than the least demanding solution, but it is more protective for the person and for GEN2PHEN consortium because the responsibility remains in the hand of data provider and the institutional authorised person.

Moreover, GEN2PHEN also has to agree on a solution in the hypothesis where the consent cannot be verified, which will be the case for some datasets.

The first question is: must GEN2PHEN accept data when the consent cannot be verified? We have to underline that if GEN2PHEN accepts this kind of data it would be a denial of any GEN2PHEN responsibility regarding the protection of the person’s right; according to this option, GEN2PHEN could have a neutral attitude: give the information that there has been no consent form or that there was no way to verify it, so that it is transparent what level of information about this issue is available, but take no action to prevent access to the data. This would be in contrast to the idea that GEN2PHEN is having a responsibility in making accessible only data where a relevant consent has been proved or certified to be available (proposals above). If we stay on the hypothesis that the GEN2PHEN consortium doesn’t accept any data where the consent cannot be verified, solutions must be found in order to both protect the participant’s rights to access the data. Several proposals were given in the questionnaire to address this question; among them, we proposed a certification either through the approval of ethics committees or through institutional certificate because this process commits the institution or committee and allows if not a better protection, at least a good identification of responsibilities. 

Finally, participants must receive appropriate information on the aim of the GEN2PHEN project and of the use of their data, the GEN2PHEN consortium has to make sure that such information was given; to this end, it was proposed that GEN2PHEN produces sets of written information directed at data providers to be used either by providing them as a set of adapted information to the participants or to their ethics committees or institutions. 

6.2. Data Storage & infrastructure

The data storage and infrastructure is the construction of the GEN2PHEN database tools based upon data models, nomenclature and technology standards and built on generic database components and a deeply networked infrastructure.
Two main ethical issues were identified, the data ownership issue (to whom do the data gathered belong) and the database ownership issue.

6.2.1. Data ownership issue

This question is related to the data processing issue and is ethically important because it is related to the responsibilities linked to the property of those data.

It is important to know if the responsibilities remain in the data provider or in the GEN2PHEN consortium hands. 
6.2.2. Database ownership issue

This ethical question is linked to the protection of the database (or rather database toolkit) in itself (via intellectual property rights) but also to the construction of the federated database. 

Once the federated database has been constructed, it has to be protected through Intellectual Property rights. The modalities to protect the IP must be known and agreed by the GEN2PHEN consortium. What issues arise in a federated database as GEN2PHEN is planning, as compared to classical databases? 
Several ways to face these issues are proposed in the questionnaire. 

Regarding the construction of the database one of the ethical issue concerns the potential risk of discrimination when constructing groups of individuals or categories sometimes based on genetic data and sometimes based on ethnic group information, for example.

The discrimination issue is a central ethical question and has to be dealt in this project. Solutions must be found to avoid this issue, if it occurs as a risk.

Ethics and law envisage specific dispositions in order to protect children and people unable to consent, because they could be abused; knowing if GEN2PHEN will manage such types of data and how they were acquired is mandatory.
This issue may occur if GEN2PHEN receives data from individuals that were not adults at the time of consent or coming from individuals unable to consent. The question has to be asked in order to take the appropriate measures. 

6.3. Getting data out

As explained in the questionnaire the issues considered here are those associated with the use of the data once they have been included in the GEN2PHEN database and can be queried by users.

It concerns the access and commercialisation issue and the protection of the persons from whom the data are processed.

6.3.1. Access and commercialisation

This issue is related to the access and exploitation of data. 

Regarding the access, the GEN2PHEN Consortium has to decide on which basis it will define the different levels of access for the utilisation of the data that will be accessible. This question is important because the consequences in terms of ethics policy will not be the same if the distinction is made between private versus public institution or between research or clinical use, and this impacts on the information that will be given to research participants when they are enrolled in research protocols. Ethics is a basis of different levels of procedures according to the kind of persons who will access the data and their goals regarding the use of those data.

Also if the access is to be restricted to scientific or clinical uses, a statement has to be included regarding third party users and the provisions that will be taken to verify that unauthorized parties do not get access, unless required by court.

Regarding the commercialisation issue, given the fact that those data are not considered as merchandise they must be protected in order to respect the fundamental ethical principles. Thus, participants must be aware that they will have no financial rewards and that the future use of the databases will actually respect the same principles although sustainability of the resources must be secured. Several solutions are proposed in the questionnaire to tackle this issue.

6.3.2. Protection of the person from whom the data are processed

This issue concerns the protection of the persons from whom the data are processed, and the long term use of the resources. Ethics envisages traditional issues which are the control regarding the use of the data present in the database, the possibility to withdraw after the data has been gathered, the return of information on results and further analyses.

A governance system has to prevent the misuse of data; if the GEN2PHEN consortium decides that it has to be in charge of this control, one question is: should a specific data access committee be put in place? Or if a GEN2PHEN ethics committee exists, should the data access committee be the same? This distinction is made because of the specific technical abilities that this committee would require, thus providing an enhanced protection while realistically anchored in the technical aspects.

The data processed in the project are going to be anonymised, in most cases; this has consequences in terms of GEN2PHEN offering or not the opportunity to the participants to withdraw after the data have been gathered in GEN2PHEN; is it technically possible? 

Ethics envisages the return of information on results as a fundamental right of the participants; in the case of GEN2PHEN this does not concern individual clinically useful information, but research progress made by using data provided; the balance of interests consists in a return of information with global results but made directly accessible to individual participants or in a return of information only to the data providers; then it would be their responsibility to provide the information to the participants. This also impacts on the original information given to participants.
6.4. GEN2PHEN tools and incentives.

One of the principal aims of the project being to generate and implement IT tools that would allow better sharing of results and bioresources, the way to implement an ethics policy is going through the fact that the tools themselves must allow at minimum or facilitate if possible, this implementation. So the questionnaire proposes ways to check that tools are taking into account the ethics policy; the technical knowledge of a number of participants will be a key resource to address this question as this may directly impact on the technical development of such tools.
At the same time no GEN2PHEN participant should ignore the ethical dimension of sharing resources as was for example recalled in a document from the ESHG in 2001: “…The full benefits for which the subjects gave their samples will be realized through maximizing collaborative high quality research.  Therefore there is an ethical imperative to promote access and exchange of information.”
, and likewise, the Council of Europe Recommendation Rec(2006)4 on research on biological materials of human origin, stresses in its preamble that “population biobanks developed on the basis of donations of biological materials made in a spirit of solidarity should not be monopolized by small groups of researchers”. So constructing tools for facilitating sharing of resources is an ethical activity, provided it does not infringe the rights of people (patients) as was discussed in the previous paragraphs, but it also requires to think about the incentives to set up for facilitating this sharing. Such incentives may be more or less ethical and might address several targets. So questions were also included in the questionnaire to address these dimensions.
7. Analysis of the results and first ethics policy proposals

The answers given by the participants of the GEN2PHEN project allow a preliminary vision of how the Consortium envisages the ethical issues. Those answers combined with the ethical and legal background specifically related to the aim of GEN2PHEN permit to draw a first ethical framework. Naturally, this framework will need to be discussed, refined and piloted before it becomes an official statement of the project.
7.1. Steps of the process
The questionnaire can be found in Annex I to this document. It is also available at:
 http://askja.gene.le.ac.uk/drupal5/content/survey-ethical-issues-gen2phen
A methodology was set up as follows:

· Analysis of the results available at the time of the Deliverable
· Confrontation between the results and the existing ethical and legal framework related to the aim of GEN2PHEN

· First set of ethics policy proposals

7.2. Analysis of results

A first version of the questionnaire (in MS Word format) was received by the WP leaders and 4 of them answered and commented. The final on line questionnaire took into account their remarks. Regarding the analyses of the results, we first decided to make an inventory of the issues where answers were in good agreement and confronted them to the existing ethical background in order to draw some lines of the ethics policy that will probably be non controversial. Then we pinpoint the issues where there is no agreement in order to subject them to discussion. Indeed some issues require an agreement as the ethical consequences related to them are clearly distinct. 
7.2.1. General points of interest in the analysis

· By February 10, 2009, 16 GEN2PHEN participants of 7 different countries (France, Greece, Poland, South Africa, Switzerland, Sweden, and United Kingdom) had answered the questionnaire.

· We can highlight that most of them are specialised in bioinformatics and biology (14 amongst them). Between other competencies reported, some mention ethics, law and health related professions.

· 9 participants filled the questionnaire in an anonymous way. Giving this possibility was a recommendation from previous comments of the WP leaders. The WP leaders who had answered the preliminary version asked us to use this version of answers and did not wish to answer the final version of the questionnaire, although the questionnaire had evolved for the web form questionnaire. So we cannot know if the new formulation of some questions would have changed their answer. 
· 4 WP leaders answered.
· Answers were equally distributed between males and females and age range of respondents was between 23 and 65 years.
7.2.2. Issues where there is agreement

Getting data in:

· The data characterisation issue is ethically important because it determines the values at stake and hence impacts on the ethics policy of the project. It seems to be valuable for the participants because most of them answered that it was an important or very important issue. Only 1 participant answered that it wasn’t an important issue. 
· Almost all participants are concerned about potentially identifying data. Thus GEN2PHEN consortium will refer to the agreement of the participants and all the international dispositions linked to this subject; it has to consider a specific protection regarding the potentially identifying data that are going to be processed. This protection could be to process those data in an anonymous (preferred by majority of the participants) or coded form. Regarding how sensitive aggregated data are considered by the participants, an equal number of them consider this as an important issue or as a not important issue. This is potentially because the latter don’t see in such data any danger for the subjects from whom the data are coming and so for the protection of the person’s rights. 

Those two points are the only points of the data characterisation section of the questionnaire that the participants of the questionnaire answered in the same way.

·  The data protection issue is linked to the processing and utilisation of the data’s participant. Thus, processing and utilisation of such data challenge the rights to freedom and privacy of individuals and so a protection has to be organised. Informed consent and confidentiality are tools to ensure those fundamental rights. Most of the participants considered informed consent as an important issue in terms of ethics and 9 of them agreed on the fact that the GEN2PHEN Consortium should have a part of responsibility that an appropriate informed consent was collected prior to the processing of data. Nevertheless, 5 participants considered that it’s the sole responsibility of the original data collector. The gap between those two choices is too small to draw any conclusions. So it’s preferable to wait until more answers are given to examine if the difference is more relevant. However, it seems that most GEN2PHEN Consortium participants agree that a control that an appropriate informed consent was collected is necessary. As informed consent is one of the most important ethics instruments, this is protective for the participants’ rights and in accordance with the existing ethical dispositions. Thus, our proposals will be oriented in this direction. 

· It is also important to report that regarding the list of the proposed important items that must be mentioned in the consent form to qualify the corresponding data for GEN2PHEN entry, 3 items were selected by almost all participants: broad future uses of the data, international uses of the data and withdrawal. The mention of the general global results feedback proposed is also considered as an important item (9 participants selected it).

Those answers are appropriate to the main ethical issues and to the principal items required into the informed consent. Thus, a true consensus appears between the existing ethical background, our proposals and the opinions of the participants. Those four categories will be proposed to exist in the consent form in our further proposed ethical framework.

Access to industry was proposed but it is not necessary to isolate this item because the broad future uses of the data already include it; however this will have to be discussed as it is not obvious that participants understand and agree to industry access to their data if this is not explicitly explained. 
· Regarding confidentiality, guarantees must be offered to the participants that their data are protected. In principle, biomedical data are originally collected in confidence and it is a standard practice to protect confidential health and research data. For this, the most common standard is anonymisation. Almost all participants answered that anonymised data is the best way to ensure confidentiality. It’s certainly in this direction that our proposals will be done even if the hypothesis of coded data will be discussed because 1) anonymisation may be factice (see Homer et al.) and 2) coded data may allow further data to be gathered, thus enriching the resource.
· The role of GEN2PHEN on how to tackle the above identified ethical issues belongs to the part where there is no agreement.
Data storage and infrastructure

· The data ownership  issue permits to determine to whom the data gathered belongs to. It is a prerequisite for the determination of an ethics policy, as this will be depending upon the owner of the data. Most of participants (10) attribute some importance to the data ownership issue. 

· The database ownership issue is related to the construction and the protection of the database itself. We can pinpoint that the ethical importance that the participants attribute to the database ownership issue is equally divided between important (+) and very important (++).

The other points of this part are dealt with in the non-agreed issues section below. So although participants agree that certain issues are important, they have different opinions on how to tackle them.
Getting data out

· The access and commercialisation issue is related to the accessibility of the data and results, and to the sustainability of the project. As regards to the control of access, participants seems to be more involved and most of them (9) answered that it’s a very important issue. As regards to the commercialisation issue the answers are here again equally divided in important and very important issue. We can assume that the participants attribute a higher importance to the control of access because it is closely related to the protection of the data and so to the protection of the fundamental rights of the persons.
· The issue of protection of the persons from whom the data are processed is controversial. To the question of whom the database will benefit to, participants commonly answered in a hierarchical way that it’s to: society, researchers, clinicians and health practitioners. Although the project says that its first concern is the needs of the research community, it was a surprise to us that 12 participants mentioned clinicians among the beneficiaries. The data providers are not considered to benefit from the data sharing, which might be a problem in terms of incentives. 

· In this part the only other question that shows agreement is the determination of the best level at which to give feedback information on results generated thanks to GEN2PHEN use; the majority of the participants (9) answered that it’s with global results level made accessible to individual participants, but not individual results. The project should give feedback via the project website (11 participants).

Transversal aspects and opinion on the questionnaire
· There was also a rather large agreement between respondents (only one NO) that it was needed to have an ethics policy in GEN2PHEN, although the degree of importance was variably appreciated.
· Regarding the rewards, no respondent ticked a financial reward, but a personal reward in terms of some kind of scientific recognition was ticked by 9 of the participants and personal rewards was more often chosen than institutional reward. 

· Finally no respondent thought the questionnaire was useless, about half of the participants thought that it was too long (8), difficult to answer (8) and 7 of the respondents said that only some of the GEN2PHEN participants should answer it.
7.2.3. Issues where there is no agreement

Getting Data in

· The data characterisation issue. The question about genomics or other data that are going to be processed in the project call for different answers. Indeed, some participants answer that there will be only aggregated data, others only individual data, and others both. This question is highly problematic because ethics envisages different levels of procedures according to the kind of data (i.e. whether they are individual or aggregated data). An ethical framework cannot be constructed if GEN2PHEN doesn’t agree on the kind of data that are going to be processed in the project. The level of protection of the participants will be higher if it’s individual data that are going to be processed. We probably need a debate to agree on what is called individual data as compared to aggregated data, in order to be sure that participants have the same definitions; also it might be that the possibility underlined in the article by Homer et al of re-identification of individuals from pooled data has shed complexity on this question. 
· Regarding to the question of how the data are going to be processed most of the participants think that the data are going to be processed either in an anonymised (11) form or in a coded form (8). But some participants mention the hypothesis of possibly re-identifying data (5) and possibly identifying data (2). Here again the GEN2PHEN consortium must find an agreement. The ethical framework will not be the same if there is anonymised data or identifiable data. Before a proposal can be made, the GEN2PHEN consortium has to agree on the kind of data that are going to be processed. Or we can also make proposals of an ethical framework that would be heterogeneous according to the kind of data, but this would make it more complicated to implement. 
· The data protection issue. The ethics committee issue and the question of the role of the GEN2PHEN consortium are issues where there is no consensus, neither about the requirement of a local ethics committee approval before the data are processed nor on the existence of an internal ethics committee. However most of them answered that an ethics committee approval is mandatory. It seems that the approval of a local ethics committee is favoured as a requirement by a majority, some of them requiring in addition a GEN2PHEN level step. 
This observation allows to think that the participants are not necessary aware that such a committee approval is a requirement in the Helsinki declaration; it brings security regarding the protection of the persons via the control of the procedure. But it might be that addressing the question of the level where such a committee should intervene was a complex and ambiguous question for a number of participants. 
Most of the participants seem inclined towards an ethics committee where the opinions are advisory (10) and not decisional. This is actually the usual status for all ethical committees opinions, although the fact that institutions rarely go against a negative opinion makes it in reality operationally decisional. It also might show the defiance of the participants as regards to this committee, as ethics committees should not take over the decision makers’ responsibility. 
It seems that on the one hand the participants have different views as regards to the existence of an internal GEN2PHEN ethics committee but on the other hand all the participants agree on the fact that the GEN2PHEN consortium has to make sure that an appropriate informed consent has been given. Regarding the ways of verification, almost each participant gives a different answer. In order to verify that the informed consent was given, participants answered often that an ethical committee approval stating that the data could be transferred having considered the original protocol and the aim of GEN2PHEN could be one solution. Also an institutional certificate stating that the data can be transferred to GEN2PHEN was an option. Thus the participants are divided on a role of a GEN2PHEN ethics committee. This point has to be discussed. It might be that a solution could be to rely on local ethics committee or institutional approval, but with a specific statement that they have considered the dimension GEN2PHEN is giving in terms of access to data and that it fits with the provisions described to the research participants or equivalent legally approved procedure. In case this cannot be provided, an internal committee could guarantee at least some degree of oversight, as an alternative solution. Whatever is the committee chosen, the existing ethical dispositions and our views regarding the project raise the importance of an ethics committee approval, which is envisaged as a guarantor of the rights of persons and of good step of procedure.
Data storage and infrastructure

· The data ownership issue. Regarding the answer to the question “to whom the data gathered do belong?” the opinions are divided. The GEN2PHEN consortium has to find an agreement on the ownership of the data. The ethical consequences are not the same whether the data belongs to the principal investigator, the institution providing the data or the research participants. The data protection and intellectual property measures required and considered are not similar. The specific topic of data ownership is of interest as the various opinions underline and classify different issues: data belonging to an institution refer to a framework that can guarantee a certain procedure for protection of data and an institution being legally responsible towards the research participants as the promoter of a research; data belonging to a PI (an individual who then would be personally responsible for any misuse or further use) underlines the intellectual property rights over a use rather than responsibility towards research participants; data belonging to research participants probably refers to a system where the research participants should keep a control over the uses of the data, which is different from an ownership. Although this question may seem more of a legal aspect, it is interesting because it shows a priority in terms of values at stake.
· The database ownership issue. The majority of participants considered that consortium agreement was the best way to address this issue, but this calls for a different system in the long run when federated databases will include databases from groups outside the GEN2PHEN consortium. 
· To the questions related to discrimination, “is there a risk of discrimination on constructing groups of individuals on the basis of genetics data or on the basis of ethnic group information”, there is no common answer. Although a majority finds that constructing groups on the basis of ethnic information would raise ethical questions, grouping on the basis of genetic elements is less often seen as raising ethical questions. Regarding minors or person unable to consent, everyone agree on the fact that there are specific issues with them and suggestions to avoid this problem were proposed. Some participants proposed solutions that can be taken into account (solutions were more often proposed for minors than for the other issues): statement in the rules for uses of data to be signed by users; have a representative of ethnic groups be involved in setting up provisions regarding data in relation to ethnic groups; have parents (or authorized person) signing a consent; “specify what will be done when the minor becomes adult”; have a procedure to inform the minor (specific information form?); use if possible anonymized data; use these data only when the same information cannot be acquired otherwise.
Getting data out
· The access and commercialisation issue. Regarding the criteria that GEN2PHEN should use in order to define the different levels of access of the database there was a variety of answers among the solutions proposed with no clear preferred choice; the only option that was never chosen (and was actually irrelevant) was to make a difference between “wet” (=experimental) laboratories and “dry” (=computer analysis only) laboratories; but new proposals were also given: purpose of access and use/manipulation of data; use controlled, in many cases, down to the level of the individual researchers; and bona fide scientist.

· The protection of the persons from whom the data are processed. We can notice that many participants didn’t answer this part. Is it because they don’t know to what it refers or just because it was too long a questionnaire and they got tired? Or because they don’t know how to protect participants rights at this step of the project, after many steps of analyses and exchanges? There is a common answer regarding the question of the withdrawal. Almost every participant answered yes. This answer actually raises questions because how it is feasible if the data are anonymised? 

Regarding tools and incentives
For the tools, the answers were split mostly between two options: half of the respondents thought that GEN2PHEN tool providers should simply declare that their tool is fulfilling the ethics policy described on the website, but some reported a more detailed set of answers showing that the tool was following the ethics policy, and half considered that GEN2PHEN tools should incorporate the ethics policy in such a way that procedures or categories of data not in accordance with the GEN2PHEN ethics policy would not be accepted by the system. 
In conclusion, the still rather small number of answers obtained does not allow for a refined analysis; even so, the following aspects can already be underlined.

· There is a need of debate within the Consortium (not only by electronic means) to clarify issues and positions 

· Any precise proposal of ethics management would for the moment have no common agreement

· There may be a need of education on ethical issues and existing frameworks, but more answers are needed to have a clearer idea of what is needed in terms of specific training actions and resources (e.g. through the web site or by other means). 
8. Tentative proposal for a GEN2PHEN ethics policy construction basis

Although much discussion and further answers are necessary, a tentative proposal of the basis for an ethics policy can however be made, at least to start a debate. We have proposed to the Consortium that the ethics policy is a point on the agenda for the General Assembly Meeting to be held in June 2009, possibly in the form of a specific workshop or satellite meeting.
A preliminary chapter of such a GEN2PHEN ethics policy should include definitions of the data considered in GEN2PHEN, the aims of the tools and the ultimate benefits expected for different stakeholders should be written. If several categories of data in terms of possible identification should be considered, this should be made explicit. When various definitions exist in the literature, one should be chosen and reasons and reference given. 
A second part should recall the most relevant reference texts and main principles considered, with a preference when such texts exist for international and European regulations, giving information on their binding or non binding characteristics and taking into account what the European Commission is asking at the time of ethical reviews of projects (for example compliance with Oviedo Convention even if the country has not ratified it). 
A third part should present a policy framework for the 4 levels identified: 

· getting data in: giving the conditions to be checked before data can come into the system (original consent checked for mention of international data sharing, further uses of data, probably by a local/institutional committee and specific provisions for data from minors or persons unable to consent). In case a local committee is not available, GEN2PHEN should set up a policy to address this question (if an internal committee is composed, its members and mandate should be made public). Options of providing more information or consent forms themselves may be open but not mandatory. Specific provisions must be made for non anonymised samples in case this situation occurs. Also the policy will make clear what is also needed in terms of data authority approval.
· database and infrastructure: a clear identification of data owners, database/tools  intellectual property management must be described. The possible involvement of stakeholders in the definitions of the various regroupings that will be made available could be considered. The distribution of responsibilities between actors should be made explicit.
· getting data out and using data: the divide between completely open access data and those with controlled access will have to be done with explicit rules; for controlled access, the way to assess the “bona fide” scientists and institutional responsibility engagement will have to be also explicit. In parallel with the policy on use of data, a policy of reporting results (general level) in order that they can be communicated and made available for data providers and participants has to be defined.

· Finally the process for checking the tools for “ethics policy compliance” will have to be clearly established. 

The last part of the ethics policy framework will include the statements that will appear on the web site on those issues, visible to anyone. 

Each of these points could be the topic of a part of a workshop discussion with the relevant WPs, or at the General Assembly level. The results of this work will be included in the deliverable on ethics due in month 24 (December 2009), which will include the ethics policy agreed upon.
ANNEXES

Annex I – Questionnaire on ethical issues in GEN2PHEN

QUESTIONNAIRE ON ETHICAL ISSUES IN GEN2PHEN

(version 14/1/2009 – Prepared by A Cambon-Thomsen, PA Gourraud, A Pigeon, E Rial-Sebbag, after commentaries and tests from WP leaders and others)

Introductory note: 

This questionnaire is part of the first Ethics deliverable (D1.3, M12); it aims at gathering the views of project participants on ethical aspects of the project that need to be addressed. It should be filled in on line, by all project participants at each partner site (including students and any staff member involved)
. 

A. INFORMATION ON THE RESPONDENT: 

1/ Personal general information (anonymous)

1)
Country:

2)
Age (years):

3) 
Gender: Male or Female (tick the appropriate option):

4)
Main initial education (Medicine, other health profession, computer sciences, biology, bioinformatics, mathematics/statistics, other (please specify)):

5)
Present professional position of the person filling in the questionnaire:

Identification below is optional: 

Name of the person filling in the questionnaire:

Institution:

Address:

E-mail address:

Telephone number:

2/. Your position in GEN2PHEN project

You are
· Member of one or several workpackage(s) please specify N° of WP(s)


(
Leader of a workpackage please specify N° of WP

B/ ETHICAL ASPECTS IN THE VARIOUS COMPONENTS OF GEN2PHEN 

PART 1. GETTING DATA IN

Ethics is the basis of different levels of procedures according to the various kinds of data collected, (individual data, aggregated data; pooled data etc.), the degree of possible identification of individuals, and measures to respect individual autonomy
 and protection of rights of persons from whom data are processed (informed consent, confidentiality…)

· ETHICAL ISSUES IDENTIFIED

1. DATA DEFINITION ISSUE

1.1 Typology of data gathered by GEN2PHEN

Having a clear idea of the kind of data to be managed and defining their characteristics is a prerequisite to set up any ethics policy of the project. Unclear or imprecise definitions may result in legal uncertainty (about who has responsibilities or obligations among people and institutions involved in the chain of production and use of the data) and ethical questioning about which rights or values are at stake.

Please indicate below the importance of ethical aspects you attribute to the data characterisation issue. 

( 
++

( 
+

( 
-

( 
--

( 
No opinion 

1.2. What kind of genomic or other “omics” data are going to be processed in the project (several answers possible)?

(
 Individual data 

( 
Aggregated data

( 
Other (please specify)
1.3 How sensitive do you consider aggregated data?

( 
++

( 
+

( 
-

( 
--

( 
No opinion 

1.4 How sensitive do you consider potentially identifying individual data?
( 
++

( 
+

( 
-

( 
--

( 
No opinion 

1.5 How sensitive do you consider non identifying individual data (according to criteria of non identifiability when they are generated)?
( 
++

( 
+

( 
-

( 
--

( 
No opinion 

1.6 What kind of information will be collected (several answers possible)?

INFORMATION COLLECTED 


· demographic data (size of population, geographic location…)
( 
clinical data (generated in the framework of treatment or medical consultation)

( 
research data (primarily generated for a research project) 

( 
genetic data (DNA polymorphism, genotype, CNV = copy number variation...)

( 
other experimental data ( gene/protein expression, metabolomics...) 

( 
family information (pedigree, genealogy)

(
ethnic origin / ancestry 

(     other information (please specify)
CATEGORY OF DATA

(
Coded data from individual research participants
 (you cannot go back to the donor but decoding remains possible, in case of necessity, by other operators)

· Anonymised data from individual research participants (impossible to go back to patient or person identity for anybody)

· Identifying data from individual research participants (it does not mean you have the name but for example a social security number, or a set of parameters that are known to allow to identify a person)

· Possibly re-identifying data (the data are anonymised, but crossing these data with others in the database or elsewhere now or in the future may allow you to identify some of the participants)  = re identification risk 
· Any other types of data that may issue specific ethical or legal problem (please specify)...........................................................................................................

If you do not agree with the above definitions please make proposal(s) that make sense for you, especially if you want to categorize according to technical aspects of coding or encryption ____________________________________

2. DATA PROTECTION ISSUE

In order to respect the rights of persons regarding the use of data that concern them, technical, ethical and legal provisions are to be used. In terms of ethics, informed consent, measures to protect confidentiality and check of the protocol by a research ethics committee are the usual instruments (procedure). Questions below address your views on their implementation regarding GEN2PHEN.

2.1. Informed consent

Informed consent is considered as a pillar in classical medical ethics to respect autonomy of individuals and their right to information. It may be differently seen when treating different categories of data or research.

2.1.1. Please indicate below the importance you attribute to the informed consent issue in terms of ethics for GEN2PHEN 

( 
++

( 
+

( 
-

( 
--

( 
No opinion 

2.1.2. Choose one of the two following proposals:

□
GEN2PHEN is having a part of the responsibility that an appropriate informed consent was collected and an adequate process applied (consent correctly written, communicated to the participants, ...) for any data that is included in the database

□
The initial data provider is the sole responsible for the informed consent regarding data entered in the GEN2PHEN database and not GEN2PHEN 

2.1.3. In the following list, what items must be included in the consent form to make it valid to cover GEN2PHEN activities (several boxes may be ticked)?

(
Broad future uses of the data 

·       International access to the data

(
Broad future uses of the samples 

·       International access to the samples

( 
Targeted future uses 

(
Individual results feedback proposed

(
General global results feedback proposed

(
Withdrawal

( 
Financial feed back/indemnisation 

( 
Any other proposal: (please specify)

_______________________________________________

2.2 Confidentiality 

Confidentiality has generally to be ensured to participants.

2.2.1 Please indicate below the importance you attribute to the confidentiality issue in terms of ethics for GEN2PHEN data

( 
++

( 
+

( 
-

( 
--

( 
No opinion 

2.2.2 According to you what is the best way to define confidentiality, (indicate your preference by ranking)

( “Any information of a personal nature collected during biomedical research shall be considered as confidential and treated according to the rules relating to the protection of private life”.

( 
++

( 
+

( 
-

( 
--

( 
No opinion 

( "Ensuring that information is accessible only to those authorized to have access"

( 
++

( 
+

( 
-

( 
--
(
No opinion
· You have another definition of confidentiality (please specify) ........................................................................................................
2.2.3 According to you what are the appropriate ways to ensure confidentiality (several answers possible)?

(
coded data 

· 
anonymized data 

(
aggregated data 

(
encrypted data (encrypted upload and download of the data, data provider identification by login + password)

· 
other means (please specify)........................................................................................
2.3 Ethical committee approval

According to you, how should GEN2PHEN address the issue of ethics committee approval before data are accepted to be in the database? 

(
Approval obtained for each study providing data to GEN2PHEN from a local ethics committee

(
Approval obtained from a GEN2PHEN internal Ethics committee or supervision body 

If this second option is chosen: 

Do you think the independence of an internal ethics committee can be secured?

· Yes  
( No

( No opinion

Who should choose the members? ..........................................................................

This committee should be 

( advisory 
( decisional

If advisory, who should decide? …………………………………………………………

3. Role of GEN2PHEN 

The GEN2PHEN Consortium will have to deal with the above identified ethical issues. In order to ensure their optimal management please tick the appropriate proposal in your opinion among those proposed below (several boxes can be ticked).

3.1 Procedure for GEN2PHEN to ensure that the informed consent has been given. 

3.1.1
According to you, does the GEN2PHEN Consortium have to systematically make sure that an appropriate initial informed consent has been given? 

□ YES
(go to 3.1.2)

□ NO (go to 3.2)

3.1.2
Several ways to guarantee the informed consent has been given can be chosen. Rate the possibilities below according to your views. 

GEN2PHEN should require that: 

3.1.2.1. The informed consent form template
 and the standard information delivered to the participants are made available on the website for anybody accessing the data

· Mandatory

· Important, but not mandatory 

· Appropriate but complicated

· Not appropriate

· Useless

3.1.2.2. The informed consent form template but not the standard information delivered to the participants is made available on the website for anybody accessing the data

· Mandatory

· Important, but not mandatory 

· Appropriate but complicated

· Not appropriate

· Useless

3.1.2.3. The informed consent form template and the standard information delivered to the participants are in the hands of the coordinator but not available on the website

· Mandatory

· Important, but not mandatory 

· Appropriate but complicated

· Not appropriate

· Useless

3.1.2.4. An attestation certifying that informed consent or equivalent legal procedure has been conducted for each participant is provided by each data provider and signed by their institutional authorised person
,

· Mandatory

· Important, but not mandatory 

· Appropriate but complicated

· Not appropriate

· Useless

3.1.2.5. An attestation certifying that informed consent or equivalent legal procedure has been conducted for each participant is provided by each data provider and signed by the scientist providing the data

· Mandatory

· Important, but not mandatory 

· Appropriate but complicated

· Not appropriate

· Useless

3.1.2.6 You have another proposal for GEN2PHEN to make available the information about the informed consent

Please specify: 

3.1.3. Language of the documents

Documents are provided to research participants in their own language. In the above questions 3.1.2.1 to 3.1.2.3, how must the documents (consent form and/or information) be provided to GEN2PHEN

· In the native language of the participant 

· Translated in English

· Both

3.2. If the informed consent cannot be verified, tick among the following proposals those you find appropriate: 

GEN2PHEN consortium should (several answers possible):
· Ask the data provider to re-contact the participants if possible and not enter data in GEN2PHEN until consent is obtained

· Ask for an ethics committee certificate stating that it approves the data being transferred to GEN2PHEN having considered the original protocol and the aims of GEN2PHEN

· Ask for an institutional certificate stating that the data can be transferred to GEN2PHEN (from the responsible of the hospital, the laboratory…)

· Propose the studies to be evaluated for the ethical issues by “a GEN2PHEN internal ethics committee”

3.3
GEN2PHEN could require that each data provider provides a copy of an ethical committee approval (whatever is the situation regarding informed consent). According to you, this is: 
· Mandatory

· Important, but not mandatory 

· Appropriate but complicated

· Not appropriate

· Useless

3.4
In order to allow appropriate information of participants on the use of their data and ethical approval GEN2PHEN could:

· Prepare and circulate written information on the aim of GEN2PHEN project, to be given by the data providers to the participants

If you tick this option how would you consider it: 

· Mandatory

· Important, but not mandatory 

· Appropriate but complicated

· Not appropriate

· Useless

· Prepare and circulate written information on the aim of GEN2PHEN project, to be given by the data providers to their ethics committees or institutions

If you tick this option how would you consider it: 

· Mandatory

· Important, but not mandatory 

· Appropriate but complicated

· Not appropriate

· Useless

PART 2. DATA STORAGE AND INFRASTRUCTURE

· ETHICAL ISSUES IDENTIFIED 

Ethical issues are not only associated with the individuals from whom the data are obtained and processed; they also concern the different institutions and persons involved in the course of data processing, especially in terms of ownership and intellectual property (IP). 

1. DATA ownership issue 

1.1 To whom do the data gathered belong?

( Individual research participants
( Principal investigator of the original study 

· Institution of the scientist providing data

( GEN2PHEN consortium

1.2. Please indicate the importance you attribute to the data ownership issue, in terms of ethics. 
( 
++

( 
+

( 
-

( 
--

( 
No opinion 

2. DATABASE ownership issue

2.1 What is the best way to protect Intellectual Property rights (IP)?
(
IP provisions in GEN2PHEN consortium agreement 

(         Data Transfer Agreement

(      Other types of contract (please specify)....................................................................
2.2 The level of protection of the GEN2PHEN database
Please indicate the importance you attribute to the level of protection of the GEN2PHEN database, in terms of ethics.
( 
++

( 
+

( 
-

( 
--

( 
No opinion 

2.3 Do you think there is a potential risk of discrimination when constructing groups of individuals or categories on the basis of genetic data?

( YES



( NO
  


( Do not know 

If yes, please indicate any suggestion you think of to avoid this problem?

2.4 Do you think there is a potential risk of discrimination when constructing groups on the basis of ethnic group information?
( YES



( NO
  


( Do not know 

If yes, please indicate any suggestion you think of to avoid this problem?

_________________________________________________________________________
2.5 Do you think there are specific ethical issues when data comes from minors or people unable to consent? 
( YES



( NO
  


( Do not know

If yes, please indicate any suggestion you think of to address this problem?

_________________________________________________________________________
PART 3. GETTING DATA OUT

· ETHICAL ISSUES IDENTIFIED

The issues considered here are those associated with the use of the data once they have been included in the GEN2PHEN database and can be queried by users. 

1. Access and commercialisation 

1.1 Please rate the ethical importance you attribute to access control. 
( 
++

( 
+

( 
-

( 
--

( 
No opinion 

1.2 Please rate the ethical importance you attribute to commercialisation aspects. 
( 
++

( 
+

( 
-

( 
--

( 
No opinion 

1.3 What is the best basis for GEN2PHEN to define different levels of access for the utilisation of the database? 
( 
Private institution versus public institution

( 
Wet laboratory versus dry laboratory

(
Laboratories having provided data versus those being user only

· 
Research use versus clinical use

· 
Other (please specify) ………………………………….

1.4 What is the best way to achieve long term sustainability for GEN2PHEN database after the project ends:
· paying access, 

· publicity on the web site, 

· payment by private sector only 

· other (please specify) ……………………………………………………………………..

2. Protection of the persons from whom the data are processed 

Please rate the ethical importance you attribute to the protection of the persons from whom the data are processed 
( 
++

( 
+

( 
-

( 
--

( 
No opinion 

2.1 Should GEN2PHEN control the use of data present in the database? 
( YES



( NO
  


( Do not know 

( not possible technically 

If YES, should a specific data access committee be put in place? 

( YES



( NO
  


( Do not know 

If YES and if a GEN2PHEN ethics committee exists, should the data access committee be the same?

( YES



( NO
  


( Do not know 

2.2 Could GEN2PHEN offer the opportunity to the participants to withdraw after data has been gathered in GEN2PHEN?

( YES



( NO
  


( Do not know 

2.3 Who do you think GEN2PHEN results will benefit (several answers possible)? 

(
Individual research participants

( 
Society

( 
Researchers

(
Data providers

(
Clinicians and health practitioners

(
Others (please specify)

2.4 According to you, what is the best level at which to give back information on results generated thanks to GEN2PHEN use?

(
Individual level (individual participants being provided individual results)

(
Global results level made accessible to individual participants, but not individual results

(
Data providers being provided with results, but not individual participants

(
Other (please specify)

2.5 According to you, GEN2PHEN project should give feedback (several answers possible)

(
Via the project website

(
By another specific procedure

(
In response to a contact mail address (GEN2PHEN@GEN2PHEN.org)

(
To interested person registered on a GEN2PHEN mailing list

(
By the organisation of a forum for the data providers

If you have any other suggestions please specify

_________________________________________________________________________
PART 4 : TRANSVERSAL ASPECTS OF GEN2PHEN

1. GEN2PHEN tools:

GEN2PHEN is going to provide tools for structuring data, uploading them, query them, analyse them. The above ethical aspects will influence the conception and functionality of those tools. 

How would you see the organization of the checking process for ethical adequation of the tools to the GEN2PHEN ethics policy (several answers possible)? 

(
GEN2PHEN tool providers should declare that their tool is fulfilling the ethics policy described on the website

(
GEN2PHEN tool providers should tick a list of items showing that the tool is following the ethics policy

(
GEN2PHEN tools should be probed for the relevant ethical issues by an internal ad hoc body whose members would be publicly known (with competencies in the tool domain and in ethics) before being accepted as a valid GEN2PHEN tool

(
GEN2PHEN tools submitted to an iterative process of hybrid technical/ethics control until the steering committee considers the tool is following the ethics policy

(
GEN2PHEN tools should incorporate the ethics policy in such a way that procedures or categories of data not in accordance with the GEN2PHEN ethics policy would not be accepted by the system

(
Other (please specify)
2. GEN2PHEN Incentives

Should GEN2PHEN provide incentives to tool providers, data providers, data users, in terms of (several answers possible)? 

( Individual scientific recognition of data provider (system of citation, micro-attribution)

( Reward for the institution

( Financial reward

( Organisation of specific scientific activities for data providers (conferences etc)

( Other, please specify

3. GEN2PHEN Ethical management procedure

GEN2PHEN should write a management procedure showing how the ethical issues are dealt with in practice as part of the quality management procedure.

( YES



( NO
  


( Do not know 

Rate how you consider this proposal.

· Mandatory

· Important, but not mandatory 

· Appropriate but complicated

· Not appropriate

· Useless

C/ YOUR OPINION ON THE QUESTIONNAIRE: 

What are your views on this questionnaire (several answers possible): 
· It is useless

· Questions are easy to understand

· It is difficult to answer

· There are too many lacking issues

· It is too long

· You need to have a priori knowledge on ethical aspects to understand the questions

· It should be answered only by certain participants of GEN2PHEN

· Any participant of GEN2PHEN should answer it

· It requires too much thinking

· Too many questions are ambiguous

Any other comment you want to make is welcome.
Annex 2: Table of answers 
For raw data, see 

http://askja.gene.le.ac.uk/drupal5/content/survey-ethical-issues-gen2phen

There the results can be found; 17 answers were available at the time of drafting this deliverable, not all of them complete; the survey remains open to allow more answers or revision of previous ones as the internal debate is developing.

The table of answers as available at the time of this analysis (10_02_09) is attached as a MS Excel file downloaded from the site.
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� In other words, bioinformatics techniques have progressed to the point that with enough genomic data on an individual from another source, it is now possible to determine whether that individual participated in a study by analyzing only the pooled summary data. 





� Data Storage and DNA Banking for Biomedical Research: Technical, Social and Ethical Issues, ESHG, 2001, art. 17.





� For development of the questionnaire as web form, questions with mandatory answers were underlined


� The right to autonomy is the right to make one’s own free decisions/choices; for example to participate or not in a research project 





� A research  participant is a patient or a healthy person who is studied or whose samples and/or data are used for research 


� A template is the model form given to each participant (not the filled in and signed version)  


� The person able to legally engage the institution providing data
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