UK BIOBANK ETHICS AND GOVERNANCE FRAMEWORK

Version 1.0,  24 September 2003

FOR COMMENT

PREFACE

This first public draft Ethics and Governance Framework (EGF) version 1.0 was prepared by the UK Biobank funders – the Department of Health, the Medical Research Council, and The Wellcome Trust – with the advice of an Interim Advisory Group on Ethics and Governance (IAG). 

The Group includes experts in research ethics, philosophy, law, science and social science, and consumer representation, and is chaired by Dr. William Lowrance, a consultant in health policy and ethics. 

The IAG met three times between February and July 2003. The Group's deliberations were informed by a number of consultations, including an ethics consultation workshop held in April 2002 and two consultation exercises undertaken in May 2003 on an early draft of the EGF in which members of the public, health-care professionals, and a wide-ranging group of experts and stakeholders participated.

The Group and its work, and the findings of the consultations, are described on the UK Biobank website, www.ukbiobank.ac.uk. A document outlining the background to and rationale for principal aspects of this version of the Framework will also be published on the website shortly.

Interested parties are invited to comment on the EGF by 24 October 2003 by completing the questions in this document and returning it according to the instructions below. The EGF will be revised as necessary after this comment period, following which the funders will endorse a revised version of the EGF and refer it to the UK Biobank Board of Directors for adoption, probably in December 2003. 

INSTRUCTIONS

Please complete and return this document as a Word attachment to an e-mail, to p.green@wellcome.ac.uk
The document is available as a Word attachment at: www.ukbiobank.ac.uk or www.wellcome.ac.uk

You are asked to read through the document and enter your comments as prompted.

To fill in this form:

· Please save the document onto your hard drive.

· Use the tab key to move between questions.

· Text boxes will automatically expand to take your response.

· Tick boxes can be checked/unchecked using the space bar or mouse. 

The deadline for responses is: Friday 24 October 2003.

RESPONDER DETAILS

Response by (name of person or organisation):GeneWatch UK
Nature of your response:












Yes
No

Organisational response (representing the views of the group or organisation): 
 FORMCHECKBOX 

 FORMCHECKBOX 

Personal response (representing the views of one or more individuals): 

 FORMCHECKBOX 

 FORMCHECKBOX 

Contact in case of queries:

Name:
 

Tel: 
Helen Wallace

01298-871898

e-mail:
helen.wallace@genewatch.org
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UK BIOBANK

Purpose and overview

The UK Biobank aims to build a major resource to support a diverse range of research that will in turn improve the prevention, diagnosis, and treatment of illness and the promotion of health throughout society.  

The project will follow the health of a large group of volunteers for many years, collecting information on environmental and lifestyle factors and linking these to medical records and biological samples.  The samples will be stored so that they can be used for biochemical and genetic analysis in the future. 

Data and samples will only be used for ethically and scientifically approved research consistent with the above purpose.  Strong safeguards will be maintained to ensure that the confidentiality of the participants’ data and samples is respected.  Only anonymised data will be made available for research. 
UK Biobank will seek active engagement with participants, research users and society in general throughout the lifetime of the resource. 

Organisation and funding

· Financial support for the core UK Biobank resource will be provided by the Funders (the Medical Research Council, the Department of Health contributing through the Medical Research Council, and The Wellcome Trust) to UK Biobank Limited, a charitable company limited under guarantee, under a Joint Venture Agreement
· A Board of Directors, accountable to the Members of the Company (the Medical Research Council and The Wellcome Trust), will act as company directors under UK company law and as charity trustees under UK charity law and exercise management oversight of UK Biobank Limited

· UK Biobank Limited will serve as the legal custodian of the data and samples and will operate through a Co-ordinating Centre (hosted by the University of Manchester)

· Under contractual arrangements the Co-ordinating Centre will allocate funds to six Regional Collaborating Centres, which will lead recruitment and the collection of data and samples

· A Science Committee, a committee of the Board, will provide scientific leadership 

· An independent Ethics and Governance Council will advise the Board and publish public reports on the conformance of UK Biobank with this Ethics and Governance Framework and the interests of participants and the public.
I. 
RELATIONSHIP WITH PARTICIPANTS

A. RECRUITMENT

1. General principles

Participation in UK Biobank will be voluntary.  All aspects of recruitment, from initial contact with potential participants through to enrolment, will be conducted in a way that preserves the voluntary nature of participation and respects cultural differences. 

UK Biobank will enrol people in the age range 45-69 who satisfy recruitment criteria specified in the scientific protocol.  UK Biobank will not recruit those who lack sufficient mental capacity or are otherwise unable to give consent;  those who are unable to take part in data collection (for example, because they are too ill);  or those who are uncomfortable with any of the conditions of participation.  UK Biobank will use a protocol for judging potential participants’ capacity to give consent and take part in data and sample collection. 

In order to generate scientifically valid results, UK Biobank must achieve long-term participation and amass data that will allow the examination of the progress of health, illness and incapacitation in depth and over time.

2. Selection and approach 

UK Biobank will seek to recruit as representative a sample as is practicable of the target population so that the research ultimately may benefit a wide diversity of people.  Although full representation will not be achievable, UK Biobank will work to reduce barriers to participation such as those relating to ethnicity, social class, residence, employment, gender, and language. 
UK Biobank is considering several options for identifying and approaching potential participants, including:

· Selection via General Practice lists, with the initial approach made by a letter from the General Practitioner (GP)

· Selection via Primary Care Trust lists, with the initial approach made by a letter from a UK Biobank researcher.

The project is considering how participation might differ for those who put themselves forward as compared to those who are selected and approached at UK Biobank’s initiative.  Collecting data, and possibly samples, from the former may add value, but this is not yet certain, as it might not fit the sampling frame (the statistical plan to include a representative mix of people in the target population) and might not be as useful for some research. 

For whichever approach to recruitment is chosen, UK Biobank will seek all necessary approvals (e.g., from the Patient Information Advisory Group for England and Wales or other bodies). 

3. Enrolment 

The enrolment procedure is being planned.  Currently it is expected that potential participants will receive information about UK Biobank and an invitation to attend a meeting with a member of the research staff.  At the meeting the staff will answer questions, provide clarifications and explain the consent process.  If the person then decides to go ahead and take part, his or her consent will be sought and recorded before he or she is enrolled.  Enrolment is likely to involve completing a questionnaire about lifestyle and other information, making baseline physical and physiological measurements, and taking a blood or other sample. 

During its pilot phase UK Biobank will explore and evaluate a range of approaches to recruitment and methods of selection, provision of information, and obtaining consent. 

How satisfied are you that the Framework covers all the issues relevant to RECRUITMENT?  Please indicate your views using the grid below:


Very satisfied
Satisfied
Neither satisfied nor unsatisfied
Unsatisfied
Very unsatisfied
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Please use this box to help us better understand your responses (the box will expand to fit your text):

1. General Principles:

There is considerable controversy regarding whether or not UK Biobank can generate scientifically valid and useful results (see eg. The Lancet, Vol 361, p1734-1738). Concerns include both the broader issue of the revelance of this type of study to reducing the incidence of common diseases and the narrower issue of whether the biobank is optimally designed to minimise the chances of making spurious and misleading conclusions about the role of genes in health. It is wrong to imply to participants that long-term participation will lead to health benefits until these issues have been democratically debated and resolved. Arguments in favour of participating are critically dependent on the claimed benefits of the project (see eg. John Harris, 2003, Ethical Biobanking, HGC03/19 AnnexB).

If and when these issues are resolved, mass participation is unlikely to be achieved or trust maintained unless the main issues of public concern are first resolved by involving the public in drawing up the ground rules for participation. One major issue of concern that has been raised in all the consultations to date is the role of commercial companies - it is therefore particularly disappointing that the public has not been involved in considering commercial conflicts-of-interest or intellectual property rights.

2. Selection and approach

Selection raises scientific issues regarding whether or not the biobank is representative and these need to be openly considered. Recruitment via either GPs or PCTs implies their endorsement of the biobank as a valid and useful approach to improving health and their satsfaction with the safeguards for participants. It is difficult to envisage how this could occur without more transparency and involvement of health professionals in the debate, including on issues of concern of particular relevance to them (eg the validity of medical records for follow up, and the ethics of commercial access to such records). 

3. Enrolment

Enrolment cannot begin unless the scientific issues about the information required from each participant are resolved (eg lack of environmental information, limitations of dietary information, limited measurements of intermediate traits, poor quality of medical records).  





B. UNDERSTANDINGS AND CONSENT

1. Consent

Consent will be sought “to participate in UK Biobank”.  Participation will be cast as an opportunity to contribute information that in the long term may help enhance other people’s health. Because it will be impossible to anticipate all future research uses, strong governance and safeguards will be in place to protect participants’ interests and the public interest.

Consent will be based on an explanation and the understanding of, amongst other things:

· the purpose of UK Biobank

· the fact that UK Biobank is not a healthcare programme but a research resource 

· the kinds of information and samples that will be collected at enrolment, which may include data that some participants might consider especially sensitive

· the fact that there will be a link to the full medical record, past and ongoing

· the fact that UK Biobank will be the legal owner of the database and the sample collection, and that participants have no property rights in the samples 

· the kinds of safeguards that will be maintained, including secure storage of data and samples in reversibly anonymised form (as explained in section I.C.2), and severe restrictions on access to data and samples that are not anonymised

· the policy for making decisions on research access  

· the assurance that only research uses that have been approved by both UK Biobank and an NHS Multi-centre Research Ethics Committee (MREC) will be allowed, and that data and samples will be anonymised before being provided to research users

· the expectation that commercial entities will apply to use UK Biobank 

· the possibility of being recontacted in future, by whom and for what purposes

· the need for UK Biobank to retain as many participants for as long as possible in order to maximise its value as a research resource

· the intention to continue to hold and allow research access to data after participants lose mental capacity or die, as such data are crucial for research on severe illnesses

· the right to withdraw at any time without having to give a reason and without penalty, and the meaning of withdrawal  

· UK Biobank’s commitment to maintaining active engagement with participants and society in general. 

The points listed above are some elements of what it means “to participate in UK Biobank”;  each is discussed in more detail later in the Framework.  These elements and other customary undertakings will be addressed in participant information and the consent process.

UK Biobank will endeavour to make sure that participants understand what they are consenting to. Ways of doing this may be tested in an independent evaluation of the consent process used during the pilot phase. 

The consent to participate in UK Biobank will apply throughout the lifetime of UK Biobank unless the participant withdraws. Further consent will be sought for any proposed activities that do not fall within the existing consent.

2. Collection of data from medical records

The ability to accumulate data from medical records will be essential.  UK Biobank must track health events, the development of disease, and the course of treatments, and so must obtain such information as diagnostic codes and prescribing data.  UK Biobank will collect data from NHS record systems, in particular GP, hospital and dental records, and possibly from other health-relevant record systems such as disease registries or occupational health records. In the consent process UK Biobank will explain to participants the kinds of record systems to which it will seek access. 
UK Biobank will not be able to say in advance which data from these various records will be needed.  Although in general only parts of medical records will be examined, consent will cover access to full records within the identified record systems.  This will include past records, since these will be needed to help understand later health events.  The full records may also be required when it is necessary to verify the accuracy of data.  UK Biobank may decide not to seek access to some record systems (e.g., genito-urinary medical records).
3. Provision of health information to participants

UK Biobank will try to ensure that participants understand that the project is not a healthcare endeavour, and that the enrolment meeting is not a health check.  Hypothetically it would be possible to provide participants with the results of some measurements or observations at any of three stages:  in the enrolment meeting (e.g.,  blood pressure), in the initial stage before samples are frozen and stored (e.g., white cell count), and much later as results arise from research studies. 

However, it is questionable whether telling participants the results of measurements would be useful to them, as the data would be communicated outside of a clinical setting and would not have been evaluated in the context of the full medical record or knowledge of medication or other treatment.  The significance of the observations might not be clear, and the research staff will not be in position to interpret the implications.  Further, it would not be constructive and might even be harmful to provide information but not interpretation, counselling or support.  As is explained in section I.B.3.c, UK Biobank will not be able to provide such counselling and support.

For these reasons UK Biobank will in general not provide health information to participants.  A clear explanation of this policy, and of possible exceptions, will be provided to participants. 

A few comments about provision of health information at the three stages follow here.

a. In the enrolment meeting

The staff conducting enrolment will not have the same duty of care they would have in a clinical setting.  Rather, their legal duty of care will be determined by the research context, and will apply mainly to safe and competent collection of questionnaire data, baseline measurements, and blood or other samples.  Should any concerns arise, participants will as a matter of course be encouraged to contact their GPs. 

UK Biobank will have a protocol that will cover:

· the limited information that may be provided to participants in the enrolment meeting

· how to handle situations in which readings or observations, including incidental observations not relating to enrolment, lead them to suspect a health problem, such as possible melanoma, mental illness, or diabetes.

b. Before samples are stored

UK Biobank will also develop a policy on provision of information in exceptional circumstances where a reading in the baseline laboratory analyses might indicate a serious illness for which intervention is possible. The policy will identify, as far as it can, how to determine what would be considered an aberrant finding, who should receive the information and how it should be conveyed. 

The current expectation is that the baseline laboratory analyses at enrolment will not include any genetic tests.  Should these be contemplated at enrolment in future, this would have to be covered by consent. 

c. Later, as results of research

In healthcare settings, tests are conducted at the individual level immediately after sample collection;  they search for specific conditions or outcomes;  and in the case of genetic tests, pre- and post-test counselling is provided.  But given its research context, UK Biobank will not provide participants with information, genetic or otherwise, derived from examination of the database or samples by research undertaken after enrolment, because: 
· Research using UK Biobank will be population-based, and the clinical significance for individuals may only become clear over time or only be interpretable at a population level (e.g., showing a trend)

· Many analyses will not be conducted until long after samples are collected, and many will not search for specific conditions or outcomes 

· Providing counselling would change the relationship between researchers and participants to a clinical one, and besides, counselling all participants on the implications of the results of all of the analyses that might be conducted by research users will not be feasible.

4. Ongoing engagement with participants and the public

Regular communication will be important, to inform participants of general findings from research based on the resource and to encourage continued participation. UK Biobank will therefore look for a variety of ways for communicating with, including listening to, participants, the general public, research users and the scientific community.  Such media as newsletters, websites, helplines and public meetings will be used to inform participants about development and use of the resource, and of how to contact UK Biobank, including, for example, how to withdraw.  

UK Biobank may wish to establish a participants’ panel, but such a panel should be as representative as possible of the UK Biobank population, be able to express views typical of the participants generally, and have a clear remit.

UK Biobank will maintain responsive procedures for handling enquiries and complaints. 

5. Expectation of recontact

It will be explained to participants that they may be recontacted for various reasons, including:

· To collect new information for the resource, such as updated lifestyle data, or new samples  

· To seek consent to proposed new uses that have passed scientific and ethical review but do not fall within the existing consent 

· To ask participants whether they would be willing for researchers to contact them to discuss possible involvement in a study requiring new data or samples or new engagement (e.g., an interview).

All initial recontact will be undertaken by UK Biobank. Decisions on whether recontact is appropriate for particular proposals will be made by UK Biobank, possibly with advice from the Ethics and Governance Council (see section III.A.3). These decisions will be subject to MREC approval.  

When recontacting special sub-populations, care will be taken over the use of selection criteria, such as genetic make-up, that might inadvertently reveal information to participants about themselves of which they have not been aware.

6. Right to withdraw

Participants will have the right to withdraw at any time without having to explain why and without penalty.  This is essential to preserve and demonstrate the voluntary nature of participation.  Should participants become incapacitated or die, clearly they would no longer be able to choose to withdraw (see next section). 

During enrolment UK Biobank will explain to participants what withdrawal entails.  At present the following three options are being considered:  

· Complete withdrawal – the samples, the participant’s UK Biobank database record and any linkages would be destroyed, including the link to medical records, but not data derived by research projects and included in anonymised datasets or already placed in the public domain;  participants will be told that it may not be possible to trace all distributed sample remnants for destruction

· Discontinued participation – the database record and samples would be anonymised (although the record and samples would remain connected), and the link with the medical record would be broken.  Research users could continue to access the anonymised data and samples, but the participant would not be contacted again by UK Biobank and data would not be updated other than by research using the anonymised database record and/or samples  

· No further contact requested – data and samples would continue to be used and linkages maintained, including the link with the medical record, but UK Biobank would not contact the participant again. 

Despite UK Biobank’s efforts to stay in touch with participants, it may well lose contact with some as they relocate, emigrate, or simply do not respond to communications.  Where a participant has not actively withdrawn, UK Biobank will continue to use the samples and data and maintain linkages, although it will not be able to update some data (e.g., those collected by questionnaire).

UK Biobank will need to retain some minimal personal data.  Reasons might include respecting withdrawals (e.g., ensuring that participants who have withdrawn are not recontacted), studying variations in recruitment and retention, and conducting audits.  This will be explained in the consent process, and participants will be assured that this administrative record will not be available to others or be a part of the main UK Biobank database.  

7. Respect for incapacitated or deceased participants’ wishes

UK Biobank will not enrol potential participants who express the view that they would want to be withdrawn from UK Biobank should they lose mental capacity or die, as this would undermine the value of the resource for research. 

If participants lose mental capacity or die, UK Biobank will be guided by their existing consent.  Participants’ wishes will be respected, and family members will not be able to withdraw incapacitated or deceased relatives from the project or reclaim their samples.  This will mean that UK Biobank will continue to use the samples and data, since the participant should always have been aware of his or her right to withdraw.  

UK Biobank will also develop a policy on situations where a participant decides some time after enrolment that he or she would wish to be withdrawn in the event of incapacity or death.

In all events, UK Biobank will continue to safeguard the confidentiality and security of participants’ data and samples as long as it holds them, including after a person’s death.

8. Expectation of personal financial gain

Participants will not be offered any significant financial or material inducement to participate, at enrolment or later, irrespective of whether the use of data or samples might ultimately lead to profit.

As is explained in section II.A, “Stewardship of data and samples”, participants will be told that participation will not create or confer any property rights in samples. 

Reasonable expenses incurred through participation in the research, such as travel expenses, may be reimbursed.

How acceptable are the following aspects of the Framework in relation to UNDERSTANDINGS AND CONSENT?  Please indicate your views using the grid below:
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Please use this box to help us better understand your responses (the box will expand to fit your text):

1. Consent

Current ethical standards (the Helsinki Declaration) require participants to be informed of the aims of the research study, funding sources and potential conflicts of interest. GeneWatch is sympathetic to biobanks developing ways of minimising the administrative burden of consent procedures (eg. seeking consent for more than one project at a time and/or involving the public in drawing up a policy on conflicts of interest), however the current proposal removes participants' right to know important information about the studies involved without putting any alternative procedures or safeguards in place. We are particularly concerned that:

(i) the funders and CEO have given conflicting statements about the purpose of Biobank UK and the existing draft scientific protocol remains directed towards a purpose (individualised risk assessment) that is scientifically highly questionable and probably bad for health.

(ii) The purpose of the companies seeking access may vary and may be against the interests of participants or those they are seeking to help. The biotech, pharmacy, chemical, nuclear, food, insurance and tobacco industries have all been involved to varying extents in this type of research and their commercial interests may sometimes (and in some cases, often) conflict with public health. We are particularly concerned that Biobank UK has repeatedly refused to rule out access by tobacco companies, despite the Wellcome Trust's policy against joint-funding tobacco industry research. Although specific future studies are unknown it is possible to anticipate many of the future conflicts of interest that are likely to arise and essential to involve the public in drawing up biobank's policy on commercial access, before recruitment.

(iii) Although severe restrictions on access to data and samples that are not anonymised are important, anonymised samples may still be used for research that participants may view as contrary to the public interest (see (ii)). In addition, individual identities may also sometimes be deduced from anonymised data - this is likely to be of particular concern when a company is investigating rare adverse events linked with its own products or pollution, which may also in some circumstances be subject to legal proceedings (eg. adverse drug reactions or occupational illness). An assessment of the potential for deductive identification is therefore essential before necessary safeguards and/or warnings can be put in place.

(iv) Biobank has probably considerably underestimated the level of re-contact necessary in order to obtain the data needed to test the relevant hypotheses. An assessment of the likelihood of recontact is necessary before participants can be informed about it.

2. Collection of data from medical records

A much clearer prior assessment is needed of what data is likely to be accessed and why and whether or not such access is in the public interest (eg pharmaceutical companies may have a commercial interest in accessing prescription records to obtain information on prescribing practices and competitors - is this in the public interest?). Access to occupational health records should not be allowed unless and until legislation is first put in place to prevent employers using genetic test results to exclude supposedly 'genetically susceptible' workers from employment, rather than cleaning up the workplace for all (GeneWatch UK, 2003, Genetic Testing in the Workplace).

6. Right to withdraw

Since right to withdraw may not be feasible for at least some research using anonymised data sets, it is critically important that there is prior agreement on what types of research are publicly acceptable.



C. CONFIDENTIALITY

UK Biobank is committed to protecting the confidentiality of data and samples.  Detailed plans will be drawn up on data flow and measures for protecting confidentiality, anonymising data and samples, and enforcing security.  These measures will be explained to participants during the consent process.  

Some principles and comments on these matters follow here.

1. Commitment to maintaining confidentiality

UK Biobank will maintain strict measures to protect confidentiality of data and samples, and will ensure that data and samples are (reversibly) anonymised, linked and stored to very high standards.  The same protection will be extended under contract for any handling or analysis of data or samples by third parties engaged to provide services necessary for developing the resource. 

Research users will only be given access to anonymised data and samples.

2. Anonymisation

Identifying information (such as name, address, birth date, NHS number, etc) will be removed from data and samples at the earliest opportunity after collection.  “Sensitive” information such as health and lifestyle data, and samples, will be kept separate from identifying information and only linked using a code that has no external meaning (e.g., not the NHS number).  Only those with access to the “key” to the code will be able to re-link the participants’ identifying information with the data and samples.  Thus the data and samples are “reversibly anonymised”. 

All identifying information will be held centrally in a restricted-access database.  It will be necessary to retain identifying information to allow follow-up; to eliminate redundant data, such as duplicate cases;  to verify the correctness and completeness of data against original records;  to establish correct linkages among databases;  and to be able to find and destroy data or samples or make other changes if participants withdraw. 

For recruitment purposes (e.g., to make arrangements for enrolment meetings, and to ensure proper completion of questionnaires) enrolment centres may need to hold names and addresses of potential participants together with information collected at enrolment. These records will not be linked to data generated by later research or derived from remote data sets such as central NHS records. 

3. Re-identification

UK Biobank will develop a careful policy on re-identification of data and samples.  This will cover the circumstances in which data and samples will be re-identified, the designation of the personnel who will approve and perform the re-identification, the procedures to be used in re-identifying, and protection and use of the key. 

The number of people who will be able to re-identify data and samples will be kept to a minimum.  

4. Security

A wide variety of measures will be taken to ensure the security of data, samples, the database and the information technology system in general.  These include staff training and confidentiality pledges, physical and electronic controls on access to data, cyber-security, and physical security.  Detailed plans will be developed.

How acceptable are the following aspects of the Framework in relation to CONFIDENTIALITY?  Please indicate your views using the grid below:
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Very unacceptable

Commitment to maintaining confidentially
 FORMCHECKBOX 

 FORMCHECKBOX 

 FORMCHECKBOX 

 FORMCHECKBOX 

 FORMCHECKBOX 


Anonymisation


 FORMCHECKBOX 

 FORMCHECKBOX 

 FORMCHECKBOX 

 FORMCHECKBOX 

 FORMCHECKBOX 


Re-identification


 FORMCHECKBOX 

 FORMCHECKBOX 

 FORMCHECKBOX 

 FORMCHECKBOX 

 FORMCHECKBOX 


Please use this box to help us better understand your responses (the box will expand to fit your text):

Biobank has failed to address the important issue of 'deductive' identification from anonymised samples (see comments on previous section). Information on re-identification processes and safeguards is insufficient to determine whether or not these processes are likely to be adequate.


II.  
RELATIONSHIP WITH RESEARCH USERS

A. STEWARDSHIP OF DATA AND SAMPLES 

UK Biobank Limited will be the legal owner of the database and the sample collection (see section III.A.1).  Such ownership conveys certain rights, such as the right to take legal action against unauthorised use or abuse of the database or samples, and the right to sell or destroy the samples.  Participants will not have property rights in the samples.

UK Biobank does not intend to exercise all of these rights;  for example, it will not sell samples.  Rather, UK Biobank will serve as the steward of the resource, maintaining and building it for the public good in accordance with its purpose.  This implies both the judicious protecting and sharing of the resource.  It also extends to the careful management of any transfer of parts or all of the database or sample collection, as is addressed in section III.D, “Transfer of assets, or closure”.

UK Biobank will explain to participants the legal status of the database and sample collection, and its committed role as steward of the resource.  Even when this legal status is understood clearly, it is likely that many participants will continue to be interested to know how their data and samples are used;  for this reason among others, UK Biobank will maintain active communication with participants and will guarantee the right to withdraw from participation. 

As well as respecting the commitments made to participants in the consent agreement, UK Biobank will strive to build a relationship of trust with participants and the wider public, in order to foster acceptance of the ways the resource is developed and used. 

How acceptable is the Framework in relation to the STEWARDSHIP OF DATA AND SAMPLES?  Please indicate your views using the grid below:
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Please use this box to help us better understand your response (the box will expand to fit your text):

The required relationship of trust is critically dependent on issues discussed elsewhere - particularly the biobank's relationship to commercial companies.


B. RESEARCH ACCESS TO DATA AND SAMPLES

1. General principles of access

UK Biobank will retain full control of all access to and uses of the database and sample collection.

UK Biobank will not proscribe any research uses at the outset.  However, it will insist that all proposals be subjected to peer review of their scientific quality, ethical review by an MREC, and review by UK Biobank to ensure they are consistent with the participants’ consent, UK Biobank’s purpose and this Framework. 

These requirements apply to all proposals, including those from the Regional Collaborating Centres (the institutions and/or consortia that will lead recruitment and collection of data and samples). All users, whether employed by universities, government, charities or commercial companies, will be held to the same scientific and ethical standards. 

Access will be provided for research only.  UK Biobank may develop a policy on whether certain kinds of health-related research, such as some actuarial or medical market research, may be pursued using the resource so long as they meet the standard criteria. 

Access to the resource by the police or other law enforcement agencies will be acceded to only under court order, and, where appropriate, UK Biobank may make representations to resist such access.  

While the resource is being developed the Regional Collaborating Centres may be permitted to use the early data and samples to validate and improve methods of data collection and analysis.  

Exclusive access to the fully developed resource will not be granted to any party.  Use of samples will have to be limited because they are depletable. 

2. Decisions on access and use

The UK Biobank Board of Directors will have the overall decision-making authority over access to and use of the resource.  In practice, the Board may delegate decisions on routine applications to suitable bodies or persons.  

UK Biobank will develop an overall policy and detailed terms of access, addressing fairness and transparency of decision-making, the handling of conflicts of interest and the prioritisation of use of samples.

The Ethics and Governance Council will keep use of the resource under review in order to advise on conformance with the Ethics and Governance Framework and assure itself and others that the resource is being used in the public interest.

UK Biobank will explain to participants and the public the policies and procedures for research access.
3. Licences for specific uses

Access to data and/or samples will be granted under licence for scientifically and ethically reviewed research consistent with UK Biobank’s purpose.  Licences will be for specific uses under strict terms and conditions in standard access agreements, such as compliance with the consent given, the provisions of this Framework and other policies.

Fees will be charged for licences, with the possibility of charges being higher for organisations that might be expected to derive financial benefit from use of the resource. 

4. Sharing of data and findings 

UK Biobank will seek to augment the value of the resource and ensure that the greatest potential benefit may be realised from it, by requiring that research findings be incorporated back into the resource. 

Research users will be required to place both positive and negative findings (i.e., those failing to show some association) in the public domain, through publication in peer-reviewed scientific literature whenever possible.  UK Biobank will explore strategies for disseminating negative findings (e.g., by establishing an accessible archive for them).

This policy will apply to all users, commercial and non-commercial.  Researchers will be permitted to keep results confidential for limited periods, for example while they prepare papers for publication, file patent applications or otherwise pursue reasonable competitive advantage for their efforts. 

How acceptable are the arrangements for RESEARCH ACCESS TO DATA AND SAMPLES?  Please indicate your views using the grid below:
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1. General principles

Biobank should be prepared to rule out some uses at the outset, particularly where commercial conflicts of interest may arise. Public involvment mechanisms should be used to draw up the groundrules for access and types of research and research priorities (particularly as use of samples will have to be limited).

The biobank should seek legal clarification of the circumstances under which the police may seek and be granted access - current legislation is too vague.  

2. Decisions on access and use.

The public need to be involved in drawing up policies on conflicts of interest and prioritisation in advance of recruitment.

3. Licences

Failure to publish research hypotheses in advance is one of the main factors leading to false conclusions in epidemiological research (eg Swaen et al, 2001, IJE Vol30, p948-954). To date the majority of genetic association studies have reached false or misleading conclusions and failed to take account of complexity. Protocols should therefore be published and widely reviewed before licences are issued (eg Silagy et al, 2002, JAMA, Vol 287, p2831-2834).

4. Sharing of data and findings

GeneWatch agrees that research findings should be incorporated back into the resource, but it is also necessary that hypotheses are published and the outcomes of studies are tracked to ensure that negative results are also published and publication bias and 'rescue bias' are avoided - otherwise most findings may be false and therefore worthless or harmful. Public involvement is necessary to draw up a policy on IPR and patenting that is acceptable to participants (see also comments on benefit sharing). 



III. 
RELATIONSHIP WITH SOCIETY

A. MANAGEMENT AND ACCOUNTABILITY

1. Board of Directors

The Board of Directors of UK Biobank Limited will be company directors under UK company law, and charity trustees under UK charity law.  They will be accountable to the Members of the Company (the Medical Research Council and The Wellcome Trust), and to the Charity Commission for England and Wales, for the performance of their duties as directors and charity trustees, which include the duty to act in the interests of the Company.  They will retain overall responsibility for the direction, management and control of UK Biobank Limited.

The current plan is that five Board members, including the chair, will be jointly appointed by the Members of the Company.  The remaining four members will be individually nominated by the Department of Health, the Medical Research Council, The Wellcome Trust, and the University of Manchester (which hosts the Co-ordinating Centre responsible for overall delivery of the project).  The Board will include persons with relevant scientific knowledge and expertise;  however, members will primarily be selected for their ability to serve as directors and charity trustees of UK Biobank Limited. 

The Board will adopt the Ethics and Governance Framework and be responsible for making sure that all UK Biobank policies and activities conform to it.  The Board will also be responsible for matters of corporate governance, including the management of conflicts of interest within UK Biobank.  

The Board will delegate day-to-day management to the Chief Executive Officer (CEO).  

2. Science Committee 

The Science Committee will be a committee of the Board of Directors.  Amongst other things it will be responsible for advising the Board on the direction and scientific objectives of UK Biobank and the development of the scientific protocol.  Together with the CEO, the Science Committee will also advise on future activities of strategic importance, such as collaborations or further development of the protocol.

Membership will include two Board members, nominees of each of the Regional Collaborating Centres, nominees of each of the three Funders, the CEO, and other experts.

Terms of reference for the Science Committee are being finalised.

3. Ethics and Governance Council

The UK Biobank Ethics and Governance Council will be established by the Medical Research Council and the Wellcome Trust in a way that will enable it to operate independently of them and of UK Biobank.  Terms of reference will be published;  in the meantime, aspects of the Council are envisaged as follows.

a. Remit

The Ethics and Governance Council will:

· Act as an independent guardian of the Ethics and Governance Framework and advise on its revision

· Advise the Board and report publicly on the conformance of UK Biobank’s activities with this Framework and with the interests of participants and the general public.

The Council may address issues referred to it by the Board or issues the Council itself identifies as deserving scrutiny.

b. Role and functions

In pursuing its remit the Council will engage with and render accounts to a number of internal and external audiences.  Internal dialogues could be with the Board of Directors, the CEO, and the Science Committee.  External dialogues could be with participants, regulatory or government bodies, other interested parties, and the general public.  The Council will not speak “on behalf of” UK Biobank, as this will be the responsibility of the Board;  instead it will speak “about” UK Biobank.

The Council will:

· Receive the Framework initially adopted by the Board of Directors (prior to the Council’s existence) and review and advise on subsequent revisions 

· Advise the Board of Directors on any amendment or modification of the Framework required in response to changes in the legislative or regulatory context, developments in ethics or advances in science and technology

· Keep the use of the resource under review and advise the Board and report publicly on the conformance of the activities of UK Biobank with the Framework 

· Advise the Board on policies for the operation of UK Biobank, such as those on recruitment or access 

· Review UK Biobank’s handling of complaints and enquiries to ensure that an appropriate and effective process is in place, and monitor the pattern of and reasons for complaint
· Advise on and oversee the transfer of any substantial part or all of the resource outside of ordinary UK Biobank operations, as is discussed in section III.D, “Transfer of assets, or closure”.
c. Powers

[This section takes the approach advised by the UK Biobank Interim Advisory Group on Ethics and Governance.  However, the Funders recognise that the Genetics White Paper, “Our Inheritance, Our Future” (June 2003), states that such an independent monitoring body “will have the power to veto uses of the data or samples that it considers to be against the interests of the participants or likely to damage the reputation of the study.”  The section is still being considered.]
In advising, reviewing and reporting on UK Biobank’s activities, the Ethics and Governance Council will serve as a “mirror” for UK Biobank, providing critical and constructive advice.  The authority of the Council will flow from the collective expertise and wisdom of its membership, and from its being proactive in reporting on UK Biobank’s activities.  

The Ethics and Governance Council will work in an open and transparent fashion and report to participants and the public.  This may be achieved in a variety of ways, such as through publishing reports of its reviews or discussions, occasionally meeting in public, or holding meetings with the public. 

Normally the Council will communicate its reflections and criticism informally.  If the Council is not satisfied with UK Biobank’s response, it could make a formal statement of concern.  It could escalate, if necessary, by making a public statement that UK Biobank should or should not take certain actions.  In the extreme, members of the Council could resign in protest and announce this publicly. 

In order to be able to fulfil its remit, the Ethics and Governance Council will need to be continuously knowledgeable about UK Biobank’s activities.  It is hoped that effective communication will occur on the basis of mutual respect and co-operation.  However, the Council will be able to require from parties involved in UK Biobank whatever information and discussion are necessary to fulfil its remit. 

d. Establishment, membership and independence 

The Ethics and Governance Council will be established by the Medical Research Council and The Wellcome Trust as an independent committee. 

Members of the Ethics and Governance Council will be appointed by an open process following public advertisement, in keeping with the Nolan Principles of Public Life.  Appointments will be made by the Medical Research Council and The Wellcome Trust on the advice of an Appointments Committee. 

The Appointments Committee will be appointed by the Funders.  It will have an independent chair not employed by or directly connected with the Funders or any interested organisation, and at least one other independent member. No members will be employees of the Funders or UK Biobank.

The Chair of the Council will be recruited first and will participate in the appointment of the other members.  A Deputy Chair will be chosen from among the members.  

The independence of the committee will be achieved through a robust appointment process, appointment of members with reputations for integrity, and open and transparent procedures. Furthermore, funds will be committed for its support for extended periods (probably a minimum of three years for the first phase), with only such restrictions as are necessary for the Medical Research Council and The Wellcome Trust to discharge their duties of ensuring that the funds are used properly. The conditions of funding will be in the public domain. 

How acceptable are the following aspects of the Framework in relation to MANAGEMENT AND ACCOUNTABILITY?  Please indicate your views using the grid below:


Very acceptable
Acceptable
Neither acceptable nor unacceptable
Unacceptable
Very unacceptable

Board of Directors


 FORMCHECKBOX 

 FORMCHECKBOX 

 FORMCHECKBOX 

 FORMCHECKBOX 

 FORMCHECKBOX 


Science Committee


 FORMCHECKBOX 

 FORMCHECKBOX 

 FORMCHECKBOX 

 FORMCHECKBOX 

 FORMCHECKBOX 


Ethics and Governance Council
 FORMCHECKBOX 

 FORMCHECKBOX 

 FORMCHECKBOX 

 FORMCHECKBOX 

 FORMCHECKBOX 


Please use this box to help us better understand your responses (the box will expand to fit your text):

1. Board of Directors

It is critical that conflicts of interest are avoided on the Board of Directors - no information has been provided as to how this will be achieved.

2. Science Committee

No information has been provided on the role of the science committee. GeneWatch is particularly concerned that an open and transparent process of scientific peer review has not taken place for the current draft protocol and is not apparently envisaged (and certainly not described) for the final protocol, or for the future studies which are expected to take place using the biobank data.

3. Ethics and Governance Framework

It is extremely difficult to see how the Ethics and Governance Council can ensure conformance with the interests of participants and the general public if the public has  not been involved in advance in developing policies to address issues of concern (eg the concerns about commercial access raised in every consultation). In addition, issues of ethics and science/health are not separate and resolving these issues also requires democratic involvement and debate. The arrangements as proposed are likely to leave the Council with little option but to 'rubber stamp' decisions made by the Science Committee and Board of Directors or to act only 'after the horse has bolted' when significant public trust has been lost.



B. EXTERNAL GOVERNANCE

1. Ethical review by an NHS MREC

The core scientific protocol and operational procedures of the resource will be reviewed for the whole of the UK by an NHS Multi-centre Research Ethics Committee (MREC). 

Subsequently, all requests for research access to UK Biobank will be reviewed by an MREC in accordance with the provisions of the Research Governance Frameworks  of England, Wales, and Scotland, the Governance Arrangements for NHS RECs, and with the Supplementary Operational Guidelines for NHS Research Ethics Committees on “Multi-centre research in the NHS: the process of ethical review when there is no local researcher”.   

Participants will be told that such independent NHS ethics review will be conducted.
2. Compliance with Research Governance Frameworks 

With respect to the core protocol, UK Biobank will assume the responsibilities stipulated by the Research Governance Framework for Health and Social Care (RGF) in England and the corresponding frameworks in Wales and Scotland.  

In England, for example, at present these responsibilities are as follows: 

· Sponsor, UK Biobank Limited acting via its Board of Directors – responsible for confirming that proper arrangements are in place for initiating, managing, monitoring and financing the research

· Chief Investigator, the UK Biobank Project Director (CEO) – responsible for the design and management of the project, liaison with the MREC and seeking approvals from it, the conduct of research, and co-ordination with investigators at the research sites (and in all of this, accountable to the Sponsor and the Care Organisations) 

· Researchers in the Co-ordinating Centre and Regional Collaborating Centres – responsible for the day-to-day conduct of research and ensuring it follows the protocol

· Regional Collaborating Centres that employ researchers – responsible for developing and promoting a high-quality research culture and ensuring their staff are supported in, and held to account for, professional conduct of research

· Care Organisations, Primary Care Trusts or other local healthcare organisations in which participating GPs are based – responsible for being aware of research involving participants who are patients under their care and satisfying themselves that the arrangements for such research meet RGF standards

· Participating GPs (e.g., those holding patient data accessed by UK Biobank) – responsible for satisfying themselves that the Chief Investigator has the approval of the Care Organisation to carry out the research and that the research complies with the RGF.

It is likely that UK Biobank will also act as the sponsor of some research using the resource; in these cases it will take on the appropriate responsibilities. 

How acceptable are these arrangements for EXTERNAL GOVERNANCE?  Please indicate your views using the grid below:
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MREC review and RGFs do not generally cover important issues such as conflicts of interest or the scientific validity or usefulness of the research. These issues are currently covered (albeit inadequately) in other research studies by the process of informed consent and scientific peer review. Biobank's proposed governance processes appear to weaken these safeguards without putting alternative systems in their place. This is critically important because commercial conflicts of interest are particularly extensive in biomedical research, and because the majority of genetic association studies to date have given false or misleading results.


C. BENEFIT SHARING

1. Dissemination of knowledge generally

The purpose of UK Biobank is to learn from the collective health experience of the participants over time, in order to generate and disseminate new knowledge to benefit the health of the public in the UK and elsewhere. 
Knowledge derived from studies based on UK Biobank will be:

· Published in the world’s scientific and medical literature

· Communicated to UK Biobank participants, the NHS, and others, as appropriate

· Accumulated and made available by UK Biobank as a resource for further research (e.g., via archives of the findings of studies, or libraries of genetic data). 

Such knowledge may also be applied to the development or improvement of healthcare techniques, technologies, materials or routines.

2. Intellectual property, income generation and royalties 

UK Biobank is not expected in itself to lead to patentable inventions that will return significant income either to researchers or UK Biobank, but is expected to become a valuable common resource for research. 

Nevertheless, there is some chance that research conducted using UK Biobank data or samples – which might be conducted by researchers in any sector – will in the medium-to-long-term support the development of an invention that returns a profit. 

Intellectual property and access policies are being developed that will ensure that UK Biobank is accessible to research users but is not exploited improperly or used in a way that inappropriately constrains others’ use. 

Terms of access to UK Biobank will be embodied in legal agreements and will reflect UK Biobank’s objectives, namely:  acting for the public benefit;  disseminating the results of the research;  ensuring appropriate financial return to the resource from such use without unduly discouraging access;  and maintaining UK Biobank’s integrity and independence. 

The biotechnology and pharmaceutical industries can play an important role in realising health benefits in a practical sense, by developing and improving the use of biomedical products.  Commercial companies and other research endeavours that stand to make a profit will therefore be allowed access to UK Biobank if their proposal falls within the UK Biobank purpose and passes the usual scientific and ethical review. 

Any income that UK Biobank secures from access fees or intellectual property will be reinvested in the resource.

How acceptable is the proposed approach to BENEFIT SHARING?  Please indicate your views using the grid below:

Very acceptable
Acceptable
Neither acceptable nor unacceptable
Unacceptable
Very unacceptable

 FORMCHECKBOX 

 FORMCHECKBOX 

 FORMCHECKBOX 

 FORMCHECKBOX 

 FORMCHECKBOX 


Please use this box to help us better understand your response (the box will expand to fit your text):

1. Dissemination of knowledge generally

Whilst these proposals are broadly acceptable, they must also include prior publication (for wide consultation and review) of research hypotheses and protocols (see above). Otherwise the dissemination of misinformation is much more likely than the dissemination of information.

2. Benefit sharing

The patentable products most likely to emerge from research in biobank are genetic tests, because of the nature of the research (attempting to link genes and environmental exposures with risk of disease). Patents for genetic tests commonly include claims for DNA sequences and are based on the discovery of an association between a gene and a disease (see eg. Thomas et al, 2002, Nature Biotechnology, Vol 20, 1185-1188). Such patents often also claim any future uses of the sequence or gene products and any therapeutics that may in future be derived from it. The benefit of such tests (outside a research context) is often highly questionable since the test itself is likely to lack both clinical validity and utility (most genetic associations are not replicated and for complex diseases risk predictions based on genetic tests are largely meaningless). Such patents are also morally objectionable to many people and may lock up whole areas of future research, slowing innovation. The patenting of gene sequences on the basis of associations identified in the biobank should therefore be prevented. 

Discussions on 'benefit sharing' miss the point as far as this type of patent is concerned as the benefit of the genetic test itself, outside of a research context, is likely to be limited, and its widespread use may even be misleading or harmful to health.



D. TRANSFER OF ASSETS, OR CLOSURE

A detailed strategy is being developed for handling contingencies in the event that UK Biobank has to close or make other substantial transitions in the holdings or control of the resource.  This will address the possibility of partial or full transfer or sale of the resource, whether elective or as a result of insolvent liquidation. 

The objective will be to ensure that the protection and respect for the rights of the participants provided by this Framework continue to be maintained, and that the Ethics and Governance Council is consulted by the Company on the proposed terms before any such transitions or transfers are made. 

Participants will be told that such measures are in place.

How acceptable is the Framework’s approach to TRANSFER OF ASSETS AND CLOSURE of UK Biobank?  Please indicate your views using the grid below:
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DNA samples and associated data are now of considerable commercial value. The majority of biobanks (existing or proposed) are also suffering financial difficulties and UK Biobank has not yet published a fully transparent budget or convincing evidence that it will be financially viable once it has been set up. This means there is a very real prospect of bankruptcy and receivorship. It is unclear whether in such circumstances the terms of consent ('soft law') would carry any weight in relation to the financial requirements which may necessitate sale of samples to the highest bidder. UK Biobank should provide transparent information both on its anticipated future budget and the legal situation should bankruptcy occur.

The implications of a more gradual decline in financial viability should also be considered - eg. will the biobank need to compromise its ethical standards if it becomes increasingly dependent on commercial funders, and what safeguards could be developed to prevent this?



IV. 
ADOPTION, IMPLEMENTATION AND REVISION 

The Ethics and Governance Framework will be a core reference document against which UK Biobank policies and activities will be judged.

A. ADOPTION

After appropriate deliberation, the Board of Directors will adopt the Ethics and Governance Framework and be responsible for ensuring that all UK Biobank policies and activities conform to it.

B. IMPLEMENTATION

The Co-ordinating Centre and the Regional Collaborating Centres will be responsible for implementing the Framework.  Compliance with the Framework will be a condition of the funding of UK Biobank under the Joint Venture Agreement through which the Co-ordinating Centre is established, and a condition of the contracts between the Co-ordinating Centre and the Regional Collaborating Centres.

C. REVISION

Once established, the Ethics and Governance Council will be asked to receive the Framework initially adopted by the Board, and over time to advise on outstanding issues, adjustment to new developments and implementation of the Framework. 

In the long term, the Ethics and Governance Council, the Board of Directors or the Funders may propose amendment or revision of the Framework.  As always, adoption of any amendment or revision will rest with the Board of Directors.

How acceptable are the arrangements for the ADOPTION, IMPLEMENTATION AND REVISION OF THE FRAMEWORK? Please indicate your views using the grid below:
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---------------------------------------------------------------------------------------------------------

Overall how acceptable is the UK Biobank Ethics and Governance Framework? Please indicate your views using the grid below:
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Please add any overall comments on the UK Biobank Ethics and Governance Framework (the box will expand to fit your text):

The framework is totally inadequate as a means to ensure that the biobank operates in the public interest (see comments above). The current consultation is also inadequate to ensure that the project is acceptable to the public and participants (as opposed to the board). Concerns raised in past consultations (particularlay regarding the science, poor prospects for health benefits and lack of controls on commercial access) have not been addressed. 
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