__<__u~0 Ethics Series




HUMAN TISSUE AND BIOLOGICAL SAMPLES FOR USE IN RESEARCH
The members of the Working Group that developed these guidelines were:

Professor Eve Johnstone (Chair) is Professor of Psychiatry at the University of Edinburgh; she is a
member of the Medical Research Council and Chair of the MRC Neurosciences and Mental Health Board.
She was formerly a member of the Nuffield Council on Bioethics.

Professor Len Doyal is Professor of Medical Ethics at St Bartholomew’s and the Royal London School of
Medicine and Dentistry, and is a member of the East London and the City Health Authority Research Ethics
Committee and of the Ethics Committee of the British Medical Association.

Professor Andrew Grubb is Professor of Medical Law and Head of the Law School at Cardiff University.
He is a member of the Royal College of Physicians Committee on Ethical Issues in Medicine.

Professor Sue Povey is a medically qualified geneticist working at University College London (formerly at
the MRC Human Biochemical Genetics Unit). She was a member of the MRC Molecular and Cellular
Medicine Board (1997-2000) and is a member of the Council of the Human Genome Organisation
(HUGO). She also chairs the Human Cell Bank Scientific Advisory Committee for the European Collection
of Animal Cell Cultures.

Professor Philip Quirke is Professor of Pathology at the University of Leeds and Head of Histopathology
at the Leeds Teaching Hospitals Trust.

Mrs Shahwar Sadeque is a Governor of Kingston University and a (lay) member of the Royal College of
Physicians Committee on Ethical Issues in Medicine. She was formerly a member of the Equal
Opportunities Commission and a Governor of the BBC.

Professor Alan Silman is Director of the Arthritis Research Campaign (ARC) Epidemiology Unit at the
University of Manchester, and is the principal investigator of the ARC National Repository of Multicase
Families.

Professor Gordon Stamp is Director of the Histopathology Department at the Imperial College School of
Medicine, which contains the Human Tissue Resource Centre.

Observers

Dr Graham Cadwallader (The Cancer Research Campaign) (until May '99)
Dr Celia Caulcott (Wellcome Trust)

Dr Elaine Gadd (Department of Health)

Dr Fiona Hemsley (The Cancer Research Campaign) (from May '99)

Dr Michael Probert (Imperial Cancer Research Fund) (until May '99)

Dr John Toy (Imperial Cancer Research Fund) (from May '99)

Sir Leslie (now Lord) Turnberg (Association of Medical Research Charities)
Dr Tom Wilkie (Wellcome Trust)

MRC Office Staff

Dr Frances Rawle

Dr Imogen Evans

Dr Declan Mulkeen
Mrs Yanine Jairazbhoy

Updates to this guidance are available on MRC'’s website: www.mrc.ac.uk
Copies available from MRC External Communications 020 7636 5422
©2001 Medical Research Council. April 2001.



FOREWORD

Several factors led the MRC to decide that
there was a need to develop guidance for
researchers on ethical, legal and management
issues relating to the use of samples of human
biological material for research. Technical
advances, for instance in the ability to extract
genetic material, meant that the potential to
use old samples for research was increasing.
We were regularly being asked for advice on
what should happen to potentially useful
sample collections when a research team
disbanded or a lead researcher retired, and on
what research would be permissible using
stored samples originally collected for another
purpose. Also it was clear that, following on
from rapid developments in knowledge of the
human genome sequence, large numbers of
well documented human DNA samples would
be essential for the research needed to
translate this knowledge into real benefits for
public health and health care.

In view of widespread concern about
informed consent, confidentiality and ethical
issues relating to genetic research, we felt it
was essential to establish the general principles
that could govern the use of all human
biological material in research, including DNA.

The use of human biological material is
critical for medical research. Consequently, the
public and research participants should have
confidence that researchers will handle and
use such material sensitively and responsibly.
It is likewise important to the MRC to ensure
that collections of human biological material
can be used optimally for research to benefit
health. Since our responsibility as a public
body is to ensure that our funds are used
wisely, we do not want to fund the
unnecessary collection of new material. Also,
it is unethical to ask people to donate new
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samples when the research questions could be
addressed using existing samples.

These guidelines were developed by a Working
Group that included members with expertise
in law and ethics as well as medical research.
They, along with their interests, are listed at
the front of the document. Working drafts of
the guidelines were sent out for consultation
to a wide range of organisations and
individual scientists with an interest in the use
of human material in research. Their
comments were taken into account in
developing an interim version, which was then
published, together with a more detailed
report of the working group’s discussions, for
wider public consultation and input.
Comments were received from Research
Ethics Committees, from researchers, patient
and consumer groups, and from the MRC’s
Consumer Liaison Group.

Safety and protection from potential biological
hazards are clearly important issues for
researchers handling samples of human
material, but were not within the remit of the
group and are not addressed in these guidelines.

The guidelines are intended to be short and
easily readable: the aim is therefore to set out
general principles that can be applied in most
situations rather than to cover every possible
eventuality. It became clear from the
consultation that views vary widely, and MRC
will keep this guidance under review in the light
of ongoing public debates about some of the
key issues, and the work of the Human
Genetics Commission, the Nuffield Council on
Bioethics and the Council of Europe. This
guide, as with other MRC ethics guides, is
available on MRC’s website at www.mrc.ac.uk,
and changes will be highlighted there as they
arise.




GLOSSARY

Anonymised samples or data have had any
identifying information removed, such that it
is not possible for the researcher using them
to identify the individual to whom they relate.
The term is used in these guidelines to refer to
both linked and unlinked anonymised data and
samples.

« Linked anonymised samples or data are
fully anonymous to the people who
receive or use them (e.g. the research
team) but contain information or codes
that would allow others (e.g. the clinical
team who collected them or an
independent body entrusted with safe-
keeping of the code) to link them back
to identifiable individuals.

¢ Unlinked anonymised samples or data
contain no information that could
reasonably be used by anyone to identify
the individuals who donated them or to
whom they relate.

Coded samples or data have a coded
identification to protect the confidentiality of
the individual during routine use, but it is
possible for the user to break the code and
thus identify the individual from whom they
were obtained.

Custodianship: Responsibility for safe
keeping of samples and control of their use
and eventual disposal in accordance with the
terms of the consent given by the donor.
Custodianship implies some rights to decide
how the samples are used and by whom, and
also responsibility for safeguarding the
interests of the donors.

Genetic research: Investigation of variation
in the nuclear or mitochondrial DNA that
forms the genome of an individual and may
be inherited from parent to child. This may
involve direct analysis of DNA or analysis of
gene products.

Genetic testing: Tests to detect the presence
or absence of, or alteration in, a particular
gene, chromosome or gene product, in order
to provide diagnostic or predictive
information in relation to a genetic disorder.
(Such testing does not necessarily require the
use of genetic technology.)

Human material: All biological material of
human origin, including organs, tissues, bodily
fluids, teeth, hair and nails, and substances
extracted from such material such as DNA or
RNA.

Human tissue or sample collection: Any
samples of human biological material to be
kept for reference, teaching or future research
use.

Existing collections: collections comprising
samples that were collected and stored before
these guidelines came into operation.

Personal information: all information about
individuals, living or dead. This includes
written and electronic records and
information obtained from samples.
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SUMMARY OF KEY PRINCIPLES

Much medical research depends on the use of
samples of human biological material. This
material often provides the best way of studying
human biology and human disease, and
appropriate use of such material reduces the need
to use animals in research. Material for research
may be from healthy people, from patients or
from people who have died. Researchers may ask
volunteers to donate material (e.g. blood samples)
specifically for research, or may use material left
over after diagnostic testing or surgery. Samples
stored for one purpose may later prove useful for
research that was not envisaged at the time the
samples were taken.

The following principles should guide all MRC
funded research using samples of human
biological material.

Research should only go ahead if the
potential benefits outweigh any potential
risks to the donors of the samples. The
physical risks involved in donating samples for
research will usually be minimal, but the risk that
information from laboratory tests on a sample
might harm the donor or their interests must not
be forgotten.

The human body and its parts should be
treated with respect. Researchers should ensure
that they are aware of cultural or religious
differences in the meaning and significance
attached to the body or specific parts of it before
approaching potential donors.

Samples of human biological material
obtained for use in research should be treated
as gifts. Researchers have a responsibility to

ensure the donors’ wishes are respected when
using the material.

The human body and its parts shall not, as
such, give rise to financial gain. Researchers
may not sell for a profit samples of human
biological material that they have collected as part
of MRC funded research, and research
participants should never be offered any financial
inducement to donate samples. Payment of
reasonable expenses or costs is however
acceptable. Donors should be informed if their
samples might be used in commercial research.
Intellectual property rights (IPR) arising from
research using human samples may be sold or
licensed in the same way as other IPR.

Informed consent is required from the donor
(or the next of Kkin, if the donor has died)
whenever a new sample is taken wholly or
partly for use in research. Donors should
understand what the sample is to be used for and
how the results of the research might impact on
their interests. Consent must also be obtained for
storage and potential future use of samples.

Patients should always be informed when
material left over following diagnosis or
treatment (described as surplus to clinical
requirements) might be used for research.
Wherever practicable, and always when the results
of the research could affect the patient’s interests,
consent should be obtained to the use of such
surplus material.

All research using samples of human
biological material must be approved! by an
appropriately constituted research ethics

L Although Research Ethics Committees are advisory bodies, they do have to come to a favourable view of each
research project before it can begin; we therefore adopt the commonly used term ethics committee approval in these

guidelines.
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committee. This is an important way of
ensuring that the interests of the donors are
safeguarded.

Researchers should treat all personal and
medical information relating to research
participants as confidential. This applies as
much to the results of laboratory tests done as
part of the research project as to information
obtained directly from donors or from their
medical records. People who donate samples
for research must be told what personal or
medical information about them will be used
in the research, who it might be shared with,
and what safeguards are in place to protect
their confidentiality.

Research participants have a right to know
individual research results that affect their
interests, but should be able to choose
whether to exercise that right. Researchers
must decide at the beginning of a project what
information about the results of laboratory
tests done on samples should be available to
the participants, and agree these plans with the
Research Ethics Committee. If research
results have immediate clinical relevance, there
is a clear duty of care to ensure the participant
is informed.
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1 Introduction

1.1 Purpose

The Medical Research Council is committed
to the highest ethical standards in medical
research, and to ensuring that optimum use is
made of the public funds it administers.
These guidelines draw attention to the
practical, ethical and legal issues that should
be considered when collecting and using
samples of human biological material for
research, and address how such material
should best be used to increase scientific
understanding for the benefit of human
health.

These guidelines should be followed by:

» Those preparing research proposals for
support by the MRC that include the
collection of new samples of human
biological material.

 Those planning, undertaking or
collaborating in research funded by the
MRC, using stored samples of human
biological material, whether the samples
were collected by themselves or by others.

» Those managing collections of human
materials made with MRC funding, or
research using such collections.

We hope they might also be of interest to
others collecting or using human material for
research, as well as to research ethics
committees, to research participants and to
members of the public.

This guidance applies to the use of samples of
human biological material for research
purposes. It is not intended to cover the use
(or re-use) of human samples for clinical
diagnostic purposes, clinical audit, disease
surveillance or quality control of existing
diagnostic testing procedures?,

The principles in these guidelines must be
applied to all new samples of human material
obtained wholly or partly for use in medical
research, whether to be used immediately or
to be stored for future use. However, it is
acknowledged that it will not always be
possible to apply them retrospectively to
samples stored before the guidelines were
issued. MRC recognises that many existing
collections of human material are immensely
valuable for research, and that using these
collections may be ethical, and in the interests
of both patients and the public. Research
Ethics Committees have a crucial role in
ensuring that they are used in a responsible
and ethically acceptable way that is not against
the donors’ interests.

1.2 Ethical principles

The general ethical principles for research
involving human participants are set out in the
Council’s booklet “Responsibility in
investigations on human participants and
material and on personal information”. The
known and potential risks and benefits of the
research to the participants and the potential
benefits to others must be evaluated and
research should only proceed if the potential

2 See Guidelines on the practice of ethics committees in medical research involving human subjects 3rd edition, (1996,
Royal College of Physicians of London) Section 6, for a discussion of the distinction between research, clinical

practice and audit.
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benefits outweigh any associated risks. The
interests of research participants should
always take precedence over those of science
and society. In most circumstances research
can only be done with the full and informed
consent of the individual participants, and
confidentiality of participants must be
maintained. An important principle
underlying use of any human material for
research should be respect for the human
body and for the known wishes of the donor
of the material. Researchers must always
ensure that their use of human material will
not compromise the interests of the donor.

Special issues relating to collections
of human material

Human biological material is very important in
medical research. Efficient and well co-
ordinated use of such material can promote
scientific advance and reduce both the
research demands on patients and the need to
use animals. The MRC wishes to promote
better use of valuable material by ensuring
that it is easier for other scientists to use it,
where appropriate. There are, however, special
issues in relation to samples of human
material:

14

» Samples can be stored for a long time,
and may be of considerable value for
research that was not, and could not
have been, envisaged at the time the
material was obtained.

« Using material for studies not
specifically foreseen at the time it was
obtained raises difficult ethical issues in
relation to consent.

« It is often either not possible or not
practicable to go back to the donors for
new consent.

« Information obtained from research
using biological samples can have
implications not only for the individual
donor but also for their relatives, and
may sometimes have the potential to
lead to discrimination in employment or
other areas of life, if disclosed.

In addition, the value of many samples
of human material for research depends
upon the related clinical or personal
information; respect for the
confidentiality of information about the
donor is therefore important. A
parallel booklet in the MRC Ethics
Series “Personal Information in Medical
Research” gives more detailed guidance
on this issue.

Different types of human biological
material used in research

Samples of human material for use in research
may be obtained from healthy volunteers,
from patients or from people who have died.
There are also many types of human material
used in medical research, ranging from whole
organs or large pieces of tissue, such as
surgically removed tumours, to very small
samples of blood or urine. The importance
and meaning people attach to the donation
and use of such samples, and the ethical and
practical considerations may differ widely in
different circumstances. The main
distinctions drawn in these guidelines are
between:
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« Research on new collections and
research re-using stored samples

» Material obtained from living donors
and material taken from people who
have died

« Human material donated solely or partly
for research and material left over
following diagnosis or treatment
(described as ‘surplus to clinical
requirements’ in these guidelines).

General issues applying to the collection and
use of all types of human material are
considered first, followed by sections dealing
with specific issues. This guide does not give
detailed advice on the use of human sperm,
eggs or embryos. Use of such material is
subject to the Human Fertilisation and
Embryology Act (1990) and must be
approved by the Human Fertilisation and
Embryology Authority.
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2.2

2 Ownership and Custodianship

The legal position in relation to uses of
human tissue was discussed in detail in the
Nuffield Council on Bioethics Report
“Human Tissue: Ethical and Legal Issues”
(1995). In the UK it is not legally possible to
own a human body. The law is unclear as to
whether or under what circumstances anyone
can legally “own” samples of human
biological material or whether donors of
biological material have any property rights
over “their” samples. For human material
used in research, the important consideration
is not legal ownership, per se, but who has the
right to control the use made of samples or
their transfer to a third party. Therefore in
these guidelines we use the term
“custodianship” rather than ownership, to
imply responsibility for safe storage of
samples, for safeguarding the donors’
interests, and for the control of use or
disposal of the material.

We recommend that tissue samples donated
for research be treated as gifts or donations,
although gifts with conditions attached. This
is preferable from a moral and ethical point of
view, as it promotes the “gift relationship”
between research participants and scientists,
and underlines the altruistic motivation for
participation in research. It also provides a
practical way of dealing with the legal
uncertainty over ownership, in that any
property rights that the donor might have in
their donated sample would be transferred,
together with the control of use of the
sample, to the recipient of the gift. Gifts may
be conditional (that is, a donor may specify
what the recipient can do with a gift), and it is
very important that the donor understands
and agrees to the proposed uses of the
donated material. The assumption by the

2.3
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donor is that nothing will be done that would
be detrimental to his or her interests, or bring
harm to him or her.

If samples taken for research are to be treated
as gifts, there must be a recipient, to whom
formal responsibility for custodianship of a
donated sample of material is transferred.
While the principal investigator should have
day-to-day responsibility for management of a
collection of human material, the MRC
considers that it is more appropriate for
formal responsibility for custodianship of
collections of human material to rest with
institutions rather than with individual
researchers. This provides greater security for
valuable collections, provides better assurance
that donors’ rights will be protected and
makes it easier to deal with changes in
individual circumstances of the principal
investigator(s). The university, hospital or
other host institution where the principal
investigator is based will usually be the most
appropriate body to have formal responsibility
for custodianship of human material donated
for research, but occasionally the MRC will
wish to retain custodianship of collections
that it funds (see 2.6 below). When central
banking facilities are available, there may be a
requirement for the investigator to split the
sample and provide a portion to the bank as a
condition of research funding. Valid consent
from the donor will of course be required to
share a sample with other researchers in this way.

When consent is obtained, the donor (or
the person giving consent in the case of
material obtained after death) needs to
understand that he/she is making a
donation of the sample for use in
research. They must be clear who will be
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responsible for custodianship of the
sample and of any personal or confidential
data related to the sample, and what it will
be used for.

The Council of Europe Convention on
Human Rights and Biomedicine states that
“The human body and its parts shall not, as
such, give rise to financial gain”, and the MRC
fully supports this principle: the sale of
human biological samples for research is not
ethically acceptable. Therefore, while
reasonable expenses (e.g. travel expenses)
may be reimbursed, research participants
should never be offered any financial or
material inducement to donate biological
samples for research. Also, researchers
may not sell for profit (in cash or in kind)
samples that they have collected with
MRC funding. Recovery of reasonable
costs, based on a standard accounting
system is, however, acceptable. A clear
distinction can be drawn between samples of
human material and intellectual property
rights arising from research making use of
such samples. Such intellectual property may
be sold or licensed in the usual way.

Human Tissue and Biological Samples for use in Research

2.6 For all new collections of human biological

materials funded by the MRC, researchers and
their host institutions must reach agreement
with the MRC on specific arrangements for
the custodianship and control of use of
sample collections (both while the project is
ongoing and after it is finished) before
funding is released. For large sample
collections with contributions from many
clinical centres, and for collections set up with
the intention from the outset of providing a
research resource, the MRC may wish to retain
formal responsibility for custodianship of the
collection. In the case of jointly funded
collections, arrangements for custodianship
will be negotiated with the other funding
organisations. We understand that
custodianship brings with it the right to
determine what happens to a collection after
the original project funding is finished, but
also the responsibility for its subsequent
maintenance. The MRC will normally
delegate day-to-day responsibility for
management of sample collections to the
principal investigator of the research project
and their host institution.




3.1

3 Use of human material surplus to clinical

requirements for research

Tissue or organs removed in the course of
surgical treatment or excess human material
left over after diagnostic testing can be of
considerable value for research and teaching
and are widely used for such purposes.
However, there is currently little public
awareness of this practice, nor indeed of what
normally happens to such material if it is not
used for research. In a legal analysis, such
human material might be considered to have
been “abandoned” by the patient and
therefore available for use however the
surgeon or pathologist sees fit. There is some
evidence that people do view use of such
material in a rather different light from
samples donated specifically for research
purposes, adopting the position that it is
better that the material should serve some
useful purpose than simply be disposed of.
However, it would be wrong to assume that
such a view is universal, and MRC
recommends that wherever practicable
individual consent should be obtained for the
use for research of human material surplus to
clinical requirements. At the very least, for
example, patients should be made aware in
any surgical consent form that they sign that
surplus material may be used for research, and
be given the opportunity to refuse. Patients
need sufficient information to understand
how (if at all) the research might affect their
interests, and how their confidentiality will be
protected. Where surplus material is to be
used in a way that allows research results to be
linked to the individual patient, individual
informed consent must be obtained if there is
any possibility that such results might affect
the patient’s interests.

3.2

3.3

3.4

It is acceptable to use human material surplus
to clinical requirements for research without
consent if it is anonymous and unlinked. An
example is the use of surplus diagnostic
samples for screening to establish the
prevalence of an infectious disease such as
hepatitis or HIV. Information from such
studies is very valuable not only for research
but also for public health or health service
planning purposes, and provided there is no
possible way to link the results of tests to
identifiable individuals their interests cannot
be compromised. While it is not necessary to
obtain individual written consent for
anonymised unlinked research, it is good
practice to ensure that patients are informed
that their samples may be used for research
once all clinical requirements have been
fulfilled, for example by a clearly displayed
notice to that effect.

All research using human material surplus to
clinical requirements must be approved by an
ethics committee, whether or not the samples
can be linked to identifiable individuals. This
is an important way of ensuring that patients’
interests are safeguarded.

There must always be explicit separation of
the consent to the treatment or diagnostic test
from the consent to the use of surplus tissue
for research. It should be clear to patients
that refusal to allow surplus material to be
used for research will not affect their
treatment in any way. It is also important to
make clear to patients what will happen to the
surplus material if they do not give consent
for its retention for research or teaching.
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3.5

If individual written consent cannot be
obtained, research using samples of material
surplus to clinical requirements is only
acceptable if the results cannot affect the
patient’s or their family’s interests. The
patient must also have been informed at the
time the sample was taken that their material
might be used for research, for example by
clearly displayed notices, by distribution of
leaflets, or on the clinical consent form itself.
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4.1

4.2

4 Use of human material

for commercial research

The MRC'’s mission is to support research that
will ultimately benefit human health. The
development of new drug therapies, and
diagnostic and screening tests, to the point
where they can be made sufficiently widely
available to benefit human health, is crucially
dependent on commercial involvement.
Therefore access by the commercial sector to
samples of human material collected in the
course of MRC-funded research should be
facilitated, where this is consistent with our
mission. However, it is NOT appropriate
for any one company to be given
EXCLUSIVE rights of access to a
collection of samples made with the
benefit of public funds, nor is it acceptable
for any individual to profit financially from
providing samples of human material to a
third party.

4.3

4.4

One of the major concerns in allowing
commercial access to human material
originally collected for research projects
funded by the public or charity sectors is the
potential to damage the gift relationship
between scientists and research participants.
Research participants may be particularly
sensitive to the idea of a company or an
individual making a profit out of research
material that they have freely donated. It is
important that research participants are made
aware of the potential benefits of allowing
commercial access, and that the role of any
one individual’s sample in the generation of
future profits is likely to be minimal as well as
impossible to quantify. Given the possible
sensitivities, it is essential that research
participants know that their sample or
products derived from it may be used by
the commercial sector, and that they will
not be entitled to a share of any profits

4.5

that might ensue.

It is important to distinguish between the
samples themselves and the data or intellectual
property derived from research using them.
Exclusive access to data arising directly from a
company’s experiments for sufficient time to
secure patent protection or other commercial
advantage is acceptable, as is ownership by a
company of any intellectual property rights
arising from their own research using samples
of human material.

Patenting of inventions based on, or using,
biological material of human origin is covered
by the EU Directive on the Legal Protection
of Biotechnological Inventions. To comply
with the Directive, a person from whose body
the material used for an invention is taken
must have had an opportunity of expressing
free and informed consent (Recital 26). This
should be borne in mind when there is a
possibility that human material collected for
research may be used directly in making a
biotechnology product. For instance, if a cell
line is to be made and used for commercial
purposes the donor must be consulted and
consent obtained.

Custodians of collections of human biological
material should ensure that a written
agreement covering access to data and
ownership of intellectual property rights is
secured before allowing access to samples by
either commercial companies or academic
researchers.
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5.2

5 Confidentiality

In many cases the use of human material in
research also involves the use of personal or
clinical information related to the individual
who donated the sample. Tests done on the
material may also give rise to information
about the individual donor. Doctors and
researchers should treat any information about
an individual, however derived, as confidential.
This is what the public expects, and is
underpinned by the duty of confidentiality in
Common Law, and in Data Protection
legislation. Both the data collected from
individuals or their medical records to
characterise samples in a collection, and data
derived from experiments done on those
samples, are covered by the Data Protection
Act (1998), so long as they can be linked to an
identifiable individual. Researchers must
ensure that their registration under the Act
covers all their uses of data related to samples.

Detailed guidance on confidentiality is
available in the MRC booklet “Personal
information in medical research” (see box for
a summary of the key points) and in the
General Medical Council guidelines on
confidentiality. People who donate samples for
research must be told what information about
their medical history or other personal details
will be used in the research, who it might be
shared with, and what safeguards are in place
to preserve confidentiality. They should give
explicit consent to these arrangements.

Human Tissue and Biological Samples for use in Research

Key principles of the MRC guidance on
personal information in medical research

* Personal information provided for

health care or medical research is
confidential. Wherever possible people
should know how information about
them is used. Researchers should
normally have each person’s explicit
consent to obtain, store and use
information about them.

All medical research using identifiable
personal information or anonymised
data from the NHS that is not already
in the public domain must be approved
by a Research Ethics Committee.

All personal information must be coded
or anonymised as far as is possible and
as early as possible in the data
processing.

Each individual entrusted with patient
information is personally responsible
for their decisions about disclosing it.
Personal information should only be
handled by health professionals or staff
with an equivalent duty of
confidentiality.

Principal investigators have personal
responsibility to ensure that procedures
and security arrangements are sufficient
to prevent breaches of confidentiality.

At the outset researchers must decide
what information about the results
should be available to the people
involved, and agree these plans with the
Ethics Committee.
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5.4

Data that have not been anonymised should
not be transferred without informed consent.
The responsibility lies with the custodian to
ensure that all data related to samples of
human material are unidentifiable before
release to other researchers or inclusion in a
common database. It is good practice to store,
process and analyse personal data in a form
that does not allow individuals to be 55
identified. Personal information should only
be accessible to staff who have a formal duty
of confidence to the research participants.
Researchers handling personal information
should have a duty of confidence to research
participants included in their contract of
employment. In addition, identifiable data
should not be transferred to a country outside
the European Economic Area unless it has an
equivalent data protection regime.

Users of anonymised samples of human
material must undertake not to attempt to
identify individual research participants, and
individuals, families or groups should not be
identifiable from published data. Any
renewed contact with donors not specified in
the original research protocol (for example, if

it is necessary to collect additional
information) requires further ethics committee
approval. This contact must be via the
original researcher responsible for making the
collection or the current custodian of the
samples, and at their discretion.

The value of a collection for research will
usually be significantly increased if all the data
relating to the samples are stored together and
made available in an anonymised form to all
users. Custodians of collections of human
material are encouraged to make it a condition
of access to the samples that copies of all
data generated by other users are provided to
the custodian for inclusion in a common
database. A suitable period of exclusive
access may be allowed, to give sufficient time
to analyse the data and prepare publications.
The requirements of confidentiality and data
protection must of course be met. This
sharing of data is an essential requirement
where sample collections are being managed
as a resource for multiple users.

Human Tissue and Biological Samples for use in Research



6.1

6.2

6 Consent

The General Medical Council guidelines
“Seeking patients’ consent: the ethical
considerations” include general advice on
seeking consent for research. When
obtaining consent to take a sample of
biological material for research, it is important
that donors have sufficient understanding not
only of the process involved in obtaining the
sample and any associated physical risks, but
also of what the sample is to be used for and
how the results of the research might impact
on their interests. Written evidence of
consent must normally be obtained, as stated
in the GMC guidelines. Written consent is not
a substitute for careful explanation. It is
simply a means of providing documentary
evidence that an explanation of the research
has been provided and consent has been
sought. In some countries verbal consent is
acceptable. There must however always be a
written record that consent has been obtained
even when the person giving consent is not
able to write or when verbal consent is the
accepted practice. Signed consent forms or
documentary evidence of consent, together
with copies of patient information materials,
must always be kept for future reference. If
the information leaflets are revised in the
course of a study, all the new versions must
be numbered and kept and details of when
the changes were introduced should be
recorded.

When obtaining consent to take a sample of
human material for research, it is important to
allow for the fact that it might subsequently
be useful for new experiments that cannot be
foreseen. Therefore, unless a sample will be
fully used up for the initial project or cannot
be stored, a two-part consent process is
recommended, the donor being first

Human Tissue and Biological Samples for use in Research

asked to consent to the specific
experiment(s) already planned, and then
to give consent for storage and future use
for other research. Unless the sample is to
be anonymised and unlinked prior to storage
(in which case this should be explained to
donors), it is not acceptable to seek
unconditional blanket consent, for example
using terms such as ‘all biological or medical
research’.

If samples may be stored or used in a form
that allows them to be linked to individuals,
possible future research should be explained
in terms of the types of studies that may be
done, the types of diseases that could be
investigated, and the possible impact of the
research on them personally. The benefits of
enabling more efficient use of valuable
samples should be explained to donors. For
example, a researcher collecting samples from
patients with diabetes might seek consent to
store the samples for future research into the
biological basis and treatment of diabetes and
related complications, on the basis that
researchers using the sample for secondary
research cannot identify the donor.
Researchers undertaking a broader
epidemiological study might seek consent to
store samples for future research into
biological or genetic factors affecting the risk
of developing a range of common medical
conditions, on the understanding that results
of tests done for research purposes will not
have direct clinical implications for the donor.
Similarly, donors must be made aware that
other researchers might use their samples,
including scientists working for commercial
companies (if appropriate). Participants must
be given the reassurance that all secondary
use will require approval by an ethics




6.3

6.4

committee, and that no tests of known clinical
value for diagnosing or predicting disease on
samples that can be linked to them individually

will be done without their consent.

Information for participants should include an
explanation of how any surplus material will be 6.5
disposed of when it is no longer required.

Where a two-part consent process is used,
donors must always be given the option of
specifying that their sample may only be used
for the research project already planned. If
consent is obtained to use a newly collected
sample for one specific study only, the only
purpose for which it can be re-used is to verify
the results of that study. When no longer
required for that purpose it should be
destroyed. It is the responsibility of the
custodian to ensure that all uses of a
sample are in accordance with the consent
obtained from the donor.

If research using samples will require the
collection of information from the donor’s
medical records, then consent must be
obtained. It must be clear who will access the
records, what information will be obtained, and
how the patient’s confidentiality will be
protected. 6.6
The special sensitivity of the public with regard

to genetics research should always be taken

into account. If there is the possibility that
secondary use may include genetic research,

this must be included in the explanation of

possible future research when consent is

obtained. There are certain types of genetics
research which currently give rise to particular
concern, for instance that relating to

personality, behavioural characteristics, sexual
orientation or intelligence. It is particularly
important that specific consent is obtained to

use samples in these or other areas of research
likely to cause special concern to the donors,
even if the samples are to be anonymised and
unlinked.

When seeking consent for research,
information for potential participants must be
presented in a form that they can understand.
Where lack of ability to understand written
information may be a problem, the use of
audio taped information is recommended. If
potential participants do not speak English,
interpreters should have sufficient
understanding of scientific and medical issues
to explain adequately the aims of a research
protocol. These interpreters should preferably
be patient advocates or NHS interpreters rather
than relatives. If relatives must be involved,
they should be competent adults who are
themselves fluent in English. Information
leaflets should be translated by people with a
technical knowledge of the field. Researchers
should be aware that members of some ethnic
or religious groups might find some types of
research, or donation of certain types of
human material, unacceptable.

Particular considerations apply in the case of
research involving children (see 12.3) and people
who, as a result of permanent or temporary
mental incapacity, cannot give valid consent (see
12.4). The Council’s guidance on the latter
situation is set out in a separate publication3 and
there are also guidelines for Research Ethics
Committee and guidelines issued by the Royal
College of Physicians and by the Royal College of
Paediatrics and Child Health (see Appendix 1). A
summary of all the issues to be addressed in the
process of obtaining consent is at Appendix 3
and a model consent form is at Appendix 4.

3The Ethical Conduct of Research on the Mentally Incapacitated MRC Series, December 1991
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7 Ethics Committee Review

Ethics committee approval must be obtained
to collect samples of human material for
research, and for all research projects using
samples of human material. New ethics
committee approval is required for all research
projects not specifically mentioned when
consent was originally obtained or in previous
ethics committee submissions. This is an
important means of safeguarding the interests
of the donors. Ethics committee approval
must also be obtained if there is a need to
access patients’ medical records without their
specific consent. This may be justified under
certain circumstances: if the study is of
sufficient importance, if there are no
practicable alternatives, if the infringement of
confidentiality is kept to a minimum, and if
there is no intent to make future contact with
the patient.4

4 See the MRC Ethics booklet “Personal Information in Medical Research” for more detailed guidance
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8 Feedback of Information

8.1

Tests done on samples of human material in
the course of research may reveal information
that has implications for the donors’ future
health or healthcare, or otherwise impacts on
their interests. It is important to decide
before the start of a research project what will
be done if this arises. Researchers should be
cautious about assuming that they, rather than
the individuals concerned, are best placed to
judge what information is of interest to
donors on a case-by-case basis. For instance,
some researchers may take the view that
information should only be fed back if there
is a treatment or preventive intervention
available. However, research participants
might wish to know predictive information
about their future health, even if there is no
treatment available, for example to take it into
account when making important life decisions,
such as whether to have children. Researchers
should assume that participants have a right to
know information that may affect their
interests, but that they might choose not to
exercise that right. When participants are
asked to make a decision on whether or not
they want results to be fed back to them they
must be given sufficient information to allow
them to decide what their interests are and to
make any refusal meaningful. Researchers
must decide at the outset what their strategy
will be with regard to feeding back
information and whether any linkage of
research results to individuals will be possible
or alternatively whether the unlinked
anonymous technique is appropriate. This
must be set out in their submission to the
ethics committee, and the policy adopted must
be explained clearly to research participants
before they consent to take part in the
research.

8.2

8.3

Research results obtained on anonymised
unlinked samples cannot have any impact on
the interests of an individual donor, and
cannot be fed back. Much research can be
done using anonymised unlinked samples, and
indeed in many instances this is the most
appropriate technique. For example, it has
been used successfully in research into the
spread of HIV infection.

However, irreversibly breaking the link
between a sample and the individual donor
can undoubtedly reduce its value for some
types of research, for instance by making it
impossible to add follow-up data or to audit
fully the research results. In deciding whether
to use anonymised unlinked samples,
researchers should take into account the
nature of the foreseeable research findings,
the importance of obtaining follow-up
information on participants, the initial consent
obtained and the feasibility of obtaining
further consent. The ability to provide
feedback linked to counselling and clinical
care must also be considered. There are
various possible strategies for unlinking:
samples can be irreversibly unlinked from the
outset, or they can be unlinked after the initial
study is done, either before being used for any
secondary studies or before use in specific
studies only.

Incidental clinical findings

Where a result that can be linked to an
individual has immediate clinical relevance (for
example, if it reveals a serious condition for
which treatment is required), the clinician
involved has a clear duty of care to inform the
research participant, either directly or via the
clinician responsible for his or her care. The
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8.4

clinician responsible for care should always be
notified, and participants should be informed
that this will occur. A research result should
not be relied on as the sole basis for diagnosis,
since quality control standards in research
laboratories generally differ from those used
for clinical testing. Research participants or
their clinicians should be advised to seek a
repeat or confirmatory test by a clinical
diagnostic laboratory where possible. Where a
confirmatory test is not available via the NHS
the diagnosis might need to be verified by the
research laboratory using a new sample.

Research results

There is currently no consensus on whether,
or under what circumstances, it is appropriate
to feed back research results to participants on
an individual basis®. Often the clinical
relevance or predictive value of a research
result is unclear, at least initially, and there will
be no individual data of value to be fed back.
It will always be difficult to define the point at
which a research hypothesis becomes a clinical
fact. Where consent is being sought for a
specific research project at the time a sample
is collected, the potential relevance, if any, of
the results for the participant should be
explained and the opportunity to receive
feedback of individual results should be
offered where appropriate. There should be a
mechanism in place for participants to change
their minds (for instance, a contact telephone
number). If feedback is requested, they should
be given appropriate instructions about how to
notify researchers of a change in their address.
Researchers feeding back individual results

must be prepared to explain their significance
to the participant and to advise on access to
counselling or treatment where indicated.

It is good practice to offer research
participants the opportunity to be kept
informed about the general results of research
projects done using the samples they have
donated, though this may not be appropriate
in all circumstances. Participants could be
informed by posting information on research
outcomes on a website, or by offering them
the opportunity to receive a newsletter.
Where the clinical relevance of research
results becomes clear some time after the
sample was obtained, or where the results
obtained from secondary research may impact
on the donors’ interests, these routes should
be used to inform donors that results of
potential interest may be available and offer
them the opportunity to receive individual
feedback or advice if they wish. Similarly,
when new predictive tests of clinical value
become available as a result of the research,
participants can be informed how to access
these tests if they wish.

Where samples may subsequently be used for
secondary studies, a mechanism should be put
in place to allow participants the opportunity
to seek individual results that might impact on
their interests. It is acceptable for the onus to
be on the participant to seek the information
rather than on the researcher to be pro-active
in providing it. The research protocols for
secondary studies and the arrangements (if
any) for feeding back results to participants
must be reviewed by an ethics committee,

5The MRC will be monitoring the debate in this contentious area and expects that the position will evolve as a result

of ongoing consultation and research
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preferably the committee that oversaw the
making of the collection. If samples from a
collection are shared with other researchers,
the custodian of the collection is responsible
for all contacts with donors, including
providing any information on research results
with a possible impact on individuals.

Specific issues related genetic
research

Much genetic information obtained for
research purposes is of unknown or uncertain
predictive value. Genetic tests of known
clinical or predictive value should not be done
on samples that can be linked to an individual
without their specific consent, and appropriate
counselling should be available if consent for
such a test is sought. Participants should be
advised of the possible implications of
genetic information for other family members
and the potential impact on family
relationships, and also of the implications of
genetic risk information for employment or
their ability to obtain insurance, before they
decide whether to give consent to the test or
whether they want to know the result. The
feeding back of other genetic information, the
significance of which is currently unknown,
could also have similar implications in the
future. The Advisory Committee on Genetic
Testing guidance to Research Ethics
Committees gives more detailed advice on
feedback in relation to genetic information
(see Box).

Summary of ACGT guidance on
feeding back genetic information.

Whenever practical there should be a
clear distinction between diagnostic
testing and research. If a research
participant later requests a test for
clinical purposes a new sample should
be taken.

Genetic testing should not be added to
an existing research study without
consent.

Unless samples are anonymous and
unlinked, prior consent must be
obtained for each genetic test carried
out for research purposes.

If genetic test results are to be
disclosed to research subjects or added
to their medical record, then informed
consent is required for the tests. It
must be clear what use may be made of
test results and subjects must be fully
informed of potential adverse
consequences for insurance,
employment and effects on family
members.

The fundamental issues of information,
consent and confidentiality are the
same for research involving multiple
gene tests, such as genotyping.
Researchers should establish suitable
methods by which complex
information about the research can be
explained to participants.
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9.1

9.2

9.3

9 Management of collections of human

material

The MRC reserves the right to specify the
arrangements for management and access of
sample collections as a condition for awarding
funding. In the case of jointly funded
collections, these arrangements would be
negotiated with the other funders. This will
allow us to ensure that collections are
managed appropriately to maintain their
usefulness, and to ensure that optimum use is
made of them.

The MRC wishes to promote sharing of
useful collections with bona-fide academic
researchers undertaking high-quality research,
provided that appropriate consent has been
obtained and that such use is not against the
interests of the donor. Use of samples by
third parties must be on terms that do not
disadvantage those involved in making and
maintaining the collection or unnecessarily
hamper or restrict future uses. The onus is on
the custodian of a collection of human
material to facilitate optimum usage; this will
usually mean undertaking to provide access to
other researchers once the requirements of
the original project have been satisfied. In the
case of collections made for a specific
research project, it will usually be appropriate
for the investigators making the collection to
have priority access and the right to control
use of the collection for the duration of the
initial study.

For large collections, and those set up
specifically to provide a resource for multiple
users, requests for access should usually be

dealt with by a management committee, which

should have an independent chair and some
independent membership. Criteria for access
should be agreed at the outset. For example,
proposed research should be subject to peer

9.4

review as a means of ensuring scientific
quality, samples and associated data should
only be used for purposes approved by the
committee, and researchers should agree to
put all new data into a common dataset.
Where supplies of samples are limited,
transparent arrangements for prioritising
requests for access are essential. Proper
records of sample distribution must be kept
and users must agree to return or destroy
material surplus to their requirements and not
use it for additional studies or pass it on to
others. The management committee should
also be given copies of all papers describing
research using the collection before
publication (but should not have the right to
delay or veto publication).

Custodians of samples of human biological
material are responsible for keeping proper
records of all uses that have been made of the
material, whether by themselves or by others.
They must also ensure that all uses have
appropriate ethics committee approval, and
keep copies of such approvals for reference.
Where linked anonymous samples are
provided to a third party, the custodian is
responsible for safe keeping of the code
enabling samples to be linked to individual
donors.
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Figure 1 - Using established collections in research - a decision tree
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10.1

10 Established collections

Custodianship, management and 10.2

access

It is important to assess periodically whether
old samples of human material should be
kept, taking into account both their scientific
value and ethical issues. If samples are no
longer of value, they should be disposed of
safely and sensitively. For many old
collections, no specific arrangements for
custodianship of samples and management of
access will have been put in place. This can
present problems when researchers retire or
move to a different job, or when there is
disagreement over who should be allowed to
use the samples. When a researcher wishes to
move samples to a new location, the
agreement of the current and the future host
institution must be sought, and contributors
to the collection must be consulted where
possible. When a researcher retires and
sample collections are to be retained, the
institution or department should ensure
arrangements are put in place for future
maintenance and management, and that a new
person is identified to take on responsibility
for the collection. Custodians of established
collections are encouraged to ensure that they
are used optimally, and to allow access to
other researchers wherever practicable,
provided this is consistent with the consent
that was obtained and confidentiality is not
breached.

What research can be done using old
samples?

There are many potentially valuable
collections of human samples for which
consent was only obtained for a single
research project, or for which information on
the parameters of the consent obtained has
not been adequately recorded. Generally,
established collections can be used for
research when samples have been anonymised,
and there is no potential harm to the donors
of the material, individually or as a groupeé.
Researchers should satisfy themselves that the
samples were not obtained in an unethical or
improper way and that there was valid consent
to the taking. The HUGO Ethics Committee
“Statement on DNA sampling: control and
access” specifies the circumstances under
which it is acceptable to do genetics research
on archived samples. This suggests that such
research is permissible on coded samples.

The MRC believes that where a genetic test is
of known predictive value, or gives reliable
information about a known heritable
condition, samples must be anonymised and
unlinked before testing unless specific consent
is obtained?. Even when a donor has died,
genetic test results can have implications for
surviving relatives. If the predictive value of
the genetic information to be obtained is not
known, research on anonymised linked
samples is permissible, provided there is a
strong scientific justification for not
irreversibly anonymising the samples (for
example, the need to link new information on
clinical outcomes to genetic information).

6 “Research based on archived information and samples” 1999 Royal College of Physicians, London
7 This principle has been set out in the Advisory Committee on Genetic Testing Guidance to Research Ethics

Committees
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10.3

When is it necessary to seek hew
consent?

It is of course necessary to seek new consent
when collecting new data from research
participants. Consent should also be obtained
to access participants’ medical records if this
was not done when the sample was originally
collected. Where samples can be anonymised
and unlinked before use, no new consent is
required. In some rare circumstances research
on linked samples originally taken for another
research purpose may be permissible without
consent. An example would be
epidemiological research where the only
practicable approach is to use stored samples
and identifiers are needed to link samples and
different types of health records. Before
stored samples are used in this way researchers
must demonstrate that contacting donors to
seek consent is not possible or not practicable.
Old samples of material surplus to clinical
requirements may be used for linked research
without specific consent if there is no
possibility that the research could affect the
patients’ interests in any way and if obtaining
individual consent is not practicable. Ethics
committee approval is essential for all new
research using stored samples of human
material. Detailed guidance on the
circumstances under which access to medical
records without specific consent may be
acceptable can be found in the Ethics booklet
“Personal Information in Medical Research”.
In NHS institutions, the designated “Caldicott
Guardian” must approve the use of
confidential information.
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11 Samples obtained after death

As with other research using human material,
ethics committee approval is required for
research involving the collection or use of
material obtained after death. Before
removing and retaining human material for
research at a post-mortem examination, all
reasonable steps must be taken to ascertain
that the deceased would not have objected
(for example, for religious reasons). Informed
consent to the retention of material for
research must normally be obtained from the
surviving spouse, partner or next of kin. The
person asked to give consent should be given
clear information about what tissue/organ will
be retained, who will be custodian, how long
the sample will be kept, what types of
research it may be used for and how it will be
disposed of when no longer required. Since
this consent is being sought at a particularly
stressful time, relatives should wherever
possible, be given time to reflect before
making their decision, and it is particularly
important that written information is provided
for later reference. Contact details of the
research team must be provided in case
relatives have further questions or change
their minds later. While in this situation there
is clearly no possibility of harming the person
from whom the material is obtained, some

research results (e.g. from genetic studies) may 11.4

have implications for the surviving family
members. The potential implications for
relatives of any research to be done using
linked samples must be discussed, and they
must be given the opportunity to learn about
any research results that might impact on their
interests.

Human Tissue and Biological Samples for use in Research

11.2 In the case of post-mortems required by law,

the Coroner (or Procurator Fiscal in Scotland)
cannot authorise the retention of tissue for
research, but can prohibit it, even if consent
has been obtained from a relative. Therefore
the Coroner or Procurator Fiscal must be
consulted before tissue is retained for
research.

If no surviving relatives can be traced, and a
post-mortem examination is required to
establish the cause of death, the person legally
in possession of the body (usually the hospital
authority or Trust if death occurred in
hospital) may authorise the removal and
retention of tissues or organs to establish the
cause of death. Once the cause of death of
that person has been established, the person
legally in possession of the body may at
present legally authorise the retention of
surplus material already removed from the
body for research or teaching purposes.
However, MRC recommends that tissue or
organs should not be removed and retained
solely for research purposes (i.e. if not
required to establish the cause of death) if it
is not possible to obtain consent from a
relative or other appropriate person.

In some situations, the request for material
will have been discussed with the deceased
prior to death and informed consent obtained
directly from them. In this instance it is not
necessary to seek the consent of the next of
kin, but it is important to make sure that they
know what material will be retained, by whom
and for how long. If they have strong
objections these should be respected in spite
of the wishes of the deceased.




12.1

12.2

12 Special circumstances

Samples obtained from abroad

When obtaining samples of human material
from abroad, researchers must be satisfied that
they have been ethically obtained. The
researcher should obtain from the clinician
providing samples written assurance that they
were obtained with proper consent in
accordance not only with these guidelines but

also with guidelines applicable in the country  12.3

of origin. The recent Nuffield Council on
Bioethics discussion document on “Research
in Developing Societies” highlights the ethical
issues and the report of their ongoing enquiry
should be available in 2001.

Fetal and embryonic tissue

Fetal tissue must be obtained and used in
accordance with recommendations of the
Polkinghorne report8. This specifies that,
where tissue is obtained from therapeutic
abortions, there must be clear separation
between the decision to induce abortion and
any decision concerning use. The decision to
terminate a pregnancy must not be influenced
by consideration of the possible use to which
the tissue may be put, and the Polkinghorne
report states that no specific references should
be made to any particular research use when
consent is obtained. This is therefore one
situation where consent must be obtained for
general research use and not for a particular
project. To ensure proper separation is
maintained, MRC recommends that
researchers needing to use fetal tissue obtain it
from one of the established tissue resources
that the Council funds. The placenta and other

contents of the uterus are not considered fetal
tissue, and consent should be obtained from
the mother in the same way as for the use of
any other human material. Any research on
pre-implantation embryos created as a result
of in vitro fertilisation must be approved by
the Human Fertilisation and Embryology
Authority.

Children

There are several sources of detailed ethical
guidance on research in children (see
Appendix 1). Parents with parental
responsibility may legally give consent on
behalf of a child. When children have
sufficient understanding and intelligence to
understand what is proposed, they themselves
should consent to participation in the
research, and it is good practice to seek
parental consent also. Where a sample of
biological material has been obtained from a
young child on the basis of consent from their
parent and stored for subsequent research use,
and there is ongoing contact (e.g. in
longitudinal studies), the child should be asked
for consent to continued use of that sample
once they are old enough to understand. Tests
of known predictive value for adult onset
diseases should not be done for research
purposes on individually identifiable samples
from children?.

8 Review of the Guidance on the Research Use of Fetuses and Fetal Material HMSO July 1989
9 Advisory Committee on Genetic Testing Report on Genetic Testing for Late Onset Disorders 1998
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12.4 Adults not able to give consent

The Council’s booklet “The ethical conduct of
research on the mentally incapacitated” sets
out the conditions that must be satisfied for
inclusion of those unable to consent in
research. The person must not object or
appear to object, and an informed
independent person acceptable to the Local
Ethics Committee must agree that the
individual’s welfare and interests have been
properly safeguarded. Risk of harm must be
negligible (for non-therapeutic research) or
must be outweighed by the likely benefits, and
the research must not be against the
individual’s interests.

Researchers should seek the agreement of
carers or relatives when seeking the
involvement in research of adults that cannot
themselves give valid consent, but should be
aware that there is no provision in English law
for anyone to give consent on behalf of
another adult. In Scotland, following the
implementation of the Adults with Incapacity

Human Tissue and Biological Samples for use in Research

(Scotland) Act (2000), it will be legally possible
for a guardian or person with power of
attorney to give consent to medical treatment
or research on behalf of an adult unable to
consent for themselves.

When seeking consent, it is important for the
researcher to ascertain whether the potential
participant has the capacity to consent. There
will be individuals who, while not suffering
from mental illness as such are, through grave
illness or stress, in a state of altered
consciousness or reduced comprehension
when samples are obtained. The validity of
consent obtained under these circumstances is
questionable. If taking samples cannot be
delayed, participants must be given full
information about the research and the
opportunity to withdraw when capacity to give
valid consent is regained. If they do not wish
to participate in the research their sample and
all related data must be destroyed.
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Checklist for research based/on samples of

human material

Source of samples

¢ If new samples are to be collected for
this research, will appropriate measures
be taken to minimise any risks of
physical harm. Could the approach to
potential donors cause distress?

¢ If samples are to be collected from
patients temporarily unable to give
consent (e.g. during emergency surgery),
are there appropriate arrangements to
consult next of kin, to obtain informed
consent later and for patients to opt out
if they wish.

¢ If the research is using samples
originally collected for another research
project, is the research covered by the
consent already obtained? If not, can
new consent be obtained from the
donors or can the samples be
anonymised and unlinked?

¢ If the research will use material surplus
to clinical requirements, are the patients
aware that their material might be used
in this way and of their right to object?
Would it be practicable to obtain
individual consent?

4 If samples are to be obtained after
death, is it possible to discuss the study
with potential donors and obtain
consent before death? If not, are
appropriate arrangements in place to get

consent from the next of kin?
Justification for the study

4 Could information obtained in the
course of the research bring harm or
distress to the donors, individually or as
a group, or to members of their family?

4 Do the potential benefits of the
research outweigh the risks?

Conduct of the research

4 Are adequate measures in place to
protect the confidentiality of personal
information required for or revealed by
the research10?

¢ Is it clear to donors who will have
access to their samples or personal
information about them?

4 What will happen to the samples after
the research is finished? Will
appropriate consent be obtained if they
will be stored for future use?

Feedback of information

4 Could tests done on the samples as part
of the research reveal information of
immediate relevance to a donor’s health
or healthcare? If so, will the donors be
made aware of this possibility and are
the arrangements for feeding back this
information appropriate? Have the
arrangements been agreed with the

10See Personal Information in Medical Research (2000, MRC Ethics Series) for a more detailed checklist regarding

protection of confidentiality.
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people responsible for the donors’
clinical care?

4 Could tests done on the samples as part
of the research reveal predictive or
other information that might affect the
interests of the donor or their family?

If so, are arrangements in place to make
that information available to donors,
and will they have adequate information
to make a decision as to whether they
want the information? Would it be
better if the samples were anonymised
and unlinked before testing?

4 |s it clear to participants where they can

get information about the outcome of
the research?
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Summary ofissues to-address when

obtaining consent

General guidance on the production of
patient information leaflets has been prepared
by a working group on behalf of Multi-Centre
Research Ethics Committees and is provided
to all MREC applicants. This indicates general
issues that must be covered for all research
studies. In addition, the following specific
issues should be covered in the process of
obtaining informed consent and in the patient
information leaflet for studies in which
samples of biological material will be taken
from participants. Information leaflets should
always meet basic criteria for good quality
information provision.

1. For all samples
4 The sample will be treated as a gift.

4 The donor has no right to a share of
any profits that might arise from
research using the sample.

¢ Who will be responsible for
custodianship of the sample (host
institution/funding body).

4 What personal information will be used
in the research.

4 The arrangements for protecting the
donor’s confidentiality.

4 If the research might reveal any
information of immediate clinical
relevance, this will be fed back.

+ Arrangements for feeding back or
obtaining access to individual research
results, if any, and for informing
participants of the outcome of the
research.

4 Consent to access medical records, if
required.

4 Specific consent for any genetic tests, if
required.

2. If the sample is to be stored for
possible secondary use

4 The types of studies the sample may be
used for and the diseases that may be
investigated.

# Possible impact of secondary studies on
the interests of donors and their
relatives.

4 Means of accessing information on
secondary studies, if appropriate.

4 Secondary studies will have to be
approved by an ethics committee.

4 Consent to share samples with other
users.

4 Consent to commercial use, and an
explanation of the potential benefits of
commercial involvement, if appropriate.
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Model consent form for research involving

new samples.of human biological material

This form is a model, to be adapted as appropriate to suit particular studies. Sections not required should be omitted,
and other sections may be needed if the project involves more than simply collecting a sample.
| Host hospital/institution |

headed paper ]

__________________________________

Thank you for reading the information about our research project. If you would like to take
part, please read and sign this form.

Centre number:
Study number:
Patient identification number for this study:

QLI L L= o 0] (=T RS UTRRN
(N1 L0 =TT (o] 1] GO

Contact details fOr FESEAICH TEAMY .....vviiiiiie ettt ettt e e e e e e e e e e e e ereeeeseeessananees
Please initial boxes

1.1 have read the attached information sheet on this project, dated ...................... |:|
(version........... ), and have been given a copy to keep. | have been able to ask questions
about the project and | understand why the research is being done and any risks involved.

2. | agree to give a sample of (blood-afterbirth-tissue-other, as appropriate) for research in I:l
this project. | understand how the sample will be collected, that giving a sample for this
research is voluntary and that | am free to withdraw my approval for use of the sample at any
time without giving a reason and without my medical treatment or legal rights being affected.

3.1 give permission for someone from the research team to look at my medical records to get |:|
information on (complete as appropriate). I understand that the information will be kept
confidential.

4.1 understand that (my doctor and/or 1, as appropriate) will be informed if any of the I:l
results of the medical tests done as a part of the research are important for my health.

5. I understand that I will not benefit financially if this research leads to the development of |:|
a new treatment or medical test.

6. I know how to contact the research team if | need to, and how to get information about I:l
the results of the research
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7. Consent for storage and use in possible future research projects

I agree that the sample | have given and the information gathered about me can be stored by
(name of custodian) at the (name of host institution/host institution on behalf of MRC) for
possible use in future projects, as described in the attached information sheet!L. | understand
that some of these projects may be carried out by researchers other than (name of study team)
who ran the first project, including researchers working for commercial companies.

8. Consent for genetic research??

A: For genetic tests of known clinical and/or predictive value:

I give permission for (name of genetic test) to be carried out on the sample I give, as part of
this project. | have received written information about this test and | understand what the
result could mean to me and/or members of my family.

I want/do not want (delete as applicable) to be told the results of this test.
I understand | can change my mind about this later.

B: For other genetic research:

I understand that (the project/future research, as appropriate) using the sample I give may
include genetic research aimed at understanding the genetic influences on (complete as
appropriate) but that the results of these investigations are unlikely to have any implications
for me personally.

Name of patient Date Signature
(BLOCK CAPITALS)
Name of person taking consent Date Signature

(if different from researcher)

Name of researcher Date Signature
Would you like to be sent information about the progress of this project? |:| D
Yes No

Form version and date
Thank you for agreeing to participate in this research

11 Participants must be given written information to keep on possible future research - it's goals, the types of tests that
are to be done, the diseases that might be investigated, and how the results might affect their interests. The written
information should also include an explanation of the safeguards in place to protect their interests, including
information on ethical review and how their confidentiality will be protected.

12 1f genetic research may be carried out on the sample then specific consent is required. One or both sections A, or B,
should be included in the consent form.
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Introduction

The MRC issued its guidance Human Tissue and Biological Samples for use in
Research' in April 2001, at a time when there was little such guidance available. It
was aimed mainly at researchers, but was intended also to be useful to others
such as those responsible for research governance and also for research ethics

committees. The guidance states that the MRC would keep it under review.

The Human Tissue Act?received the Royal Assent in November 2004, though
most of its provisions will not come into effect until | April 2006. The Act was
introduced largely in response to events at Alder Hey and the Bristol Royal
Infirmary, both of which were subject to public inquiries, and in response to the
Isaacs Report prepared by HM Inspector of Anatomy. The Act introduces new
legislation covering the removal, storage and use of human organs and tissue. The
Act lays down minimum legal requirements; best practice will often go beyond

this. An update on the Act is available on the Department of Health website.?

This clarification is aimed at providing some additional guidance as a consequence
of the Act. It is not intended to be comprehensive. The Act itself, together with
its Explanatory Notes, and the DoH guidance should be consulted for a

comprehensive view.

The Act does not apply in Scotland, except for section 45 and Schedule 4 (non-
consensual DNA-analysis). Nevertheless, the MRC recommends that its guidance
should be adhered to throughout the UK.
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During passage of the Human Tissue Bill though Parliament, the MRC consulted its
research community and, together with other research organisations, commented

on various drafts of the Bill and provided briefing for parliamentarians.*

Other organisations are also planning to issue revised guidance, in particular the

Royal College of Pathologists.®

The Act (Part 2) makes provision for the establishment of a Human Tissue
Authority, which will issue Codes of Practice (Sections 26 — 29).The Authority is
being established before April 2006 and this guidance may need to be updated

again when its codes have been published.
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Purpose of the Human Tissue Act

The purpose of the Act is to provide a consistent legislative framework for issues
relating to whole body donation and the taking, storage and use of human organs
and tissue. It makes consent the fundamental principle underpinning the lawful
storage and use of human bodies, body parts, organs and tissue and the removal

of material from the bodies of deceased persons.

The Act, by establishing the Human Tissue Authority, will set up an over-arching
body which is intended to rationalise existing regulation of activities like
transplantation and anatomical examination, and introduce regulation of other
activities like postmortem examinations, and the storage of human material for
education, training and research. It is intended to achieve a balance between the
rights and expectations of individuals and families, and broader considerations,
such as the importance of research, education, training, pathology and public

health surveillance to the population as a whole.
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Summary of the main points of the Act,
as they relate to research

Purposes requiring consent include (Schedule |, Part I):
®  Research in connection with disorders, or the functioning, of the human
body.
e  Obtaining scientific or medical information about a living or deceased
person which may be relevant to any other person (including a future

person).

Storage for such purposes, as well as use, requires consent (Section | (d) and (f)).

Material covered by the Act is "material, other than gametes, which consists of or
includes human cells". Embryos outside the human body and hair and nail from
the body of a living person are excluded (Section 53). Other exclusions are listed

below at 3.1 1. Blood, for example, is thus included.

Relevant material also includes left-over tissue taken from operations and for
diagnostic purposes. Consent for treatment/diagnostic procedures is of course
required outside the scope of the Human Tissue Act, but storage and use of tissue

so obtained for the purposes covered by the Act does require separate consent.

The Act's requirement for consent applies to taking, storage and use of tissue
from dead people, as well as to storage and use of tissue from living people (see
3.8, below).
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Consent for research is not a legal requirement if the samples are anonymised to
the researcher; ie, if i) the research "is to be, or is, carried out in circumstances
such that the person carrying it out is not in possession, and is not likely to come
into possession, of information from which the person whose body the material
has come can be identified", and ii) the research has been approved by a Research
Ethics Committee (Section | (9) and cross-references to it). If the clinician is the
researcher, either consent must be obtained from the provider of the tissue
and/or the samples must be anonymised such that the clinician, when doing the

research or subsequently, does not know from whom they came.

It is not necessary that samples be irreversibly anonymised. During passage of the
Bill, the Minister made clear that anonymisation would "not mean that the patient
and the tissue would be permanently unlinked. Further information could be
sought from the records, but the researcher should not get identifying information,
and the ethics committees would be able to consider what arrangements were
appropriate in each case".® Situations where the "researcher should not get
identifying information" equates with the "Coded samples" category in the MRC
guidance (page 2).

During passage of the Bill, Ministers also made clear that under the Act consent is
consent. It can be "broad and durable" or "limited in time and scope"” That is to
say that the Act sets a baseline requirement for consent so that it does not, for
example, require consent to the use of tissue in research to be project-specific.
Further guidance on consent will be provided by the Human Tissue Authority in

a statutory Code of Practice.
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The Act sets out requirements for obtaining consent:

®  From children (less than |8 years) (Section 2).
®  From adults who lack the capacity to consent (Section 6).

e  Relating to people who have died (Section 3).

The details are complex, but briefly:

Children: from the child himself or; when the child is not competent to deal with

the issue of consent, from the person who has parental responsibility for him.

Adults lacking capacity: such a person is only deemed to have given consent to
an activity if it is done in "circumstances of a kind specified by regulations specified
by the Secretary of State". (This was a holding position, pending passage of the
Mental Capacity Act®; the Act, passed on 7 April 2005, now applies.)

Deceased people: ideally from the person himself before he died. If this is not
available, from a person appointed by the deceased person or, if this is not
available, from a person in a "qualifying relationship" to him immediately before he
died. (Qualifying relationships are defined/listed in Section 54 (9) of the Act.)

A person does not commit an offence if he "reasonably believes" that appropriate

consent had been given (Section 5 (1)).

It is illegal even to hold any material with the intention of undertaking DNA

analysis on it without consent (Section 45).
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3.1l The Act's requirement for consent does not apply to:

®  Samples in existence on the day the Act comes into force — "Existing
holdings" (Section 9).

®  Cell lines — "material shall not be regarded as from a human body if it is
created outside the human body" (Section 54 (9)).

®  Surplus or "residual" material from living patients stored or used for
education or training relating to human health (including training in
research techniques) (Schedule I).

®  Imported material (Section | (5) and (6) and cross-references to them).

3.12  The Act provides for a licensing system, the details of which are under discussion
(Sections 16 — 25). It may not necessarily be the case that all individuals storing or

using human tissue will require a licence.
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Implications for current MRC guidance

As indicated above, the Act sets out minimum legal requirements. In many
respects the MRC's 2001 guidance already goes beyond this. Thus those who
follow the MRC guidance should have little difficulty in obeying the law. However,

researchers now need to take account of the following points.

Consent for research use; linking samples to consents and tracking
samples

Under the Human Tissue Act, unless the samples have been anonymised and the
research project has ethical approval (see 3.6, above), it will be illegal to use
human material for research without consent. Note that existing holdings are
exempt. Researchers are therefore advised to work with their clinical colleagues
to ensure that from now on consents for all clinical procedures where tissue will
be removed will be accompanied by consents for use of tissue in research,
whether the sample is taken solely for a research purpose, or as a clinical
procedure where surplus tissue may be used for research either immediately or at
some time in the future. (see also 4.3, below). Consent must be recorded in
writing, but it is not a legal requirement that it has to be signed by the participant.
If consent for research use is not obtained and recorded with the sample, such
samples may henceforth be used for research only after anonymisation. It is thus
now of increased importance that mechanisms are in place that a) easily allow
clinicians to link samples with the consents that were given when they were taken,
and b) allow tracking of sample usage and transfer.
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Use of material surplus to clinical requirements for research

The MRC's current guidance states that "The MRC recommends that wherever
practicable individual consent should be obtained for the use for research of
human material surplus to clinical requirements" (Paragraph 3.1); this remains
good practice (if it is not done, such samples may only be used anonymously —
see 4.2, above). The guidance also states that "there must always be explicit
separation of the consent to the treatment or diagnostic test from the consent to
the use of surplus tissue for research" (Paragraph 3.4).This remains the case.

Broad consent

Broad consent for research is not unlawful under the Act. Current MRC guidance
states that where a sample or part of a sample is to be stored, a two-part
consent process is recommended, the donor being first asked to consent to the
specific experiment(s) already planned, and then to give consent for storage and
future use for other research (Paragraph 6.2). Although current MRC guidance
also states that it is not acceptable to seek completely unconditional blanket
consent, for example using terms such as "all biological or medical research”, it is
now considered reasonable to request consent for example for "future medical
research projects which would have to be approved by a properly constituted
research ethics committee”. It would be for the Research Ethics Committee
subsequently to decide whether each new research project could proceed on the
basis of such broad consent. The MRC plans to review the guidance again in the

light of the Codes of Conduct to be issued by the Human Tissue Authority.
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4.5

10

DNA analysis

The current MRC guidance addresses the issue of genetic research (Paragraph
8.5). There is now a new offence of holding any material with the intention of
undertaking DNA analysis on it without consent. Thus if there is any intention of
doing genetic analysis on identifiable material, consent for this must be obtained at

the time the sample is taken (otherwise as soon as possible after the decision to

do the analysis is taken).
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